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EU – European Medicines Agency
	Subject
	Date
	Highlights
	PDF / Link

	
Draft Guideline on safety and efficacy follow-up and risk
 management of Advanced Therapy Medicinal Products

	01-Feb-2018
	The draft guideline on safety and efficacy follow-up and risk management of Advanced Therapy Medicinal Products

The guideline describes specific aspects of pharmacovigilance, risk management planning, safety and efficacy follow-up of authorized ATMPs, as well as some aspects of clinical follow-up of patients treated with such products.
	


	
Commission Report on Member State penalties for the falsification of medicines

	26-Jan-2018
	
This report provides an overview of the Member States’ transposition measures and a qualitative assessment of their effectiveness. The Commission was aided in its assessment by the TRANSPOSE study conducted by an external contractor. The study provided an overview of transposition measures based on information provided by the Member States under Article 118a and from legal experts in the Member States. This was complemented by a qualitative assessment of current penalties relating to falsified medicines, active substances, and excipients. The Commission also consulted Member State competent authorities, through the Expert Group on the delegated act on safety features for medicinal products for human use, for further information on penalties in force.

	





	
Updated procedural advice clarifies regulatory process for advanced therapy medicinal products

	01-Feb-2018
	
The European Medicines Agency (EMA) has updated its procedural advice on the evaluation of advanced therapy medicinal products (ATMPs). 
The update aims to streamline some procedural aspects, strengthen collaboration between EMA’s scientific committees and address specific needs of ATMP developers in the evaluation procedure for initial marketing authorizations, to help developers of these medicines – often small and medium-sized enterprises (SMEs) or academic spin-offs – navigate the regulatory process in the EU.

	


	
Q&A
European Medicines Agency pre-authorisation procedural
advice for users of the centralized procedure

	06-Feb-2018
	These questions and answers (Q&As) provide an overview of the European Medicines Agency’s (EMA) advice on issues that are typically addressed in discussions or meetings with marketing authorization holders in the application phase.

This guidance should be read in conjunction with the rules governing medicinal products in the European Union, volume 2, notice to applicantsExternal link icon and pre-submission guidance documents.
	


	
Pharmacovigilance for advanced therapies
	Feb-2018
	
The page for  Pharmacovigilance for advanced therapies has been updated.

On this page are all relevant legislation and guidelines regarding pharmacovigilance in the European Union (EU) apply to advanced therapy medicinal products (ATMPs) Pharmacovigilance for advanced therapies

	http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000297.jsp&mid=WC0b01ac05800862be


	
Q&A
On bovine spongiform encephalopathies (BSE) and vaccines

	01-Feb-2018
	The questions and answers for Bovine spongiform encephalopathies (BSE) have been updated.

This is an update of the information in the Public Statement on the Evaluation of Bovine Spongiform Encephalopathies (BSE) - risk via the use of materials of bovine origin in or during the manufacture of vaccines and the Questions and Answers on Bovine Spongiform Encephalopathies (BSE) and Vaccines.

	


	Draft Guideline
	01-Feb-2018
	
Draft Guideline on quality aspects included in the product information for vaccines for human use.

This document provides guidance on the pharmaceutical data applicable to product information for human vaccines. It covers information to be provided for the summary of product characteristics, labeling and package leaflet.

The draft will be open for consultation until 31 July 2018

	








US - FDA
	Subject
	Date
	Highlights
	PDF / Link

	Warning letter 

Light Age, Inc
	24-January-2018
	
Light age is a company which makes medical lasers.
In total 11 violations were recorded, some of them are highlighted below:
· 4 Non-conformances could not be located
· Cause was not determined for some NC’s and no Risk Assessment on in the NC’s
· Complaints should have a root cause investigation unless an investigation has already been performed, examples of complaints were found without a root cause investigation nor was a rationale given for not performing the root cause investigation
· CAPA’s were closed without any rationale
· No management reviews were documented for 2015 and 2016
· Firm was not able to provide documentation to demonstrate that you conducted an internal audit of your quality system since 2015
· You have not calibrated or maintained calibration records. A test unit was used during the production of EpiCare Zenith, requires an calibration, however, there were no calibration records for 2014, 2015, and 2016
· Overall the FDA was not satisfied with the response to the 483. The corrective actions that were proposed were not containing any retrospective review of the violations, this is expected as the violations could impact previous produced batches


	





	Warning letter

Daito Kasei Kogyo Co
	18-Jan-2018
	
2 Violations were recorded and 2 recommendations
· Failure to ensure that, for each batch of API, appropriate laboratory tests are conducted to determine conformance to specifications. 
· Products were released without completing all required testing; product identity was therefore not properly identified
· Failure to completely report test results on certificates of analysis
· COA was falsified, signing without all tests being performed 
· CGMP consultant recommended
· Based upon the nature of the deviations we identified at your firm, we strongly recommend engaging a consultant qualified to evaluate your operations and assist your firm in meeting CGMP requirements
· Data Integrity Remediation
· Your quality system does not adequately ensure the accuracy and integrity of data to support the safety, effectiveness, and quality of the drugs you manufacture

	


	
483

The Wellness Center Pharmacy, Inc
	22-Dec-2018
	
A total of 3 observations were made
· Rust like stains were observed in a buffer room ( ISO 7 ) and a metal stool. The metal stool was used during aseptic processing
· The mediafil did not closely simulate the aseptic production, also worst case activities were not considered
· In the ISO 5 classified area there were overhands that can collect dust

	





	
483

PharMEDium Services, LLC.
	05-Jan-2018
	
16 observations were made in total!! Of these nine were repeats from previous inspections.
From these 16 observations, a few will be highlighted
· Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not established, written, and followed. 
· Operators were not showing proper cleanroom behavior. E.G., Leaning over, quick moving, not sanitizing their hands before re-entering ISO 5 area. This is a repeated observation from previous inspections
· A review of numerous opened and closed Nonconformances Reports (NCR), noted that it appears that you are not capable of consistently delivering the proper amount of active drug ingredients or diluent to ensure that finished drug products are within acceptable specifications. Therefore, your firm is relying solely on finished drug product testing to release drug products for distribution
· Equipment and utensils are not maintained at appropriate intervals to prevent contamination that would alter the safety, identity, strength, quality or purity of the drug product; this observation is also a repeat from a previous inspection
· Your firm has had several media fill failures, which indicate that your aseptic techniques are not properly performed. During 2016 and 2017, your firm had a total of9 media fill failures. Your firm's investigations do not properly address the products that were processed by the technicians that failed the media fills. This is also a repeat of a previous inspection
· The production area air supply Jacks an appropriate air filtration system, pressure differential was not attained
· Container closure systems do not provide adequate protection against foreseeable external factors in storage and use that can cause deterioration or contamination of the drug product. A lid was not closed for a light-sensitive product
· The FDA was not informed on multiple recalls

	





	
483

Empower Pharmacy	
	24- Jan-2018
	
There is a failure to thoroughly investigate any unexplained discrepancy or failure of a batch, regardless of whether the batch has been distributed, or a failure to expand an investigation to assess other batches that may also be impacted.
· Endotoxin failure was not investigated properly; there was no root cause determined
· Potency failure, there was no root cause determined

	


	DRAFT GUIDANCE
	Jan-2018
	
This guidance is intended to assist applicants preparing to submit to FDA abbreviated new drug applications (ANDAs). 
This guidance highlights common, recurring deficiencies that may lead to a delay in the approval of an ANDA. 
It also makes recommendations to applicants on how to avoid these deficiencies with the goal of minimizing the number of review cycles necessary for approval.

	


	DRAFT GUIDANCE
	Jan-2018
	
This guidance is intended to assist applicants in complying with certain labeling requirements for human prescription drug and biological products (21 CFR 201.56 and 201.57). This guidance provides recommendations for applicants developing labeling for new drugs and revising labeling for already approved drugs

The recommendations in this guidance apply only to the product title and initial U.S. approval in
Highlights and do not apply to other parts of the prescribing information, or other types of labeling (e.g., container and carton labeling)

	





	Final Guidance
	Jan-2018
	
Compounded Drug Products That Are Essentially Copies of a Commercially Available Drug Product under Section 503A of the Federal Food, Drug, and Cosmetic Act

To qualify for exemptions under section 503A of the Federal Food, Drug, and Cosmetic Act 
(FD&C Act), a drug product must be compounded by a licensed pharmacist or physician who does not compound regularly or in inordinate amounts any drug products that are essentially copies of a commercially available drug product, among other conditions. 

This guidance sets forth FDA’s policies regarding this provision of section 503A, including the terms commercially available, essentially a copy of a commercially available drug product, and regularly or in inordinate amounts

	


	Guidance Rev 2

	Feb-2018
	
This guidance replaces the guidance for industry Microbiology Data for Systemic Antibacterial
Drugs — Development, Analysis, and Presentation issued in August 2016
The purpose of this guidance is to assist sponsors in the development, analysis, and presentation
of microbiology data during antibacterial drug development.

Specifically, this guidance addresses the Food and Drug Administration’s (FDA’s) current thinking regarding the overall microbiology development program needed to support clinical development and approval of antibacterial drugs administered systemically as well as microbiology information collected after approval


	





	
Guidance 

	Jan-2018
	
This guidance sets forth FDA’s policy regarding the mixing,2
diluting, and repackaging of certain types of biological products that have been licensed under section 351 of the Public Health Service Act (PHS Act) when such activities are not within the scope of the product’s approved biologics license application (BLA) as described in the approved labeling for the product
This guidance describes the conditions under which FDA does not intend to take action for violations of section 351 of the PHS Act and section 502(f)(1), section 582, and, where specified, section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 352(f)(1), 21 U.S.C. 360eee-1, and 21 U.S.C. 351(a)(2)(B), respectively), when a state licensed pharmacy, a federal facility, or an outsourcing facility dilutes, mixes, or repackages certain biological products outside the scope of an approved BLA

	


	Draft Guidance
	Jan-2018
	
This guidance provides information on the implementation of Title VIII of the Food and Drug
Administration Safety and Innovation Act (FDASIA),2 18 titled Generating Antibiotic Incentives Now (GAIN). GAIN creates incentives for the development of antibacterial and antifungal drug products that treat serious or life-threatening infections. 
The purpose of this guidance is to provide a resource for information on FDA’s policies and procedures related to the designation of a qualified infectious disease product (QIDP) under GAIN

	









Worldwide – World Health Organization
	Subject
	Date
	Highlights
	PDF / Link

	REVISION OF WHO GMP FOR STERILE PHARMACEUTICAL PRODUCTS
	Dec 2017
	
The proposal is to replace the text: WHO good manufacturing practices for sterile pharmaceutical products published as Annex 6, WHO Technical Report Series, No. 961, 2011, by the text of the newly revised “EU-PIC/S GMP Annex 1 on the Manufacture of Sterile Medicinal Products” which has reached Step 2 (public consultation).

The new draft EU GMP Annex 1 is made in corporation with the EU, PIC/S, and WHO. 

The new draft for the EU GMP Annex 1 will also be adopted by the WHO to replace the current TRS 961 Annex 6. It is an effort from the EU, PIC/S and the WHO to harmonize GMP.

	








Worldwide – PIC/S
	Subject
	Date
	Highlights
	PDF / Link

	EU GMP Annex 1
	December 2017
	
Geneva, 20 December 2017: a revision of Annex 1 (Manufacture of Sterile Medicinal Products) of the PIC/S and EU GMP Guides has been prepared in co-operation with the European Medicines Agency (EMA), WHO and PIC/S in order to maintain global alignment of standards, achieving at the same time assurance for the highest quality. The document is subject to parallel public consultation by the European Commission, WHO and PIC/S.

Key changes from the earlier Annex 1 are:

· Introduction of new sections: scope, utilities, environmental and process monitoring sections and glossary
· Introduction of the principles of Quality Risk Management (QRM) to allow for the inclusion of new technologies and innovative processes 
· Restructuring to give more logical flow
· Addition of detail to provide further clarity

In line with the PIC/S-EMA Harmonised Consultation Procedure, comments will be collected by the European Commission (EC)

	







Worldwide – ICH
	Subject
	Date
	Highlights
	PDF / Link

	
ICH Q12
Draft Step 2b Guideline currently undergoing public consultation

	November 2017
	
ICH Q12  Technical and Regulatory Considerations for Pharmaceutical Product Lifecycle Management

This guideline applies to pharmaceutical drug substances (i.e., active pharmaceutical ingredients) and pharmaceutical drug products, including marketed chemical, and biotechnological/biological products. The guideline also applies to drug-device combination products that meet the definition of a pharmaceutical or biotechnological/biological product. Changes needed to comply with revisions to Pharmacopoeial monographs are not in the scope of this guideline.
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1. Introduction and legal framework 


The falsification of medicines is a serious threat to public health. Falsification affects a wide range of 


medicines, such as cancer, sexual dysfunction and Hepatitis C treatments. Falsified medicines can and 


do penetrate the legal supply chain, as seen with the discovery in 2014 of falsified vials of the cancer 


treatment Herceptin (trastuzumab) in multiple EU markets1. 


In 2011, the European Parliament and the Council adopted Directive 2011/62/EU2 (the Falsified 


Medicines Directive) to amend Directive 2001/83/EC3 and address increasing concerns regarding 


falsified medicines in the legal supply chain.  


The Falsified Medicines Directive introduces mandatory safety features on prescription medicines 


from February 2019 (unless explicitly exempted), strengthens good distribution practices and 


requirements for wholesale distributors, reinforces rules on importation, controls and inspections of 


active substances and their manufacturers, and  establishes an EU-wide logo to allow the identification 


of legal online retailers of medicines (applicable from 1 July 2015).  


In order to ensure effective enforcement of these provisions, Article 118a of Directive 2001/83/EC 


requires Member States to ‘lay down the rules on penalties applicable to infringements of the national 


provisions adopted pursuant to this Directive and [to] take all necessary measures to ensure that those 


penalties are implemented. The penalties must be effective, proportionate and dissuasive’. Such rules 


are to address inter alia: 


 ‘the manufacturing, distribution, brokering, import and export of falsified medicinal products, 


as well the sale of falsified medicinal products at a distance to the public by means of 


information society services; 


 non-compliance with the provisions of the Directive on manufacturing, distribution, import 


and export of active substances; and 


 non-compliance with provisions of the Directive on the use of excipients. 


Where relevant, the penalties should take into account the risk to public health presented by the 


falsification of medicinal products’. 


Member States were to notify the Commission of their measures by 2 January 2013. Article 118a also 


requires the Commission to submit a report to the European Parliament and the Council ‘giving an 


overview of the transposition measures of Member States as regards [the] Article, together with an 


evaluation of the effectiveness of those measures’. 


This report provides an overview of the Member States’ transposition measures and a qualitative 


assessment of their effectiveness.  The Commission was aided in its assessment by the TRANSPOSE 


study conducted by an external contractor4. The study provided an overview of transposition measures 


based on information provided by Member States under Article 118a and from legal experts in the 28 


                                                            
1       https://www.researchgate.net/publication/303445021_Operation_Volcano_-_The_Herceptin_Case  
2   Directive 2011/62/EU of the European Parliament and of the Council of 8 June 2011 amending Directive 2001/83/EC on   


the Community code relating to medicinal products for human use, as regards the prevention of the entry into the legal 


supply chain of falsified medicinal products (OJ L 174, 1.7.2011, p. 74). 
3    Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code relating 


to medicinal products for human use (OJ L 311, 28.11.2001, p. 67). 
4    Study on the transposition measures of Member States in relation to the pharmaceutical legislation (TRANSPOSE) – 


SANTE/2016/B4/052 



https://www.researchgate.net/publication/303445021_Operation_Volcano_-_The_Herceptin_Case
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Member States. This was complemented by a qualitative assessment of current penalties relating to 


falsified medicines, active substances and excipients. The Commission also consulted Member State 


competent authorities, through the Expert Group on the delegated act on safety features for medicinal 


products for human use, for further information on penalties in force5.  


2. Overview of the transposition of Article 118a in the Member States 


A total of 26 Member States (AT, BE, BG, CY, CZ, DE, DK, EE, EL, ES, FR, HR, IE, IT, LT, LU, 


LV, MT, NL, PL, PT, RO, SE, SI, SK, UK) have introduced changes to their legislation in relation to 


penalties for the falsification of medicines, active substances and excipients6 in order to transpose 


Article 118a. Hungary made changes to its Criminal Code as a result of the Council of Europe 


Medicrime Convention7. Finland has not changed its legislation, as penalties were already in place 


before the entry into force of Article 118a.  


Bodily harm or personal injury is covered by general criminal law in all Member States. Member 


States also impose general administrative sanctions for unlawful conduct involving medicines. These 


sanctions are complemented by specific penalties for the falsification of medicinal products, active 


substances and excipients, as outlined in Article 118a.  


Current penalties for the falsification of medicines, active substances and excipients are imprisonment 


(criminal penalties), fines (criminal or civil penalties) and/or administrative sanctions (e.g. the 


revocation of licences or seizure/withdrawal of unlawful products from the market). 


Falsification of medicines 


In all Member States, at least some activities relating to the falsification of medicinal products are a 


criminal offence. In 21 Member States (AT, BE, CY, CZ, DE, DK, EE, EL, ES, FR, HR, HU, IE, IT, 


LU, MT, NL, PT, SI, SK, UK), the manufacturing, distribution, brokering, import, export and sale at a 


distance of falsified medicines all attract criminal penalties.   


In the seven remaining Member States, some activities are covered by civil penalties (such as fines) 


rather than criminal penalties. In Bulgaria, criminal penalties apply only to the import or export of 


falsified medicinal products; the remaining activities are covered by civil penalties. In Finland, there 


are no specific penalties for brokering or export, but these are covered by more general provisions. In 


Latvia, criminal penalties cover manufacturing, distribution and brokering; there are civil penalties for 


import and export. In Romania, import and export are covered by civil rather than criminal penalties. 


In Poland and Sweden, criminal penalties do not cover export, but this is covered by civil penalties. In 


Lithuania, import is covered by civil penalties. 


                                                            
5   Commission Delegated Regulation (EU) 2016/161 of 2 October 2015 supplementing Directive 2001/83/EC of the 


European Parliament and of the Council by laying down detailed rules for the safety features appearing on the packaging of 


medicinal products for human use (OJ L 32, 9.2.2016, p. 1); 


http://ec.europa.eu/transparency/regexpert/index.cfm?do=groupDetail.groupDetail&groupID=2719 
6   Article 1(3b) of Directive 2001/83/EC defines excipients as ‘any constituent of a medicinal product other than the active 


substance and the packaging material’. 
7   Council of Europe Convention on the counterfeiting of medical products and similar crimes involving threats to public 


health (CETS No.211). 



http://ec.europa.eu/transparency/regexpert/index.cfm?do=groupDetail.groupDetail&groupID=2719
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Figure 1:  Prison sentences for the falsification of medicinal products
8
 


 


Maximum prison sentences range from one to 15 years (Figure 1).  


All Member States apply criminal or civil fines in relation to the falsification of medicines (Table 1). 


Eight Member States (BE, FI, FR, IE, IT, LU, MT, UK) have criminal fines only. Seven (AT, CZ, HU, 


LT, RO, SI, SK) have civil fines only. The 13 remaining Member States (BG, CY, DE, DK, EE, EL, 


ES, HR, LV, NL, PL, PT, SE) have both criminal and civil fines. Maximum fines range from EUR 4 


300 in Lithuania to EUR 1 million Spain9. 


Table 1:  Maximum fines for the falsification of medicines (EUR)  


* For non-euro Member States, an approximate euro amount is given. 


AT BE BG CY CZ DE DK EE 


50 000 240 000 25 500 85 000 775 000 25 000 


not 


specified 32 000 


EL ES FI FR HR HU IE IT 


200 000 1 000 000 


not 


specified 750 000 20 000 


not 


specified 300 000 15 600 


LT LU LV MT NL PL PT RO 


4 300 20 000 14 000 116 469 450 000 


not 


specified 180 000 6 500 


SE SI SK UK     


not 


specified 120 000 25 000 unlimited     


 


In 24 Member States (AT, BE, BG, CY, CZ, DE, DK, EE, EL, ES, FR, HR, HU, IE, LT, LV, NL, PL, 


PT, RO, SE, SI, SK, UK), there are specific administrative sanctions for the falsification of medicinal 


products. 


 


                                                            
8       In the United Kingdom, offences under the Trade Marks Act, which may apply to the falsification of medicines, carry a 


maximum prison sentence of 10 years. 
9       In Spain, the level of the fine depends on the severity of the offence. A fine of EUR 1 million would apply in the case of a 


‘very serious’ offence. 
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Misconduct involving active substances 


In 23 Member States (AT, BE, BG, CZ, DE, DK, EE, EL, ES, FI, FR, HR, HU, IE, IT, LU, LV, MT, 


NL, PL, PT, SK, UK), misconduct in relation to active substances is a criminal offence. 


Figure 2:  Prison sentences for misconduct with respect to active substances 


 


In 17 of those Member States, misconduct in the manufacturing, distribution, import and export of 


active substances are all covered by criminal penalties. In Bulgaria, criminal penalties only apply to 


misconduct in the import or export of active substances; the remaining activities are covered by civil 


penalties. In Finland, Poland and the United Kingdom, there are no specific penalties covering the 


export of active substances. In Latvia and Malta, criminal penalties only cover manufacturing and 


distribution of active substances, but Latvia imposes civil penalties to misconduct involving the import 


and export of active substances. Maximum prison sentences imposed range from six months to 15 


years (Figure 2). 


A total of 26 Member States (BE, BG, CY, CZ, DE, DK, EE, EL, ES, FI, FR, HR, IE, IT, LT, LU, LV, 


MT, NL, PL, PT, RO, SE, SI, SK, UK) apply criminal or civil fines in relation to active substances 


(Table 2). Seven Member States (BE, FI, IE, LU, MT, PL, UK) have criminal fines only. Seven (CY, 


CZ, LT, RO, SE, SI, SK) have only civil fines. The 12 remaining Member States (BG, DE, DK, EE, 


EL, ES, FR, HR, IT, LV, NL, PT) have both criminal and civil fines. The maximum fines for 


misconduct involving active substances range from EUR 1 500 in Lithuania to EUR 1 million in 


Spain. 


Table 2:  Maximum fines for misconduct involving active substances (EUR) 


* For non-euro Member States, an approximate euro amount is given. 


BE BG CY
10


 CZ DE DK EE EL 


240 000 10 000 42 000 775 000 25 000 not specified 32 000 100 000 


ES FI FR HR IE IT LT LU 


1 000 000 not specified 375 000 20 000 300 000 100 000 1 500 10 000 


LV MT NL PL PT RO SE SI 


14 000 11 647 450 000 not specified 180 000 6 500 not specified 120 000 


SK UK       


35 000 unlimited       


                                                            
10  In Cyprus, the fine may be increased by EUR 341 for each day the violation continues. 
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In 21 Member States (BG, CY, CZ, DE, DK, EE, ES, FR, HR, HU, IE, IT, LT, LV, NL, PL, PT, RO, 


SI, SK, UK), there are specific administrative sanctions in place for misconduct in relation to active 


substances. 


Misconduct involving excipients 


In 14 Member States (AT, BE, DK, EL, ES, FI, FR, HR, IE, LU, LV, NL, PL, PT), misconduct in 


relation to excipients is a criminal offence.  


Figure 3:  Prison sentences for misconduct with respect to excipients  


  


In nine of those Member States, misconduct in the manufacturing, distribution, import and export of 


excipients are all covered by criminal penalties. In Finland, misconduct in relation to the export of 


excipients is not covered by criminal penalties. In Ireland, only misconduct in relation to the 


manufacturing of excipients is covered by criminal penalties. In Latvia and Poland, criminal penalties 


only cover misconduct in the manufacturing and distribution of excipients; however, Latvia has civil 


penalties for import and export involving excipients. In Luxembourg, criminal penalties cover 


misconduct in the manufacturing and import of excipients. Maximum prison sentences for misconduct 


in relation to excipients range from six months to 15 years (Figure 3). 


A total of 20 Member States (BE, CY, CZ, DK, EL, ES, FI, FR, HR, IE, IT, LU, LV, NL, PL, PT, RO, 


SE, SI, SK) also apply criminal or civil fines in relation to misconduct with excipients (Table 3). Five 


Member States (BE, FI, IE, LU, PL) have only criminal fines for misconduct with excipients. Seven 


(CY, CZ, IT, RO, SE, SI, SK) have only civil fines. The eight remaining Member States (DK, EL, ES, 


FR, HR, LV, NL, PT) have both criminal and civil fines. The maximum fines range from EUR 2 200 


in Romania to EUR 1 million in Spain. 


Table 3:  Maximum fines for misconduct involving excipients (EUR) 


* For non-euro Member States, an approximate euro amount is given. 


BE CY
11


 CZ DK EL ES FI FR 


240 000 42 000 775 000 not specified 100 000 1 000 000 not specified 375 000 


HR IE IT LU LV NL PL PT 


20 000 300 000 18 000 10 000 14 000 450 000 not specified 180 000 


RO SE SI SK     


2 200 not specified 120 000 25 000     


                                                            
11  In Cyprus, the fine may be increased by EUR 341 for each day the violation continues. 
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In 15 Member States (CZ, DK, EE, ES, FR, HR, HU, IT, LT, LV, PL, PT, RO, SI, SK), there are 


specific administrative sanctions in place for misconduct in relation to excipients. 


Overall transposition 


All 28 Member States apply criminal penalties in the form of imprisonment for the falsification of 


medicines. One Member State (LV) penalises falsification that causes physical harm or death (harm 


crimes) and two Member States (ES, PT) falsification that causes a risk or danger to the health of a 


person or public health (concrete endangerment). Four Member States (EL, LT, RO, SI) penalise 


falsification that is shown to be generally dangerous, i.e. the falsified medicine contains insufficient 


active ingredients or harmful substances (concrete-abstract endangerment). In the remaining 21 


Member States, falsification per se is penalised, without the need to prove that the product is 


dangerous to health (abstract endangerment). For active substances, 23 Member States apply criminal 


penalties. For excipients, 14 Member States apply criminal penalties. 


Where criminal penalties apply for the falsification of medicines, the maximum prison sentence is at 


least three years in 20 Member States (AT, BG, CY, DE, EE, ES, FR, HR, HU, IE, IT, LT, LU, LV,  


NL, PL, PT, RO, SI, SK). A prison sentence of at least three years means that the crime falls under the 


European Investigation Order12. 


As outlined above, all Member States apply fines for the falsification of medicines. For active 


substances, 26 Member States apply fines. For excipients, 20 Member States apply fines. Fines may 


take the form of criminal or civil penalties, although maximum levels vary across Member States. 


All Member States except Finland, Luxembourg and Malta have introduced additional administrative 


sanctions for the falsification of medicines, active substances and/or excipients.  


3. Effectiveness 


It is difficult to measure the effectiveness of specific national penalties due to a lack of exhaustive 


data on incidents in the Member States and the inherent illegal nature of the activities. Many of the 


national legal experts consulted as part of the TRANSPOSE study were unable to provide estimates 


of the effectiveness of specific penalties in relation to falsified medicines, active substances and 


excipients13. 


Experts in 10 Member States provided estimates of the effectiveness of national penalties in 


preventing falsified medicines from penetrating the legal supply chain (i.e. manufacturers, parallel 


importers, wholesale distributors and pharmacies). They considered that all of the penalties in place 


(criminal, civil and administrative) had at least some effect in reducing the presence of falsified 


medicines in the legal supply chain. Overall, administrative sanctions were rated as effective more 


often. Eight experts provided estimates of the extent to which the presence of falsified medicines in 


the legal supply chain had been reduced since the introduction of Directive 2011/62/EU. Six experts 


                                                            
12  See Directive 2014/41/EU of the European Parliament and of the Council of 3 April 2014 regarding the European 


Investigation Order in criminal matters (OJ L 130, 1.5.2014, p. 1). The European Investigation Order is based on mutual 


recognition, which means that Member States are obliged to recognise and act on each other’s requests for evidence in the 


same manner as they would act on a request from their own authorities. 
13  Seventeen experts did not provide any replies regarding the effectiveness of penalties in the legal supply chain. Fifteen 


experts did not provide any replies regarding the effectiveness of penalties in the illegal supply chain. 
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considered a reduction of more than 25 % had occurred, whereas two considered a reduction of less 


than 5 % had occurred. 


For the illegal supply chain (e.g. purchases of medicines from illegal online pharmacies), experts in 


12 Member States provided estimates of the effectiveness of national penalties. Six considered that 


the criminal penalties had at least some effect in reducing the presence of falsified medicines in the 


illegal supply chain. Two experts considered that civil penalties had a small effect and three 


considered administrative sanctions to have had at least some effect. Overall, criminal penalties were 


rated as effective more often. Four experts considered that the presence of falsified medicines in the 


illegal supply chain had been reduced by at least 25 % since the introduction of Directive 


2011/62/EU; seven estimated the reduction at less than 25 %. 


In general, the study noted that Member States should introduce both criminal penalties and 


administrative sanctions in order to safeguard the legal supply chain and tackle the illegal sale of 


falsified medicinal products. Criminal penalties are effective and dissuasive for actors in both the 


legal and illegal supply chains. Administrative sanctions are useful in addressing misconduct in the 


legal supply chain (where operators are dependent on licences), but cannot adequately address 


operators in the illegal market, who already act without authorisations, i.e. illegally. However, 


administrative sanctions are generally easier to enforce than criminal penalties.  


As regards criminal penalties, the study noted that it is easier to enforce broader provisions that do not 


require proof of direct harm to patients, but rather cover medicinal products that are dangerous or 


falsified. For example, in many Member States falsification per se is penalised, without the need to 


prove that the product is dangerous to patients’ health. 


Applying maximum prison sentences of at least three years can also facilitate the sharing of evidence 


through a European Investigation Order12, which may be relevant if crimes have been committed 


across multiple Member States. In any case, cooperation is necessary to ensure that evidence is shared 


for crimes with cross-border relevance. 


The effective enforcement of existing penalties is crucial in addressing the falsification of medicines, 


active substances and excipients. It is important to ensure that enforcement officials are well trained 


and given adequate resources to investigate pharmaceutical crimes.  


The Working Group of Enforcement Officers14 (established by the Heads of Medicines Agencies 


network) is an important forum to ensure cooperation and sharing of best practices between medicines 


agencies and enforcement authorities in the European Economic Area. Interpol also works to support 


international cooperation, provide training and encourage the exchange of information between 


police, customs, medicines authorities, scientists and industry15. 


Member States should monitor enforcement to ensure that penalties are effectively applied. For 


example, since 2015 Germany has been collecting more detailed crime statistics on the falsification of 


                                                            
14  http://www.hma.eu/wgeo.html  
15  https://www.interpol.int/Crime-areas/Pharmaceutical-crime/Pharmaceutical-crime   



http://www.hma.eu/wgeo.html

https://www.interpol.int/Crime-areas/Pharmaceutical-crime/Pharmaceutical-crime





 


8 


 


medicines and related offences16. This should allow in future for a clearer understanding of the 


effectiveness of penalties.  


4. Conclusions 


Member States’ transposition of Article 118a of Directive 2001/83/EC is satisfactory. To further 


reinforce measures in place and strengthen their overall effectiveness, certain Member States could 


consider introducing additional criminal penalties or administrative sanctions in relation to falsified 


medicines, active substances or excipients. 


Member States should ensure that adequate resources and personnel are allocated to enforcing 


penalties in place (e.g. by training new enforcement officers). Increased monitoring and data collection 


could allow for more accurate assessment of the effectiveness of specific national provisions, 


especially given the difficulties in obtaining accurate estimates of the extent of falsification in the EU 


market. 


The falsification of medicines is a serious threat to public health. The Falsified Medicines Directive 


has introduced a number of measures to protect the legal supply chain of medicines from falsification 


in the EU. This includes mandatory safety features on prescription medicines, strengthened GDP 


requirements, reinforced rules on importation of active substances, and an EU-wide logo for online 


pharmacies. 


The Commission will continue to support Member States’ implementation of the Falsified Medicines 


Directive, in particular the medicine authentication system which becomes applicable in the Member 


States in February 2019. The system is designed to ensure that medicines in the legal supply chain are 


genuine, safe and of high quality. The EU logo for online pharmacies should ensure that consumers do 


not unknowingly buy medicines from illegal suppliers and should assist Member States in their 


enforcement efforts.  


Discouraging the falsification of medicines through suitable penalties will only be possible on the 


basis of continued cooperation, sharing of best practices and effective monitoring of the legislation in 


place.  


                                                            
16  Polizeiliche Kriminalstatistik [police crime statistics] [Germany] 2015, p. 122; 


https://www.bka.de/DE/AktuelleInformationen/StatistikenLagebilder/PolizeilicheKriminalstatistik/PKS2015/pks2015_nod


e.html  



https://www.bka.de/DE/AktuelleInformationen/StatistikenLagebilder/PolizeilicheKriminalstatistik/PKS2015/pks2015_node.html

https://www.bka.de/DE/AktuelleInformationen/StatistikenLagebilder/PolizeilicheKriminalstatistik/PKS2015/pks2015_node.html
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1.  Introduction 


Advanced Therapy Medicinal Products (ATMPs) are medicinal products for human use, including gene 
therapy, somatic cell therapy and tissue engineered products. ATMPs may also incorporate, as an 
integral part of the product, one or more medical devices, in which case they are referred to as 
“Combined ATMPs” as defined in Article 2 of the Regulation (EC) No 1394/2007 on Advanced Therapy 
Medicinal Products. 


As provided for in the ATMP Regulation (EC) No 1394/2007, the scientific evaluation of Marketing 
Authorisation Applications (MAAs) for ATMPs is primarily performed by the Committee for Advanced 
Therapies (CAT). The CAT prepares a draft opinion on the quality, safety and efficacy of each ATMP 
subject to marketing authorisation application (MAA) which is sent for final approval to the Committee 
for Medicinal Products for Human Use (CHMP). The CHMP recommendation is then sent to the 
European Commission, which adopts a decision binding in all Member States. 


2.  Scope 


This document describes the procedure for the evaluation of marketing authorisation applications for 
ATMPs.   


This procedure is put in place to establish timely and effective interactions between the EMA and the 
different committees (CAT, CHMP and the Pharmacovigilance Risk Assessment Committee (PRAC)) in 
conjunction with the Applicant during the centralised evaluation of an ATMP. 


The CAT is also responsible for post-authorisation activities of ATMPs. Though not described in this 
document, the same principles as outlined for the MAA evaluation procedure applies to post-
authorisation activities (e.g. variations, renewals, etc.) according to the established timetables for the 
relevant procedure. 


3.  Legal basis  


• According to Recital 10 of Regulation (EC) No 1394/2007: 


“(10) The evaluation of advanced therapy medicinal products often requires very specific expertise, 
which goes beyond the traditional pharmaceutical field and covers areas bordering on other sectors 
such as biotechnology and medical devices. For this reason, it is appropriate to create, within the 
Agency, a Committee for Advanced Therapies, which should be responsible for preparing a draft 
opinion on the quality, safety and efficacy of each advanced therapy medicinal product for final 
approval by the Agency’s Committee for Medicinal Products for Human Use. In addition, the Committee 
for Advanced Therapies should be consulted for the evaluation of any other medicinal product which 
requires specific expertise falling within its area of competence.” 


• According to Recital 11 of Regulation (EC) No 1394/2007: 


“(11) The Committee for Advanced Therapies should gather the best available expertise on advanced 
therapy medicinal products in the Community. The composition of the Committee for Advanced 
Therapies should ensure appropriate coverage of the scientific areas relevant to advanced therapies, 
including gene therapy, cell therapy, tissue engineering, medical devices, pharmacovigilance and 
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ethics. Patient associations and clinicians with scientific experience of advanced therapy medicinal 
products should also be represented.” 


• According to Recital 12 of Regulation (EC) No 1394/2007: 


“To ensure scientific consistency and the efficiency of the system, the Agency should ensure the 
coordination between the Committee for Advanced Therapies and its other Committees, advisory 
groups and working parties, notably the Committee for Medicinal Products for Human Use, the 
Committee on Orphan Medicinal Products, and the Scientific Advice Working Party.” 


• According to Article 8 of Regulation (EC) No 1394/2007: 


“1. The Committee for Medicinal Products for Human Use shall consult the Committee for Advanced 
Therapies on any scientific assessment of advanced therapy medicinal products necessary to draw up 
the scientific opinions referred to in Article 5(2) and (3) of Regulation (EC) No 726/2004. The 
Committee for Advanced Therapies shall also be consulted in the event of re-examination of the 
opinion pursuant to Article 9(2) of Regulation (EC) No 726/2004. 


2.  When preparing a draft opinion for final approval by the Committee for Medicinal Products for 
Human Use, the Committee for Advanced Therapies shall endeavor to reach a scientific consensus. If 
such consensus cannot be reached, the Committee for Advanced Therapies shall adopt the position of 
the majority of its members. The draft opinion shall mention the divergent positions and the grounds 
on which they are based. 


3. The draft opinion given by the Committee for Advanced Therapies under paragraph 1 shall be sent 
to the Chairman of the Committee for Medicinal Products for Human Use in a timely manner so as to 
ensure that the deadline laid down in Article 6(3) or Article 9(2) of Regulation (EC) No 726/2004 can 
be met. 


4. Where the scientific opinion on an advanced therapy medicinal product drawn up by the Committee 
for Medicinal Products for Human Use under Article 5(2) and (3) of Regulation (EC) No 726/2004 is not 
in accordance with the draft opinion of the Committee for Advanced Therapies, the Committee for 
Medicinal Products for Human Use shall annex to its opinion a detailed explanation of the scientific 
grounds for the differences. 


5. The Agency shall draw up specific procedures for the application of paragraphs 1 to 4.” 


• According to Article 20 of Regulation (EC) No 1394/2007: 


“1. A Committee for Advanced Therapies shall be established within the Agency. 


2. Save where otherwise provided in this Regulation, Regulation (EC) No 726/2004 shall apply to the 
Committee for Advanced Therapies. 


3. The Executive Director of the Agency shall ensure appropriate coordination between the Committee 
for Advanced Therapies and the other Committees of the Agency, in particular the Committee for 
Medicinal Products for Human Use and the Committee for Orphan Medicinal Products, their working 
parties and any other scientific advisory groups.” 


• According to Article 23 of Regulation (EC) No 1394/2007: 


“The Committee for Advanced Therapies shall have the following tasks: 
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(a) to formulate a draft opinion on the quality, safety and efficacy of an advanced therapy medicinal 
product for final approval by the Committee for Medicinal Products for Human Use and to advise the 
latter on any data generated in the development of such a product; 


(b) to provide advice, pursuant to Article 17, on whether a product falls within the definition of an 
advanced therapy medicinal product; 


(c) at the request of the Committee for Medicinal Products for Human Use, to advise on any medicinal 
product which may require, for the evaluation of its quality, safety or efficacy, expertise in one of the 
scientific areas referred to in Article 21(2); 


(d) to provide advice on any question related to advanced therapy medicinal products, at the request 
of the Executive Director of the Agency or the Commission; 


(e) to assist scientifically in the elaboration of any documents related to the fulfilment of the objectives 
of this Regulation;  


(f) at the Commission’s request, to provide scientific expertise and advice for any Community initiative 
related to the development of innovative medicines and therapies which requires expertise in one of 
the scientific areas referred to in Article 21(2); 


(g) to contribute to the scientific advice procedures referred to in Article 16 of this Regulation and in 
Article 57(1)(n) of Regulation (EC) No 726/2004.” 


• According to Article 62(1) of Regulation (EC) No 726/2004: 


“1. Where, in accordance with the provisions of this Regulation, the Committee for Medicinal Products 
for Human Use, the Committee on Herbal Medicinal Products or the Committee for Medicinal Products 
for Veterinary Use is required to evaluate a medicinal product, it shall appoint one of its members to 
act as rapporteur for the coordination of the evaluation. The Committee concerned may appoint a 
second member to act as co-rapporteur.” 


4.  Composition of the assessment teams and appointment of 
Rapporteurs 


For the evaluation of an initial marketing authorisation application for an ATMP, two assessment teams 
are appointed: 


• The first assessment team consists of the CAT Rapporteur, the CHMP Coordinator and a PRAC 
Co-Rapporteur.  


• The second assessment team consists of the CAT Co-Rapporteur and the CHMP Coordinator.  


A PRAC Rapporteur is also appointed from amongst the members and alternates of the PRAC. 
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Each assessment team should include assessors with experience in the evaluation of Quality, Safety, 
Efficacy, Pharmacovigilance and Environmental Risk Assessment (ERA) for ATMPs.  


Peer reviewers (at least one from the CAT and one from the CHMP) may be appointed from amongst 
the members or alternates from both Committees, if appropriate. 


When a CAT Rapporteur is also a CHMP Member or alternate, no additional CHMP Coordinator is 
nominated in the team.  


Each Committee is responsible for the appointment of its own Rapporteurs. For initial applications for 
ATMPs, the chairs of the CAT, CHMP and PRAC will discuss and agree on the appointment of 
Rapporteurs, CHMP Coordinators and peer reviewers. 


The use of multinational assessment teams is strongly encouraged as a means to increase capacity, 
competence and collaboration in the EU regulatory system. 


5.  Roles and responsibilities of all interested parties involved 
in the evaluation procedure for ATMPs  


5.1 General Principles 
The lead responsibility for the assessment of marketing authorisation applications for ATMPs (and by 
analogy also post-authorisation activities such as variations, renewals, etc.) is with the CAT.   


The milestones for the product discussion during the evaluation of a MAA for an ATMP takes place at 
the CAT. This includes: 


• the adoption of the Day 120 List of Questions (LoQ),  


• the adoption of the Day 180 List of outstanding issues (LoOI), and  


• oral explanation (where required)  


Rapporteur from CAT  


+ corresponding CHMP member (CHMP 
Coordinator)  


+ PRAC Co-Rapporteur 


including 
Quality/Safety/Efficacy/Phvg/ERA (ATMPs) 


experts 


 


Co-Rapporteur from CAT 


+ corresponding CHMP member 


(CHMP Coordinator)  


including 


Quality/Safety/Efficacy/PhVg/ERA (ATMPs) 
experts 


ASSESSMENT TEAM 1 ASSESSMENT TEAM 2 


PRAC Rapporteur 
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The CHMP Coordinators should join the CAT discussion for the product to ensure adequate interaction 
and information flow between the CAT and the CHMP. Similarly, the PRAC (Co-) Rapporteurs should 
join the CAT discussion to facilitate the information flow between the CAT and the PRAC.  


Any comments of the other committees regarding the assessment of the MAA should be submitted to 
the CAT Rapporteurs in a timely manner.  In particular, all comments to the Day 120 LoQ or Day 180 
LoOI from the CHMP, PRAC, involved Working Parties (WP), Scientific Advisory Groups (SAGs), 
Inspections and Notified Bodies, as applicable, should be sent within the specified commenting period 
prior to the discussions at the CAT. After adoption by the CAT, the Day 120 LoQ and Day 180 LoOI are 
sent to the applicant. 


The CHMP is informed by the CHMP coordinators and/or CAT (Co-)Rapporteurs of the major objections 
and key scientific issues as discussed by CAT.  In the exceptional case that the CHMP identifies major 
issues with the Day 120 LoQ or Day 180 LoOI (e.g. identification of de novo important scientific 
questions), these will be added to the LoQ/LoOI in collaboration with the CAT Chair and the CAT (Co-) 
Rapporteurs. The updated LoQ/LoOI will be circulated to the CAT for information and sent to the 
applicant.  


When discussing the LoOI, the CAT will consider the need for an oral explanation. The oral explanation 
for an ATMP takes place before the CAT. The CHMP Coordinators should attend the OE before the CAT, 
if possible. The CHMP Chair may also attend the OE before the CAT. In the exceptional case that the 
CHMP opinion deviates from the CAT draft opinion (e.g. change of outcome or conditions to the 
marketing authorisation, etc.), an oral explanation (upon request/agreement of the CHMP) could take 
place before the CHMP. In such case, the applicant/marketing authorisation holder can only present or 
refer to data that have been previously assessed by the CAT. In case of an oral explanation before the 
CHMP, the CAT Chair and the CAT (Co-)Rapporteurs are expected to attend the oral explanation to 
support the discussion.   


The CAT (Co-)Rapporteurs should join the CHMP discussions on the draft opinion submitted by the 
CAT. This discussion may be also be attended by the CAT Chair/CAT Vice-Chair. 


When the CHMP identifies major concerns on the draft opinion adopted by the CAT, a clarification 
meeting shall be organised by the EMA in advance of the CHMP plenary meeting. The CAT and CHMP 
chairs, the CAT (Co-)Rapporteurs, the CHMP Coordinators and the CHMP members and where 
applicable the PRAC members, who raised major concerns, shall participate to facilitate the resolution 
of emerging divergences prior to the adoption of the final CHMP opinion. 


 


5.2 Role of the CAT 
The CAT adopts the Day 120 LoQ, Day 180 LoOI, the draft opinion and decides on the request of the 
applicant for a clock-stop. 


The oral explanation takes place before the CAT.  


The CAT decides on the need to involve/consult any of the WP/SAG/Notified Bodies/Inspections and 
proposes the list of questions to the experts.  


The CAT leads the assessment of the product in case of re-examination. 
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5.3 Role of the CAT (Co-)Rapporteurs 
The role of the CAT (Co-)Rapporteurs is to perform the scientific evaluation of ATMPs, and to lead the 
discussions at the CAT. The CAT (Co-)Rapporteurs prepare the assessment report, the LoQ, the joint 
assessment report and the LoOI (called thereafter the milestone documents) and circulate them to the 
CAT, CHMP and PRAC members according to the timetable agreed for the evaluation procedure and 
taking into account the timeframe laid down in the relevant legislation. 


The CAT (Co-)Rapporteurs should inform and liaise with the CHMP coordinators, to ensure a consistent 
flow of information and to facilitate discussions between the committees. Similar, discussions should 
take place with the PRAC (Co-) Rapporteurs as necessary.  


The CAT (Co-)Rapporteurs identify the need for consultation with WP/SAG/Notified Bodies/ Inspections 
involvement at Day 80/Day 150 in preparation of the  Day 120 LoQ/Day 180 LoOI. 


The CAT (Co-)Rapporteurs shall take into consideration comments received from PRAC regarding the 
pharmacovigilance plan and the risk minimisation measures of the RMP. 


In case a medicinal product for human use contains or consists of genetically modified organisms 
(GMO), the CAT (Co-)Rapporteurs shall take into consideration comments received from the 
consultations with national competent authorities designated under Article 4(4) of Directive 
2001/18/EC (GMO competent authority). 


In case of a combined ATMP, the CAT (Co-)Rapporteurs shall take into consideration comments 
received from the consultation with the Notified Bodies (where applicable). 


For re-examination procedures, different CAT (Co-)Rapporteurs are appointed and prepare the 
assessment report.  


5.4 Role of the peer reviewers and CAT members 
CAT peer reviewers review the (Co-)Rapporteurs’ scientific assessment report, including the validity of 
the scientific/regulatory conclusions reached up to Day 120 LoQ and participate in the peer review 
teleconference to discuss and critically analyse the different objections and concerns raised in the 
Rapporteur and Co-Rapporteur assessment reports and proposed draft List of Questions. 


The role of the CAT members is to provide comments, to vote and adopt the milestone documents, and 
to adopt the draft opinion before it is transmitted for final adoption to the CHMP. 


5.5 Role of the CHMP 
The CHMP is informed during its plenary meeting of the major objections and key scientific issues 
raised during the evaluation (at Day 120 LoQ/Day 180 LoOI) of the ATMP under review.  


In the exceptional case that the CHMP identifies major issues with the Day 120 LoQ or Day 180 LoOI 
e.g. identification of de novo important scientific questions), these will be added to the LoQ/LoOI in 
collaboration with the CAT Chair and the CAT (Co-)Rapporteurs. The updated LoQ/LoOI will be 
circulated to the CAT for information and sent to the applicant.  


The CAT sends the draft opinion for final approval to the CHMP. The CHMP adopts the final opinion. 


In case the CHMP opinion is not in accordance with the draft opinion adopted by the CAT, the CHMP 
shall annex to its opinion a detailed explanation of the scientific grounds for the differences. 
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When a request for re-examination is received, the CHMP is responsible for the re-examination of the 
CHMP opinion. The re-examination of the CHMP opinion shall be based on the (new) draft opinion 
adopted by the CAT. In case the CHMP opinion is not in accordance with the (new) draft opinion 
adopted by the CAT, the CHMP shall annex to its opinion a detailed explanation of the scientific 
grounds for the differences. 


5.6 Role of the CHMP Coordinators 
The CHMP Coordinators are part of the CAT Rapporteur and Co-Rapporteur teams conducting the 
assessment. They are responsible for ensuring the consistent flow of information to CHMP, and in 
collaboration with the CAT (Co-)Rapporteurs, for the presentation of major objections and key scientific 
issues arising from the assessment of the MAA to the CHMP, and for guiding the final CHMP discussion 
at the time of the adoption of the opinion. The CHMP coordinators should participate in and contribute 
to the CAT discussion when possible. 


The CHMP Coordinators provide input in all the relevant milestone documents and should attend the 
oral explanation at the CAT, if possible.  


5.7 Role of the peer reviewers and CHMP members 
The CHMP peer reviewers review the CAT (Co-) Rapporteurs scientific assessment report, including the 
validity of the scientific and regulatory conclusions reached up to Day 120 LoQ, and participate in the 
peer review teleconference to discuss and critically analyse the different objections and concerns raised 
in the CAT Rapporteur and Co-Rapporteur assessment reports and proposed draft List of Questions. 


CHMP members may provide comments on the milestone documents (respecting the timeframe for 
comments prior to the adoption of the documents by CAT) and share any comments with the 
corresponding CAT member. CAT and CHMP members in each member state are encouraged to discuss 
any comments they have nationally and to send one consolidated list of comments (from CAT and 
CHMP members) per member state, when possible.  


The peer reviewers and CHMP members can follow the Oral Explanation before the CAT, either in 
person, or via other means (video-link, teleconference, and videoconference). 


5.8 Role of the PRAC, PRAC (Co-)Rapporteurs and PRAC members 


The PRAC is responsible for providing recommendations to the CAT with focus on the evaluation on the 
pharmacovigilance plan and the risk minimisation measures of the RMP. The PRAC recommendations 
should be considered by the CAT when drafting the milestone documents and draft opinion. 


The PRAC (Co-)Rapporteurs are responsible to provide recommendations to the CAT on matters related 
to the risk management of the use of human medicinal products. 


PRAC members may provide comments on the milestone documents (respecting the timeframe for 
comments prior to the adoption of the documents by CAT). They are encouraged to discuss any 
comments they have nationally with their CAT and CHMP members and to send one consolidated list of 
comments (from PRAC, CAT and CHMP members) per member state for any pharmacovigilance related 
matters. 
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5.9 Role of the EMA 
The EMA ensures that the draft opinion of the CAT is given within 200 days (not including any clock-
stops for the applicant to provide answers to questions from the CAT and/or CHMP). 


In case a medicinal product for human use contains or consists of GMO, the EMA manages the 
coordination of the consultation with the GMO competent authority during the assessment procedure. 


In the case of advanced therapy medicinal products which incorporate medical devices or active 
implantable medical devices, (“combined ATMPs”), the EMA manages the coordination of the 
consultation with the Notified Body at the relevant time points of the procedure.  


The EMA ensures that the opinion of the CHMP is given within 210 days (not including any clock-stops 
for the applicant to provide answers to questions from the CAT and/or CHMP). 


The EMA Product Team prepares: 


• The Committees assessment report on the basis of the CAT (Co-)Rapporteur(s)’ assessment 
reports ensuring scientific and regulatory consistency;  


• The draft and final opinions for transmission by the CAT and final approval by the CHMP, 
respectively. 


The EMA prepares and communicates with the CAT (Co-)Rapporteurs and CHMP coordinators any 
relevant public information related to the outcome of the assessment of ATMPs and the withdrawal of 
an application submitted to the EMA. 


The EMA transmits the CHMP Opinion to the Commission. 


5.10 Role of the Scientific Advisory Group (SAG) or ad hoc expert group 
The role of the SAGs or ad hoc expert groups is to provide, on request from the CAT, an independent 
recommendation on scientific and technical matters relating to products under evaluation. While views 
expressed by the SAG should be taken into account, the ultimate responsibility for the evaluation of 
the product rests within the CAT. 


The CAT is leading the scientific assessment, and will propose a consultation with a SAG or ad hoc 
expert group, if required. The CAT will propose the list of questions to the SAG. The CAT and CHMP 
members in each member state are encouraged to discuss any comments they have nationally (from 
CAT and CHMP members) per member state, when possible. The CHMP may also propose consultation 
of SAG to the CAT (if possible, the suggestion should be made during the commenting period). 
Consultation with the SAG should be identified early in the assessment process. 


The SAG or ad hoc expert group conclusions are forwarded to the Chairs of the CAT and CHMP and 
shared with the committees according to the timetable established to ensure that legal deadlines for 
the evaluation of the application are met. 


5.11 Role of the Working Parties (WPs) 
During a marketing authorisation application for an ATMP, the CAT consults the Biologics Working Party 
on the quality aspects of the medicinal product. 


Other Working Parties (standing or temporary) can be consulted on any scientific issues raised during a 
marketing authorisation application evaluation (also applicable for any post-authorisation activities). 
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6.  Timetable of the assessment: 


Once the initial MAA is validated, the EMA starts the procedure at the monthly start date published on 
the EMA website. The submission deadlines and detailed procedural timetables are published on the 
EMA website (see, 'submission deadlines and full procedural timetables'). 


6.1 Standard timetable for the evaluation of an Advanced Therapy 
Medicinal Product (ATMP) for initial marketing authorisation 
application under the centralised application 


 


DAY ACTION 
Day/ 
Milestones 


Action Responsibilities 


Day 1. 


Start Date 


Start of the procedure  
In the case of an ATMP containing or consisting of GMOs, 
the EMA will inform the GMO competent authorities of the 
start of the procedure and manages the coordination with 
the GMO competent authorities. 
In the case of advanced therapy medicinal products which 
incorporate medical devices or active implantable medical 
devices, (“combined ATMPs”), the EMA manages the 
coordination of the consultation with the Notified Body at 
the relevant time points of the procedure. 


EMA 


Day 80.  


CAT (Co-) 
Rapporteur 
ARs 


The CAT Rapporteur and Co-Rapporteur each send their 
Assessment Report(s) to the CAT, CHMP Coordinators, and 
CHMP members and EMA. The CAT Rapporteur will focus his 
evaluation of the RMP on the safety specifications and the 
need for long-term efficacy follow-up. 
EMA sends the Day 80 Assessment Reports to the applicant 
making it clear that it only sets out their preliminary 
conclusions and that it is sent for information only and does 
not yet represent the position of the CAT. 


CAT (Co-) 
Rapporteurs  


Day 94. 


PRAC 
Rapporteur 
AR 


PRAC Rapporteur circulates the RMP assessment report, 
focusing on the prospective planning aspects: 
pharmacovigilance plan and risk minimisation measures, 
and proposed RMP LoQ to CAT (Co-) Rapporteurs, CHMP 
Coordinators, other CAT, PRAC and CHMP Committee 
members and EMA. EMA sends the PRAC Rapporteur AR to 
the applicant for information. 


PRAC Rapporteur 


Day 100. 


CAT, CHMP 
and PRAC 
comments  


CAT (Co-)Rapporteurs, CHMP Coordinators, other CAT, 
PRAC and CHMP Committee members (including peer 
reviewers) and EMA send comments.  


CAT(Co-)Rapporteurs, 
CHMP Coordinators, 
CHMP, PRAC and CAT 
members  


Day 101-
104. 


PRAC adopts PRAC RMP Assessment Overview and Advice 
for D120 LoQ. 


PRAC 


Day 106. PRAC Rapporteur circulates the updated RMP AR and list of PRAC 



http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000119.jsp&mid=WC0b01ac0580022974
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PRAC Rap 
AR 


questions (PhV & RMin activities only) based on the 
Committee members’ comments for D120 LoQ. 


Day 114. 


CAT List of 
Questions 


(Called “Day 
120 LoQ”) 


CAT adopts the Day 120 list of questions as well as the 
overall conclusions and review of the scientific data to be 
sent to the applicant by the EMA.  
At the latest by Day 114, the CAT adopts a request for 
GMP/GLP/GCP inspection, if necessary (Inspection 
procedure starts). 
 
The major objections and key scientific issues (from the 
LoQ) are presented to the CHMP. 
In the exceptional case that the CHMP identifies major 
issues with the Day 120 LoQ (e.g. identification of de novo 
important scientific questions), these will be added to the 
LoQ in collaboration with the CAT Chair and the CAT(Co-
)Rapporteurs. The updated LoQ will be circulated to the CAT 
for information and sent to the applicant. 


CAT  
 
 
 
 
 
 
 
CHMP Coordinators & 
CAT(Co-)Rapporteurs 
 
 
CHMP  
 


Clock Stop Reference is made to the CHMP Document “Time allowed 
for applicants to respond to questions and issues raised 
during the assessment of new marketing authorisation 
applications in the centralised procedure”. 
On justified grounds, the CAT may agree to a longer clock-
stop. The CHMP is informed about the clock stop. 


Applicant 


Day 115. 


Restart 


Submission of the responses, including revised summary of 
product characteristics labelling and package leaflet texts in 
English, and restart of the clock.  


Applicant 


Day 150. 


CAT 
Rapporteurs 
Joint AR 
(JAR) 


CAT (Co-)Rapporteurs send the Joint Response Assessment 
Report to CHMP Coordinators, PRAC, CAT and CHMP 
members and the EMA.  
There is no standalone PRAC Rapporteur AR on the RMP 
circulated at this stage. 
EMA sends this joint Assessment Report to the applicant 
making clear that it is sent for information only and does 
not yet represent the position of the CAT. 
Where applicable inspection to be carried out. 
EMA/QRD sub-group meeting for the review of English 
product Information with participation of the applicant 
(optional) around day 165. 


CAT (Co-) 
Rapporteurs  


 


Day 160. 


PRAC 
comments 


Comments from PRAC on Joint CAT AR PRAC members 


Day 164. 


CAT and 
CHMP 
comments 


Comments from CAT and CHMP on Joint CAT AR CAT and CHMP 
members 
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Day 166. 


Updated 
PRAC Rap 
AR 


The PRAC Rapporteur presents the assessment on the 
prospective planning aspects of the RMP and the members’ 
comments received at the PRAC plenary. 
The PRAC Rapporteur will then liaise with the CAT (Co)-
Rapporteurs to reflect the members’ comments and the 
PRAC plenary discussion in the joint Assessment Report. 
PRAC adopts PRAC RMP Assessment Overview and Advice 
for D180 LoOI. 


PRAC Rapporteur 


Day 170. 


Updated 
CAT JAR 


Updated CAT Joint AR CAT (Co-) 
Rapporteurs 


Day 174. 


CAT List of 
outstanding 
issues/draft 
opinion 


(Called “Day 
180 LoOI”) 


CAT discussion and decision on the need for an adoption of 
a list of “outstanding issues” (LoOI) and/or an oral 
explanation by the applicant or CAT draft opinion. 
CAT adopts the LoOI as well as the overall conclusions and 
review of the scientific data to be sent to the Applicant by 
the EMA. 
Clock stop. 
 
The major objections and key scientific issues from the 
LoOI are presented to the CHMP. 
In the exceptional case that the CHMP identifies major 
issues with the Day 180 LoOI (e.g. identification of de novo 
important scientific questions), these will be added to the 
LoOI in collaboration with the CAT Chair and the CAT 
Rapporteurs. The updated LoOI will be circulated to the CAT 
for information and sent to the applicant. 
Submission of final inspection report to EMA, CAT (Co-) 
Rapporteurs, CHMP Coordinators by the inspections team 
(at the latest by day 174.). 
If there is no LoOI or oral explanation, the CAT can adopt 
the draft opinion and transmit it to the CHMP. 


CAT  


 


 


 


 


 


 
CHMP Coordinators & 
CAT(Co-)Rapporteurs 
 
 
CHMP  
 


 


 


 


Clock Stop Reference is made to the CHMP Document “Time allowed 
for applicants to respond to questions and issues raised 
during the assessment of new marketing authorisation 
applications in the centralised procedure”. 
On justified grounds, the CAT may agree to grant a longer 
clock-stop. The CHMP is informed about the clock stop. 


Applicant 


Day 175. 


Restart 


Restart of the clock with submission of responses or oral 
explanation (if needed). 


Applicant 


 


Day 189. 


CAT JAR 


The CAT(Co)-Rapporteurs draft a joint assessment report 
(including the RMP aspects), taking into account the input 
from CHMP Coordinators/PRAC Rapporteurs and the 
applicant’s responses  
A PRAC discussion is not foreseen at this stage. 


CAT (Co-) 
Rapporteurs 
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Day 195. 


CAT, CHMP, 
PRAC and 
EMA 
comments 


CAT, CHMP and PRAC Committee members and EMA send 
comments on the assessment report. 
 
 


CAT, CHMP, PRAC 
and EMA 


Day 200.  


Updated 
CAT JAR 


The updated AR is circulated to the PRAC and CHMP 
Committee members and EMA. 


CAT (Co-) 
Rapporteurs 


Day 204. 


CAT opinion 


CAT adopts the draft opinion and draft Assessment Report 
and transmits it to the CHMP. 


CAT 


By Day 
210. 


CHMP 
opinion 


Adoption of CHMP Opinion and CHMP Assessment Report 
(and timetable for the provision of product information 
translations)1 


CHMP  


 
After adoption of a CHMP opinion, the preparation of the annexes to the Commission Decision is carried 
out in accordance with the following timetable: 


DAY ACTION 
Day Action Responsibilities 


215 at the 
latest 


Applicant provides to the EMA the product information and 
Annex A in the 25 languages (EU official languages and 
Icelandic and Norwegian) and the “QRD Form 1” by Eudralink* 


Applicant 


229 Member States will send linguistic comments on the product 
information by e-mail to the applicant with a copy to the EMA 
product shared mailbox together with QRD Form 1 


Member States 


235 at the 
latest 


Applicant provides EMA with final translations of summary of 
product characteristics, Annex II, labeling and package leaflet 
in the 25 languages (+ “QRD Form 2” and “PDF checklist”) by 
Eudralink. 


Applicant 


237 Transmission of Opinion and Annexes in all EU languages to 
applicant, Commission and Norway and Iceland. 


EMA 


239-261 The Commission adopts a draft Decision and consults the 
Standing Committee  


European 
Commission 


By 277 Finalisation of EPAR in consultation with Rapporteur, Co-
Rapporteur, CAT, CHMP and Applicant (the latter for 
confidentiality aspects) 


EMA 


277 Commission adopts a decision European 
Commission 


*By e-mail: qrd@ema.europa.eu 


                                                      
1 Day 210 CHMP discussion and decision on the need for adoption of a list of “outstanding issues” and/or an oral 
explanation by the applicant. 



mailto:qrd@ema.europa.eu
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Further details on the post-opinion review of translations and forms to be used, are available in the 
EMA's website:" The linguistic review process of product information in the centralised procedure – 
human ". 


Once the medicinal product is authorised, one set of relevant specimen of outer and immediate 
packaging and package leaflet should be provided to the EMA (mock-ups and specimens) for review at 
the latest 15 working days before launch for each strength or for each different total content per total 
volume [when the strength is expressed as concentration per unit volume (x mg/ml)], pharmaceutical 
form and container type (‘product presentation’) before their marketing in the EU, as per EMA guidance 
on ‘Checking process of mock-ups and specimens of outer/immediate labelling and package leaflets of 
human medicinal products in the centralised procedure’. 


6.2. Accelerated Assessment: 
The principles for the accelerated assessment procedure in accordance with Article 14(9) of Regulation 
(EC) 726/2004 also apply for ATMPs as per the “guideline on the Procedure for Accelerated Assessment 
Pursuant to Article 14 (9) of Regulation (EC) No 726/2004”.  


In case of Advanced Therapy Medicinal Product (ATMP)s, the CAT decides on the accelerated 
assessment request. The timetable will be arranged to include the review by the Committee for 
Advanced Therapies.  


The initial assessment phase will last 120 days similarly to the standard marketing authorisation 
procedure; the second phase of assessment will last 30 days - the timetable therefore is 120 + 30 
days. 


7.  Withdrawal of MAA 


Where an applicant decides to withdraw their application before a draft opinion or an opinion has been 
adopted respectively by the CAT or CHMP or during the re-examination process, the applicant shall 
communicate its reasons for doing so to the EMA.  


The EMA shall make this information publicly accessible and shall publish the assessment report, if 
available, after deletion of all information of a commercially confidential nature (as justified by the 
applicant). 


8.  Re-examination of the opinion 


The principles for re-examination are outlined in “The procedure and timetables to be followed are 
presented in the document “Procedural advice for Re-examination of CHMP opinions 
(EMEA/CHMP/50745/2005)”. 


Within 60 calendar days following receipt of the grounds for the request of a re-examination, the CHMP 
in consultation with the CAT is responsible for the re-examination of its opinion. In that regard, the re-
examination of the CHMP opinion shall be based on the (new) draft opinion adopted by CAT.  


For the re-examination, the same principles as for the initial appointment of (Co-)Rapporteurs will be 
followed. A different CAT Rapporteur and Assessment Team and a different CHMP Coordinator are 
appointed.  For opinions where Co-Rapporteurs were involved in the initial evaluation, a different CAT 
Co-Rapporteur and Assessment Team and a different CHMP Coordinator from those appointed for the 



http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000131.jsp&mid=WC0b01ac0580022c57

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000131.jsp&mid=WC0b01ac0580022c57

http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004891.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004891.pdf
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initial opinion are also appointed (these Rapporteurs and their assessment team members coordinate 
the evaluation for the duration of the re-examination procedure only).  


Following the request for re-examination, the CAT may have preliminary discussions on consultation 
and composition of the SAG; and if possible adopts a draft List of Questions to the SAG. The CHMP 
may also propose consultation of SAG to the CAT for the re-examination. 
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Abbreviations 


This document contains a number of abbreviations, a list of which is provided here below: 


- ATMP: Advanced Therapy Medicinal Products 


- CAT: Committee for Advanced Therapies 


- CAT (Co-)Rapporteurs: means the CAT Rapporteur and the CAT Co-Rapporteur 


- CHMP: Committee for Medicinal Products for Human Use 


- CHMP Coordinators: means two CHMP Members and/or CHMP Alternates 


- EC: European Commission  


- EMA: European Medicines Agency 


- ERA: Environmental Risk Assessment 


- LoOI: List of Outstanding Issues 


- LoQ: List of Questions 


- Milestone documents: are the assessment report, the List of Questions (LoQ), the joint 
assessment report and the List of Oustanding Issues (LoOI) 


- OE: Oral Explanation  


- SAG: Scientific Advisory Group 


- WPs: Working Parties 


References 


• Time allowed for applicants to respond to questions and issues raised during the assessment of 
new marketing authorisation applications in the centralised procedure. 


• The linguistic review process of product information in the centralised procedure – human 


• Guideline on the Procedure for Accelerated Assessment Pursuant to Article 14 (9) of Regulation 
(EC) No 726/2004. 


• Procedural advice for Re-examination of CHMP opinions. 


• Guideline on safety and efficacy follow-up and risk management of advanced therapy medicinal 
products.  


• Procedural Advice on CHMP/CAT/PRAC Rapporteur/Co-Rapporteur appointment principles, 
objective criteria and methodology in accordance with Article 62 (1) of Regulation (EC) No 
726/2004. 


• Consultation of environmental competent authorities on genetically-modified organisms with 
respect to environmental risk assessment in product evaluation (human use) 


• Procedural advice on the consultation of notified bodies in the case of a combined ATMPs 



http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000131.jsp&mid=WC0b01ac0580022c57
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• CAT Rules of procedure. 


• CHMP Rules of procedure. 


• PRAC Rules of procedure. 
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Human Medicines Research and Development Support 
 


European Medicines Agency pre-authorisation procedural 
advice for users of the centralised procedure 
 


This integrated version has been created for printing purposes only. Please refer to the individual 
question & answers as published in the pre-submission guidance for access to the hyperlinked 
information. 


Questions and answers are being updated continuously, and will be marked by “NEW” or “Rev.” with 
the relevant date upon publication. 


This guidance document addresses a number of questions which users of the centralised procedure 
may have. It provides an overview of the European Medicines Agency’s position on issues, which are 
typically addressed during the course of pre-submission meetings.  


It will be updated regularly to reflect new developments, to include guidance on further pre-
authorisation procedures and to reflect the implementation of the new European legislation. Revised 
topics will be marked by “New” or “Rev” upon publication. 


The EMA emphasises the importance of pre-submission meetings between applicants and the EMA/(Co-
) Rapporteur. Pre-submission meetings (which should take place approximately 7 months prior to the 
anticipated date of submission of the application) are a vital opportunity for applicants to obtain 
procedural, regulatory and legal advice from the EMA. The product team is available to address any 
questions MAHs may have regarding their pre-authorisation application. 


This guidance information and fruitful pre-submission meetings should enable applicants to submit 
applications, which are in conformity with the legal and regulatory requirements and which can be 
validated speedily. Pre-submission meetings will also enable applicants to establish contact with the 
EMA staff closely involved with the application as it proceeds. 


Note: 


It should be highlighted that this document has been produced for guidance only and should be read in 
conjunction with "The rules governing medicinal products in the European Union”, Volume 2A, Notice to 
Applicants. 
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Applicants must in all cases comply with all requirements of Community Legislation. Provisions, which 
extend to EEA countries (i.e. the EU member states, plus Norway, Iceland and Liechtenstein) by virtue 
of the EEA agreement, are outlined in the relevant sections of the text. 
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1.  Types of applications and applicants 


1.1.  Where can I find the relevant documents regarding the 
pharmaceutical legislation? Rev. Mar 2013 


The Treaties on which the European Union and the European Communities are founded can be found 
on the European Union website: http://eur-lex.europa.eu/en/treaties/index.htm  


To exercise the Union’s competences, the institutions may adopt regulations, directives, decisions, 
recommendations and opinions.  


Information about the hierarchy of the European Union texts can be found in the Annex I to Chapter 1 
of the Notice to Applicants (the Rules governing Medicinal Products in the European Community, Notice 
to Applicants, Volume 2A, Chapter 1) 


The “Rules governing medicinal products in the European Union” concerning medicinal products 
for human use is published on the European Commission website:  


• http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/index.htm  


− Volume 1 – Pharmaceutical legislation, contains most of the relevant Directives, Regulations, 
Decisions and Communications 


− Volume 2 – Notice to Applicants (mentioned above) 


Volume 2A - Procedures for marketing authorisation, is organised as follows: 


Introduction 


Chapter 1 – Marketing Authorisation 


Chapter 2 – Mutual Recognition 


Chapter 3 – Community Referral 


Chapter 5 – Variations 


Chapter 6 – Community Marketing Authorisation 


Volume 2B - Presentation and content of the dossier, provides guidance for the 
compilation of dossiers for applications for marketing authorisation, and is applicable 
for the centralised procedure and national procedures, including mutual recognition and 
decentralised procedures. 


Volume 2C - Regulatory Guidelines, is related to procedural and regulatory 
requirements e.g. renewal procedures, variation procedures, summary of product 
characteristics (SPC), package information and classification for the supply, readability 
of the label and package leaflet requirements. 


− Volume 3 – Scientific guidelines 


− Volume 4 – Good Manufacturing Practices 


− Volume 9 – Pharmacovigilance 


With the application of the new pharmacovigilance legislation as from July 2012 
Volume 9A is replaced by the good pharmacovigilance practice guidelines (GVP) 
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released by the European Medicines Agency. However, until the availability of the 
respective GVP modules Volume 9A remains the reference. 


− The GVP modules refer to the Commission implementing regulation No 520/2012 of 19 June 
2012 on the performance of pharmacovigilance activities. This is a legally binding act published 
by the European Commission in June 2012 which provides details on the operational aspects 
for the new legislation: http://eur-
lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:2012:159:0005:0025:EN:PDF Volumes 5, 6, 
7 and 8 apply only to veterinary medicinal products 


− Volume 10 – Clinical trials  


The European Commission website offers the possibility to create a CD-Rom with the content of the 
“Rules governing medicinal products in the European Union” which can be used off-line with an 
integrated search engine. 


The scientific guidelines related to quality, safety and efficacy can be found at the EMA website. It 
also includes concept papers, draft guidelines and overview of comments received during the 
consultation on draft versions: 


• http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_00004
3.jsp&murl=menus/regulations/regulations.jsp&mid=WC0b01ac05800240cb&jsenabled=true  


The EMA also publishes on its website procedural and technical guidance and document templates 
which are intended to provide technical and procedural advice to applicants for marketing 
authorisations for medicinal products coming within the scope of the centralised procedure, in 
particular: 


− EMA pre-submission guidance for users of the centralised procedure 


− EMA Procedural advice for users of the centralised procedure for generic/hybrid applications 


− EMA Procedural advice for users of the Centralised Procedure for Similar Biological Medicinal 
Products applications 


− EMA post-authorisation guidance for users of the centralised procedure 


− Product information templates 


References 


• “Procedures for marketing authorisation“, The Rules governing Medicinal Products in the European 
Community, Volume 2A, Notice to Applicants, Chapter 1 


• Commission implementing regulation No 520/2012 of 19 June 2012 on the performance of 
pharmacovigilance activities provided for in Regulation (EC) No 726/2004 of the European 
Parliament and of the Council and Directive 2001/83/EC of the European Parliament and of the 
Council 


• Good pharmacovigilance practice guidelines (GVP) 
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1.2.  How can I tell if I am duly established in the EEA as an applicant? Rev. 
Feb 2012 


The Marketing Authorisation Holder (MAH) is the person who holds the authorisation to place a 
medicinal product on the market and is legally responsible for marketing the medicinal product. The 
granting of a marketing authorisation by a competent authority does not discharge the holder from 
civil and criminal liability as provided for by the Union law.  


The MAH may be a natural or legal person. 


The MAH of a centralised marketing authorisation must be established within the EEA (Norway, 
Iceland, Liechtenstein and the Member States of the European Union).  


In order to fulfil this requirement the MAH must have a permanent legal structure which is formed in 
accordance with the law of an EEA Member State and which allows the concerned holder to assume the 
duties and responsibilities as well as to perform the tasks laid down by Union law. 


Companies or firms formed in accordance with the law of a Member State and having their registered 
office, central administration or principal place of business within the EEA will be treated in the same 
way as natural persons who are nationals of Member States. An applicant should demonstrate that it is 
duly established in the EEA. A proof of establishment from the applicant company is required by the 
Agency in order for an application to be validated (e.g. in the United Kingdom, a certificate of 
incorporation issued by the Registrar of Companies, and in France, an extrait du registre du commerce 
et des sociétés). This proof of establishment should be included in annex 5.3 of the application form. 


It should be emphasised that while the MAH may delegate certain activities to third parties, the MAH 
remains responsible for assuring all the obligations imposed on MAHs by the European legislation and 
by national law, as applicable. 


References 


• Regulation (EC) No 726/2004 


• The Rules governing Medicinal Products in the European Community, Volume 2A, Notice to 
Applicants, Chapter 1 


• Directive 2001/83/EC 


 


1.3.  What special support is available for SMEs? Rev. Feb 2017 


Incentives and assistance are available from EMA for SMEs, which focus on reducing financial and 
administrative entry hurdles for SMEs in pre-marketing authorisation procedures such as scientific 
advice, the application for marketing authorisation and inspections. 


These include: 


• Administrative and procedural assistance from the SME Office at the Agency.  


• Fee reductions for scientific advice, scientific services and inspections (90% fee reduction). 


• Fee exemptions for certain administrative services (excluding parallel distribution).  


• Deferral of the fee payable for an application for marketing authorisation or related inspection. 


• Conditional fee exemption where scientific advice is followed and a marketing authorisation 
application is not successful.  
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• Certification of quality/non-clinical data for advanced therapy medicinal products (ATMPs) intended 
for human use. 


• Assistance with translations of the product information documents submitted in a centralised 
application for marketing authorisation.  


• Waiver of the MedDRA licensing fee when registering with EudraVigilance1. 


In determining which companies are eligible for SME incentives, the EMA applies the EU-definition of 
micro, small and medium-sized enterprises provided in Commission Recommendation 2003/361/EC. 


Companies are classified according to their size (micro, small or medium): 


- Micro enterprises employ less than 10 persons and have an annual turnover or balance sheet 
total not exceeding € 2 million; 


- Small enterprises have fewer than 50 employees and an annual turnover or balance sheet total 
of not more than € 10 million; 


- Medium enterprises have less than 250 employees and an annual turnover of not more than € 
50 million or an annual balance sheet total of not more than € 43 million 


and according to their category (autonomous, partner or linked). 


Depending on the category in which the enterprise fits, some or all of the headcount and financial data 
from other partner or linked enterprises may need to be counted when calculating whether the SME 
criteria are met. 


Further information on the definition of an SME is available in “The new SME definition - User guide 
and model declaration”, published by the European Commission. 


A declaration of SME status (form available on EMA website on SMEs) should be submitted to the SME 
Office prior to requesting financial or administrative assistance from the agency. 


1.3.1.  SME Office  


The ‘SME office’ has been set up within the agency to address the particular needs of smaller 
companies. The office aims to facilitate communication with SMEs through dedicated personnel within 
the agency who will respond to practical or procedural enquiries, monitor applications, and organise 
workshops and training sessions for SMEs.  


1.3.2.  Fee Reductions/Deferrals 


SME applicants wishing to request a fee reduction and/or deferral should address a letter of intent to 
the SME Office (see below) of the EMA. It should be noted that fee reductions and deferrals can only 
be considered once the applicant has been assigned SME status by the EMA and are subject to the SME 
status remaining valid at the time that their application or request is validated by the Agency. Fee 
reductions and fee deferrals will not be granted retrospectively. For more information on fees, please 
refer to Fees payable to the European Medicines Agency. 


1.3.3.  Translation assistance 


Because translating product information into all EU languages represents a considerable financial and 
administrative burden to SMEs entering the EU market, the EMA will provide for translation of product 


                                               
1 The MedDRA fee waiver applies to micro and small enterprises only, not to medium-sized companies. 
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information documents (summary of product characteristics, conditions of the marketing authorisation, 
label and package leaflet) required for the grant of an EU marketing authorisation. The applicant 
remains responsible for provision of the Norwegian and Icelandic translations according to the normal 
timelines and for the maintenance of all translations in the post-authorisation phase.  


Due to the timelines required to translate the product information, the Agency will initiate translations 
through the Centre for Translation (CdT) in Luxembourg prior to CHMP/CVMP opinion (normally around 
day 180 of the procedure). These translations will then be checked through the national competent 
authorities in the Member States (see also “QRD product information - Tools used by the EMA to 
facilitate the streamlining of the European Decision Making process”). To be eligible for translation 
assistance the applicant’s SME status must be valid at the time the translations are initiated.  


Companies wishing to benefit from SME incentives should visit the SME Office section of the EMA 
website first. This section provides useful information on how to request SME status, and provides a 
link to useful information sources (e.g. the User Guide for Micro, Small and Medium-sized Enterprises 
(SMEs) on the administrative and procedural aspects of the provisions, laid down in Regulation (EC) No 
726/2004, that are of particular relevance to SMEs). 


For further information or requests please contact: 


SME Office 
Tel.: (44 20) 7418 8575 
E-Mail: smeoffice@ema.europa.eu  


References 


• Commission Regulation (EC) No 2049/2005 


• Commission Recommendation 2003/361/EC 


• The new SME definition - User guide and model declaration 


• Declaration on the qualification of an enterprise as a micro, small or medium-sized enterprise 
(SME) (EMEA/366649/2005) 


• User Guide for Micro, small and Medium-sized Enterprises (SMEs) on the administrative and 
procedural aspects of the provisions, laid down in Regulation (EC) No 726/2004, that are of 
particular relevance to SMEs 


•  Fees payable to the European Medicines Agency 


 


1.4.  How can I get support regarding emerging therapies and 
technologies? Jul 2007 


In order to provide support to medicines innovation in EU, the EMA has established an internal 
multidisciplinary group including scientific, regulatory and legal competences, creating a forum for 
early dialogue with applicants. ITF members are scientific and legal administrators appointed from 
different sectors of Human Units, Directorate and Inspection Services. To fulfil its task the ITF may 
consult as appropriate EMA scientific Committees and Working Parties or individual experts.  


The scope of the ITF activities encompasses emerging therapies (i.e. gene therapy, cell therapy and 
engineered tissues), emerging technologies (i.e. new development strategies, new manufacturing 
approaches) and borderline therapeutics (i.e. combination of pharmaceuticals and devices) for which 
there is no established EMA scientific, legal and regulatory experience. 
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Support available to applicants include: 


• General queries relating to Emerging Therapies and Technologies 


• Briefing meetings aiming to provide an early guidance and information, in liaison when needed with 
relevant EMA scientific committees or Working Parties. Additionally briefing meetings complement 
and reinforce existing formal regulatory procedures e.g. scientific advice 


• Requests for regulatory advice on the eligibility to EMA procedures e.g. marketing authorisation, 
scientific advice, consultation on ancillary medicinal and blood and plasma derivatives in medical 
devices 


For more information on Innovation Task Force and on how to request a briefing meeting or Regulatory 
Advice refer to the EMA Emerging Therapies and Technologies website. The request forms for Briefing 
Meetings and Regulatory Advice should be submitted electronically to ITFsecretariat@ema.europa.eu 
taking into account the dates for submission. 


References 


• EMA Emerging Therapies and Technologies website 


• Mandate of the EMEA Innovation Task Force (ITF) 


• Innovative drug development approaches – Final report from the EMEA/CHMP-think-tank group on 
innovative drug development (EMEA/127318/2007) 


 


1.5.  What do I have to consider regarding my centrally authorised 
medicinal product in Norway, Iceland and Liechtenstein? Rev. Mar 2017 


Norway, Iceland and Liechtenstein have, through the European Economic Area agreement, adopted the 
complete Union acquis on medicinal products, and are consequently parties to the centralised 
procedure. However, legally binding acts from the Union, e.g. Commission Decisions, do not directly 
confer rights and obligations in Norway, Iceland and Liechtenstein, but first have to be transposed into 
legally binding acts in these states. According to Decision No. 74/1999 of the EEA Joint Committee, 
when decisions on approval of medicinal products are taken by the Community, Norway, Iceland and 
Liechtenstein will take corresponding decisions on the basis of the relevant acts. 


The EEA Joint Committee Decision No. 74/1999 on the extension of the Marketing Authorisation 
Procedures for medicinal products to Norway, Iceland and Liechtenstein entered into force on 1 
January 2000. 


Specificities for Norway and Iceland 


Within the Linguistic Review Process of Product Information in the Centralised Procedure – Human 
EMEA/5542/02, applicants are required to electronically provide the EMA translations of the agreed 
product information in all EU languages, including Icelandic and Norwegian, after the adoption of the 
CHMP EN opinion for review. The Norwegian and Icelandic texts will be checked by the respective 
Agencies. 


Once a Commission Decision is issued, the European Commission publishes the Commission Decision 
with Annexes in all EU languages on its website. Subsequently, the Norwegian and Icelandic PI texts 
are published on the EMA’s website. 


Norway 
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The Norwegian authorities will grant a corresponding national authorisation within 30 days following 
the date of the Commission Decision after receiving final product information in Norwegian from the 
MAH. Provision of specimens and mock-ups to Norway is not required.  


For information regarding the handling of variations in Norway for centralised medicinal products 
please consult the Norwegian Medicines Agency website:  


http://www.legemiddelverket.no/English/regulatory-affairs/variations/Sider/Centralised-procedure---
variations.aspx 


Please contact: 


Norwegian Medicines Agency 
P.O. Box 63, Kalbakken 
N-0901 Oslo 
Norway 


Tel.:+47 22 89 77 00 
Fax: +47 22 89 77 99 
E-mail: pi@noma.no. 


Iceland 


The Icelandic authorities will grant a corresponding national authorisation within 30 days following the 
date of the Commission Decision. Provision of specimens to Iceland is not required. 


For information regarding the handling of variations in Iceland for centralised medicinal products 
please consult the Icelandic Medicines Agency website: http://www.imca.is/IMCA/News/nr/1120. 


At least one month before marketing, the applicant has to provide the Icelandic authorities directly 
with mock-ups for all product presentations that are intended to be marketed in Iceland. Mock-ups 
should be sent by e-mail to mockups@ima.is. See also http://www.imca.is/imca/news/nr/1263 


References 


• Regulation (EC) No 726/2004 


• Directive 2001/83/EC 


• The Rules governing Medicinal Products in the European Union, Notice to Applicants, Volume 2A, 
Chapter 1- Marketing Authorisation, Chapter 6 – Procedures for MA 


• Decision of the EEA Joint Committee No 74/1999 


• The linguistic review process of product information in the centralised procedure – human  


• The Revised Checking Process of Mock-Ups and Specimens of outer/immediate labelling and 
package leaflets of human medicinal products in the Centralised Procedure 


 


1.6.  What will be the legal basis for my application? Rev. Feb 2008 


The applicant should clearly indicate the legal basis for the submission of their application in the EU 
Application Form, i.e. select one of the following articles of Directive 2001/83/EC:  


• Article 8(3) - Full application  


• Article 10   - Generic, hybrid or similar biological application  
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• Article 10a - Well-established use application 


• Article 10b - Fixed combination application  


• Article 10c -  Informed consent application 


At pre-submission meetings, it is strongly recommended to discuss the proposed legal basis in view of 
the available data, with the EMA in order to prevent difficulties at validation. 


1.6.1.  Article 8(3) - Full application 


For full applications according to Article 8(3) of Directive 2001/83/EC, the results of pharmaceutical 
tests (physico-chemical, biological or microbiological), pre-clinical tests (pharmacological and 
toxicological), and clinical trials need to be submitted. Detailed data requirements are set-out in 


Annex I to Directive 2001/83/EC, as amended by Directive 2003/63/EC. 


Any deviations from these requirements, in particular, absence of a study/test report, requires a 
justification as to why the results are not provided and whether the requirements as set out in the 
Annex I to Commission Directive 2001/83/EC, are considered fulfilled.  


Justifications are to be provided in the respective non-clinical and clinical overviews in Module 2. 
Further guidance on the drafting of such justifications is provided below. There is a possibility to use 
“umbrella” justifications to cover absence of more than one study report or more than one indent 
provided that is clear that the justification applies to several study reports. There is no need, however, 
to create and include a document in Module 4 and 5 which (only) refers to the presence of a 
justification in Module 2. 


1.6.1.1.  ‘Full-mixed’ application 


Where Module 4 and/or 5 consists of a combination of reports of limited non-clinical and/or clinical 
studies carried out by the applicant and of bibliographical references this kind of application has also to 
be submitted according to Article 8(3) of Directive 2001/83/EC (So-called ‘full-mixed’ application - see 
also section on ‘mixed’ marketing authorisation application in Part II of Annex I to the Directive). 


A justification for not having performed certain tests/trials and for providing literature references 
instead, should be provided as to why the references provided by the applicant can replace the study 
reports, and how the results presented fulfill the requirements as set out in the Annex I to Commission 
Directive 2001/83/EC. The general principles for ‘justifications’ as outlined above also apply to full-
mixed applications. 


Such literature references, when replacing required study reports, should be included in the relevant 
Module 4/5 indents and should be summarised in Module 2 as required for any other study report. 
“Supportive-only” literature references (i.e. provided in addition to study reports), should be provided 
in the CTD sections for “references” and do not need to be summarized in Module 2. 


1.6.1.2.  Guidance for the preparation of the Non-clinical and/or clinical Overviews in case of 
Art 8.3 (Full or “Full-mixed”) marketing authorisation applications 


• For each item of section 4.1 and 5.1 of Part I of the Annex I to Dir 2001/83/EC, the Applicant 
should indicate whether the Application contains the results of pre-clinical tests or clinical trials in 
the format of detailed study reports (hereafter referred to as “study reports”), and/or in the format 
of bibliographical references, or no information at all. 
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• If study reports are provided and cover all the requirements for a specific section, no further 
justifications are required. 


• If results are submitted in the form of bibliographical references for a specific item, a justification is 
required as to why the references provided by the applicant can replace the study reports, and how 
the results presented fulfil the requirements as set out in the Annex I to Commission Directive 
2001/83/EC.  


• If no results are provided for a certain test or trial, a justification is required as to why the results 
are not provided and whether the requirements as set out in the Annex I to Commission Directive 
2001/83/EC, are considered fulfilled. A simple statement such as “Not Applicable” is not an 
acceptable justification. 


Justifications for absence of study reports in each of the sections can be based, for example, on the 
following principles: 


• Specific derogations foreseen in Directive 2001/83/EC; 


• Specific derogations foreseen in CHMP Guidelines; 


• Animal welfare2 and ethical considerations3 coupled with expert assessment that further tests or 
trials are unlikely to extend scientific knowledge of subject area; 


• Expert assessment that repetition of certain tests or trials is unlikely to extend scientific knowledge 
of subject area (e.g., extent of clinical experience with active substance at the time of development 
to replace certain non-clinical tests); 


• Scientific argumentation regarding inapplicability of such tests and trials; 


• Inability to provide comprehensive data in accordance with Article 14(8) of Regulation (EC) No 
276/2004 and as outlined in general provisions of Section 6 of Part II of the Annex to Commission 
Directive 2001/83/EC (applications in exceptional circumstances); 


• Request for granting of a conditional marketing authorisation in accordance with Article 14(7) of 
Regulation (EC) No 276/2004 and Regulation (EC) No 507/2006. 


1.6.2.  Article 10 - Generic, hybrid or similar biological applications 


1.6.2.1.  Generic applications 


According to Article 10(1) of Directive 2001/83/EC, the applicant is not required to provide the results 
of pre-clinical tests and clinical trials if he can demonstrate that the medicinal product is a generic 
medicinal product of a reference medicinal product which is or has been authorised under Article 6 of 
Directive 2001/83/EC for not less than 8 years in a Member State or in the Community.  


A generic medicinal product is defined as a medicinal product that has: 


• the same qualitative and quantitative composition in active substances as the reference product, 


• the same pharmaceutical form as the reference medicinal product, 


• and whose bioequivalence with the reference medicinal product has been demonstrated by 
appropriate bioavailability studies.  


                                               
2 Council Directive on Animal Welfare 86/609/EEC and Council Decision on the European Convention of the Protection of Vertebrae Animals 
3 Declaration of Helsinki 
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This type of application refers to information that is contained in the dossier of the authorisation of the 
reference medicinal product, for which a marketing authorisation has been granted in the Community 
on the basis of a complete dossier in accordance with article 8(3), 10a, 10b or 10c of Directive 
2001/83/EC. 


It should be noted that the period of 8 years from initial authorisation of the reference medicinal 
product, providing a period of so-called “data exclusivity”, only applies to those reference medicinal 
products for which the initial application for authorisation was submitted through the centralised 
procedure after 20 November 2005. 


1.6.2.2.  Hybrid applications 


Hybrid applications under Article 10(3) of Directive 2001/83/EC differ from generic applications in that 
the results of appropriate pre-clinical tests and clinical trials will be necessary in the following three 
circumstances: 


• where the strict definition of a ‘generic medicinal product’ is not met; 


• where the bioavailability studies cannot be used to demonstrate bioequivalence; 


• where there are changes in the active substance(s), therapeutic indications, strength, 
pharmaceutical form or route of administration of the generic product compared to the reference 
medicinal product 


In such cases the results of tests and trials must be consistent with the data content standards 
required in the Annex to the Directive 2001/83/EC as amended by Directive 2003/63/EC. 


These applications will thus rely in part on the results of pre-clinical tests and clinical trials for a 
reference product and in part on new data. Some guidance on the appropriate additional studies 
required is indicated in Annex IV of the Chapter 1 of the Notice to Applicants. 


1.6.2.3.  Similar biological application  


In Article 10(4) of Directive 2001/83/EC it is stated that where a biological medicinal product which is 
similar to a reference biological product, does not meet the conditions in the definition of generic 
medicinal products, owing to, in particular, differences relating to raw materials or differences in 
manufacturing processes of the similar biological medicinal product and the reference biological 
medicinal product, the results of appropriate pre-clinical tests or clinical trials relating to these 
conditions must be provided. The type and quantity of supplementary data to be provided must comply 
with the relevant criteria stated in Annex I to Directive 2001/83/EC and the related detailed guidelines. 
The results of other tests and trials from the reference medicinal product's dossier shall not be 
provided. 


The chosen reference medicinal product must be a medicinal product authorised in the Community, on 
the basis of a complete dossier in accordance with the provisions of Article 8 of Directive 2001/83/EC. 


1.6.3.  Article 10a - Well-established use application 


According to Article 10a of Directive 2001/83/EC, as amended it is possible to replace results of pre-
clinical and clinical trials by detailed references to published scientific literature (information available 
in the public domain) if it can be demonstrated that the active substances of a medicinal product have 
been in well-established medicinal use within the Community for at least 10 years, with recognised 
efficacy and an acceptable level of safety. In this regard, the provisions of Annex I (Part II.1) to 
Directive 2001/83/EC shall apply. 
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The following criteria for the demonstration of such well-established use should be taken into account: 


• the time over which a substance has been used with regular application in patients; quantitative 
aspects of the use of the substance, taking into account the extent to which the substance has 
been used in practice, the extent of use on a geographical basis and the extent to which the use of 
the substance has been monitored by pharmacovigilance or other methods; 


• the degree of scientific interest in the use of the substance (reflected in the published scientific 
literature) and the coherence of scientific assessments; 


For such applications, the provisions of the Annex I to Directive 2001/83/EC apply in like manner. They 
are considered as full and independent applications. Applicants should submit Modules 1, 2 and 3 as 
described in Part I of Annex I to Directive 2001/83/EC. For Modules 4 and 5, a detailed scientific 
bibliography shall address all required pre-clinical and clinical characteristics, and should be 
summarised in Module 2. As with any other full application, if parts of the dossier are incomplete, 
particular attention must be paid to justify such absences in the non-clinical/clinical overviews. 


It should be noted that, if well-known substances are used for entirely new therapeutic indications, it is 
not possible to solely refer to a well-established use and additional data on the new therapeutic 
indication together with appropriate pre-clinical and human safety data should be provided. In such 
case, Article 8(3) of Directive 2001/83/EC should be used as legal basis. 


1.6.4.  Article 10b - Fixed combination application  


According to Article 10b of Directive 2001/83/EC, in the case of medicinal products containing active 
substances used in the composition of authorised medicinal products but not hitherto used in 
combination for therapeutic purposes, the results of new pre-clinical tests or new clinical trials relating 
to that combination shall be provided in accordance with Article 8(3)(i) of the same Directive, but it 
shall not be necessary to provide scientific references relating to each individual active substance. 


The combination of active substances within a single pharmaceutical form of administration according 
to this provision is a so-called ‘fixed combination’. 


Applications for fixed combination medicinal products can be accepted and validated under Article 10b 
on condition that the individual substances have been authorised as a medicinal product in the EEA via 
a Community or national procedure. 


It follows from the wording of Article 10b as well as from Part II.5 of Annex I to the Directive 
2001/83/EC as amended, that a full dossier, comprising all the information of modules 1 to 5, has to 
be provided in relation to the fixed combination. Any absence of specific fixed combination data should 
be duly justified in the Non-clinical and/or clinical Overviews (see general guidance above).  


Although there is no requirement for the inclusion of data on the individual active substances, it is 
possible to include information on the individual substances (literature or actual data), especially in 
order to justify the absence of certain specific data on the combination.  


1.6.5.  Article 10c - Informed consent application 


According to Article 10c of Directive 2001/83/EC as amended, following the granting of a marketing 
authorisation, the authorisation holder may allow use to be made of the pharmaceutical, non-clinical 
and clinical documentation contained in the dossier of the medicinal product for the purpose of 
examining subsequent applications relating to other medicinal products possessing the same 
qualitative and quantitative composition in terms of active substances and the same pharmaceutical 
form.  
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It is a prerequisite for the use of Article 10c as legal basis that consent has been obtained from the 
marketing authorisation holder of the reference product for all three modules containing the 
pharmaceutical, pre-clinical and clinical data (modules 3, 4 and 5), and the applicant of the informed 
consent application should have permanently access to this documentation or should be in possession 
of the information. 


For such informed consent applications, only a complete module 1 should be submitted, including the 
Application Form with relevant Annexes (e.g. copy of correspondence with the European Commission 
for multiple applications, if applicable, see also Q&A “If I intend to submit multiple applications for a 
specific medicinal product?”, and the letter of consent from the MAH of the authorised medicinal 
product allowing access to modules 2, 3, 4, 5 of the initial dossier and any subsequent documentation 
submitted) 


If the dossier of the authorised medicinal product includes an ASMF, a new letter of access should be 
included in module 1 of the informed consent application. 


References 


• Regulation (EC) No 726/2004 


• Directive 2001/83/EC, as amended  


• Annex I to Directive 2001/83/EC, as amended by Directive 2003/63/EC 


• The Rules governing Medicinal Products in the European Community, Notice to Applicants, Volume 
2A, Chapter 1 


• EMEA guidance for users of the Centralised Procedure for generic/hybrid applications 
(CHMP/225411/2006) 


• CHMP Guideline on similar biological medicinal products (CHMP/437/04) 


 


1.7.  What is an application for a paediatric use marketing authorisation 
(PUMA)? Rev. Dec 2015 


1.7.1.  Introduction 


According to Article 30 of Regulation (EC) No 1901/2006 (“The Paediatric Regulation”), the paediatric 
use marketing authorisation (PUMA) is a dedicated marketing authorisation for medicinal products 
indicated exclusively for use in the paediatric population, or subsets thereof, with, if necessary, an 
age-appropriate formulation. It has been designed to promote paediatric development of already 
authorised products which are no longer covered by a supplementary protection certificate (SPC) or a 
patent qualifying for a SPC. 


1.7.2.  Eligibility to the centralised procedure 


A PUMA application remaining outside the mandatory scope of Article 3(2)(a) of Regulation (EC) No 
726/2004 has an ‘automatic access’ to the centralised procedure (Article 31 of the Paediatric 
Regulation) if the applicant chooses this route of registration. 


Before a PUMA application is submitted for the centralised procedure, an eligibility confirmation must 
be requested by the applicant by submitting a Pre-submission request form (Eligibility) to 
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CPeligibility@ema.europa.eu. For more information on the eligibility request, please refer to the 
European Medicines Agency pre-submission procedural advice for users of the centralised procedure. 


1.7.3.  Content of a PUMA application 


The same range of supporting documentation should be provided as for other marketing authorisation 
applications through a combination of new data and/or existing data. Depending on the legal basis of 
the application, submission of literature and/or cross-reference to the dossier of another medicinal 
product may be used. In particular, cross-reference to the data contained in the dossier of an 
authorised medicinal product is possible if the relevant data protection has expired. For further 
information, please refer to the pre-submission Procedural advice for users of the centralised 
procedure for generic/hybrid applications. 


A PUMA application has to contain the results of all studies performed and details of all information 
collected in compliance with an agreed Paediatric Investigation Plan (PIP). The corresponding EMA 
decision as well as the PDCO opinion on compliance or the applicant’s compliance report must be 
provided in Module 1.10 (please refer to the pre-submission procedural advice for users of the 
centralised procedure – Q&A “Do I need to address any paediatric requirements in my application?”). 


Further details on the submission of a PIP are available on the EMA website in section “Special topics – 
Medicines for children”. 


As per Article 34 of the Paediatric Regulation, applicants are required to detail in a risk-management 
plan submitted with their PUMA application the measures to ensure the follow-up of efficacy and of 
possible adverse reactions to the paediatric use of the medicinal product.  


1.7.4.  Incentives for PUMA 


PUMA applications have an ‘automatic access’ to the centralised procedure (Article 31 of the Paediatric 
Regulation). 


PUMA benefits from the 8+2 year period of data and market protection (Article 38 of the Paediatric 
Regulation). 


A medicinal product for which a PUMA has been granted may retain the name of another medicinal 
product containing the same active substance for which the same holder has been granted an 
authorisation for use in adults (Article 30(4) of the Paediatric Regulation). 


PUMA applications submitted under the centralised procedure benefit from a partial exemption from 
the payment of fees laid down in the Regulation (EC) No 297/95. This partial exemption applies to the 
submission of the PUMA application and some of the post-authorisation activities for 1 year as of the 
date of granting of the PUMA.  


Further information on PUMA and paediatric requirements related to a PUMA application are available 
on the EMA website in section “Special topics – Medicines for children”. 


References 


• Articles 2 and 30 of Regulation (EC) No 1901/2006  


• Procedural Advice document related to Paediatric investigation plans (PIPs), waivers and 
modifications 


• Procedural advice for validation of new marketing authorisation application, extension/variation 
application and compliance check with an agreed PIP 
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• Commission Guideline on “The format and content of applications for agreement or modification of 
a paediatric investigation plan and request for waivers or deferrals and concerning the operation of 
the compliance check and on criteria for assessing significant studies” 


• Fees payable to the European Medicines Agency. 


• EMA website, section “Special Topics - Medicines for children - PUMA” 


 


1.8.  What is the period of protection for my medicinal product? Jul 2006 


1.8.1.  Data exclusivity and market protection period for reference 
medicinal products 


A reference medicinal product is a medicinal product, which has been granted a marketing 
authorisation by a Member State or by the Commission on the basis of a complete dossier, i.e. with the 
submission of quality, pre-clinical and clinical data in accordance with Articles 8(3), 10a, 10b or 10c of 
Directive 2001/83/EC, as amended, and to which the marketing authorisation application for a generic, 
hybrid or similar biological medicinal product (i.e. application under Articles 10(1), 10(3) or 10(4) of 
the same Directive) refers (see also “What is the legal basis for my application?”).  


1.8.1.1.  Submission of the Marketing Authorisation Application (MAA) before 20 November 
2005: previous periods of protection  


Reference medicinal products authorised through the centralised procedure for which the initial 
submission was made before 20 November 2005, continue to benefit from the previous periods of 
protection which are 10 years, (and 10 years for all medicinal products authorised following an opinion 
of the CHMP in accordance with Article 4 of Directive 87/22/EEC (ex-concertation procedure)). 


According to Article 89 of Regulation (EC) No 726/2004, the new periods of protection do not apply to 
those reference medicinal products for which the initial application for authorisation (date of 
submission of the application and not validation) was submitted before 20 November 2005. 


1.8.1.2.  Notion of global marketing authorisation / Particular case of “Fixed combinations”  


The global marketing authorisation contains the initial authorisation and all variations and extensions 
thereof, as well as any additional strengths, pharmaceutical form, administration routes or 
presentations authorised through separate procedures and under a different name, granted to the 
marketing authorisation holder of the initial authorisation. 


In accordance with Article 6(1) of Directive 2001/83/EC, as amended, all these presentations of a 
given product shall be considered as part of the same marketing authorisation for the purposes of 
applying the rules on data and marketing protection. 


This means that for a reference medicinal product, the start of the data and market exclusivity periods 
is the date when the first marketing authorisation was granted in the Community. New additional 
strengths, pharmaceutical form, administration routes, presentations as well as any variation and 
extensions do not restart or prolong this period. This will apply even if the new presentation has been 
authorised to the same marketing authorisation holder through a separate procedure and under a 
different name. 


The “fixed combinations” are not considered part of the global marketing authorisation and will 
beneficiate from an independent period of protection. 
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1.8.1.3.  Submission of the MAA after 20 November 2005: new periods of protection  


Directive 2001/83/EC, as amended, and Regulation (EC) No 726/2004 have introduced new rules 
concerning the periods, from the initial marketing authorisation of the reference product, during which 
generic, hybrid or similar biological medicinal products’ applicants cannot rely on the dossier of the 
reference product for the purposes of submitting an application, obtaining a marketing authorisation or 
placing the product on the market. 


Applications for generic, hybrid or similar biological medicinal products can be submitted after a so-
called “data exclusivity” period of 8 years from initial authorisation of the reference medicinal product. 
Generic, hybrid or similar biological medicinal products authorised in this way can be placed on the 
market after a so-called “market exclusivity” period of 10 years from initial authorisation of the 
reference medicinal product. 


1.8.2.  One year period of protection for new indications of well-established 
substances 


According to Article 10(5) of Directive 2001/83/EC as amended, “where an application is made for a 
new indication for a well-established substance, a non-cumulative period of one year of data exclusivity 
shall be granted, provided that significant pre-clinical or clinical studies were carried out in relation to 
the new indication.”  


The data exclusivity period refers exclusively to the data concerning the new indications. 


Commission Decisions authorising new therapeutic indications for well-established substances will 
contain a clear statement of whether the new indication is based on significant pre-clinical or clinical 
studies. 


A well-established substance is an active substance included in the relevant medicinal product which 
can be shown to have a well-established use in accordance with the requirements of indent (a) in 
section 1 (“Well established medicinal use”) of Part II of the Annex to Directive 2001/83/EC as 
amended. This does not however mean that the medicinal product concerned must have been 
authorised under the legal basis of the well-established use procedure. 


A new indication submitted after 20 November 2005 may benefit from this year of protection. 


1.8.3.  One-year period of protection for data supporting a change of 
classification 


According to Article 74a of Directive 2001/83/EC as amended reads: “Where a change of classification 
of a medicinal product has been authorised on the basis of significant pre-clinical tests or clinical trials, 
the competent authority shall not refer to the results of those tests or trials when examining an 
application by another applicant for or holder of marketing authorisation for a change of classification 
of the same substance for one year after the initial change was authorised.” 


The 1-year period of protection covers significant pre-clinical or clinical trials carried out for the 
purpose of substantiating an application for a change of classification. The interpretation by competent 
authorities of the notion of significant pre-clinical tests or clinical trials under Article 74a will be without 
prejudice to the interpretation of that phrase under Article 10(5) of the Directive. 


When adopting a decision authorising a change of classification of a medicinal product, the competent 
authority must assess whether the change is based on significant pre-clinical tests or clinical trials. In 
the case of products authorised in accordance with Regulation (EC) No 726/2004, Commission 
Decisions authorising a change of classification will contain a clear statement of whether the change is 
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based on significant pre-clinical tests or clinical trials (see also “Guideline on changing the classification 
for the supply of a medicinal product for human use”).  


A change of classification authorised after 20 November 2005 may benefit from this year of protection. 


1.8.4.  Extension of the ten-year period of marketing protection in the case 
of new therapeutic indications (8 + 2 +1) 


In accordance with Article 14(11) of Regulation (EC) No 726/2004, the ten-year period of marketing 
protection (8+2) may be extended by 1 year in the event of authorisation of new therapeutic 
indications but only if: 


• The new application represents a significant clinical benefit in comparison with existing therapies,  


• The new indication is granted during the first eight years since the initial marketing authorisation.  


This additional year of marketing protection applies to the global marketing authorisation for the 
reference medicinal product. Generic, hybrid or similar biological medicinal products, with or without 
the new therapeutic indication, may not be placed on the market until expiry of the eleventh year. 


The overall period of protection cannot exceed eleven years. Therefore, this provision can be used only 
once per ‘global marketing authorisation’ within the meaning of Article 6(1) of Directive 2001/83/EC as 
amended. 


Commission Decisions authorising new therapeutic indications will contain a clear statement of whether 
the new indication represents a significant clinical benefit in comparison with existing therapies.  


This year of protection shall apply only to those reference medicinal products for which the initial 
application for authorisation is submitted after 20 November 2005. 


Detailed information on market exclusivity for orphan medicinal products is provided in the 
“Communication from the Commission on Regulation (EC) No 141/2000 on orphan medicinal products” 
(section D) and in the draft “Guideline on aspects of the application of Article 8 of Regulation (EC) No 
141/2000”. 


References 


• Regulation (EC) No 726/2004  


• Directive 2001/83/EC, as amended  


• The Rules Governing Medicinal Products in the European Community, Notice to Applicants, Volume 
2A, Chapter 1 


• “Guideline on elements required to support the significant clinical benefit in comparison with 
existing therapies of a new therapeutic indication in order to benefit from an extended (11 years) 
marketing protection period” 


• “Guideline on changing the classification for the supply of a medicinal product for human use”, the 
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141/2000: Assessment of similarity and/or clinical superiority of orphan medicinal products when 
assessing marketing authorisation applications and variations 
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1.9.  Could my application qualify for a conditional marketing 
authorisation? Rev. Mar 2016 


1.9.1.  Criteria and general provisions  


For certain categories of medicinal products, in order to meet unmet medical needs of patients and in 
the interest of public health, it may be necessary to grant marketing authorisations on the basis of less 
complete data than is normally required. In such cases, it is possible for the CHMP to recommend the 
granting of a marketing authorisation subject to certain specific obligations to be reviewed annually 
(‘conditional marketing authorisation’).  


This may apply to medicinal products for human use that fall under Article 3(1) and (2) of Regulation 
(EC) No 726/2004 and belong to at least one of the following categories: 


• medicinal products which aim at the treatment, the prevention or the medical diagnosis of 
seriously debilitating diseases or life-threatening diseases; 


• medicinal products to be used in emergency situations, in response to public threats duly 
recognised either by the WHO or by the Community in the framework of Decision No. 
1082/2013/EU (repealing Decision (EC) No 2119/98); 


• medicinal products designated as orphan medicinal products in accordance with Article 3 of 
Regulation (EC) No 141/2000. 


A conditional marketing authorisation may be granted where the CHMP finds that, although 
comprehensive clinical data referring to the safety and efficacy of the medicinal product have not been 
supplied, all of the following requirements are met: 


• the risk-benefit balance of the medicinal product, as defined in Article 1(28a) of Directive 
2001/83/EC, is positive; 


• it is likely that the applicant will be in a position to provide the comprehensive clinical data; 


• unmet medical needs will be fulfilled; 


• the benefit to public health of the immediate availability on the market of the medicinal product 
concerned outweighs the risk inherent in the fact that additional data are still required. 


The legal basis for a conditional marketing authorisation is Article 14 (7) of Regulation (EC) No 
726/2004. The provisions for the granting of such an authorisation are laid down in Regulation (EC) No 
507/2006.    


The granting of a conditional marketing authorisation should be restricted to situations where only the 
clinical part of the application dossier is not yet fully complete. Incomplete non-clinical and/or quality 
data should only be accepted if duly justified and only in the case of a product intended to be used in 
emergency situations, in response to public health threats. 


Conditional marketing authorisations will be valid for one year, on a renewable basis. The holder will 
be required to complete ongoing studies or to conduct new studies (specific obligations) with a view to 
confirming that the risk-benefit balance is positive. In addition, specific obligations may be imposed in 
relation to the collection of pharmacovigilance data. 
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The granting of a conditional marketing authorisation will allow medicines to reach patients with unmet 
medical needs earlier and will ensure that additional data on a product are generated, submitted, 
assessed and acted upon. 


1.9.2.  Prior to submission 


Applicants for a potential conditional marketing authorisation are strongly encouraged to engage in 
early dialogue with EMA and other stakeholders (e.g. health technology assessment bodies) and 
discuss their development plan. For instance, the applicants may request CHMP scientific advice or 
protocol assistance, as applicable, on whether a specific medicinal product being developed for a 
specific therapeutic indication falls within one of the categories set out in Article 2 and fulfils the 
requirement laid down in Article 4(1)(c) (“unmet medical needs will be fulfilled”) of Regulation (EC) No 
507/2006. It is recommended to discuss in advance the development plan and design of the intended 
studies (both the pre-authorisation studies and studies to be proposed as specific obligations for 
collection of remaining data after authorisation). 


The intention to request a conditional marketing authorisation and any practical or procedural issues 
with regards to a potential request for conditional marketing authorisation should be addressed at the 
pre-submission meeting. The applicants are also encouraged to consider requesting accelerated 
assessment for products deemed suitable for a conditional marketing authorisation (i.e. inter alia 
deemed to fulfil an unmet medical need). 


1.9.3.  Timing of the submission and documentation to be supplied 


Six to seven months before submission, applicants should notify the EMA of their intention to submit 
an application and include a statement on the intention to request a conditional marketing 
authorisation (in accordance with Article 14(7) of the Regulation).  


The applicant may present a request for a conditional marketing authorisation at the time of the 
application for marketing authorisation. 


If the applicant considers that the grounds for a conditional marketing authorisation apply, the 
applicant should indicate that in the application form and include the corresponding justification in the 
section 1.5.5 of Module 1 if the dossier. Such justification should show that the medicinal product falls 
within the scope of Regulation (EC) No 507/2006 (Article 2) and that the requirements for conditional 
marketing authorisation are fulfilled (Article 4), together with the applicant’s proposal for completion of 
ongoing or new studies, or the collection of pharmacovigilance data. The request may cross-refer to 
specific parts of the application.  


Upon receipt of a valid application containing a request for conditional marketing authorisation, the 
EMA will also inform the European Commission. 


For further guidance on the criteria for conditional marketing authorisations, justifications to be 
provided and the procedure to be followed please refer to the CHMP Guideline on the scientific 
application and the practical arrangements necessary to implement Commission Regulation (EC) No 
507/2006 on the conditional marketing authorisation for medicinal products for human use falling 
within the scope of Regulation (EC) No 726/2004. 
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1.9.4.  CHMP assessment of a request for conditional marketing 
authorisation 


The Rapporteur, Co-Rapporteur and the other CHMP members will assess the justification/data 
submitted for a Conditional Marketing Authorisation as part of the overall assessment of the 
application. The assessment of the justification will be reflected in the relevant assessment reports and 
in the final CHMP assessment report.  


A conditional marketing authorisation may be requested by the applicant together with the marketing 
authorisation application, or proposed by the CHMP (after having consulted with the applicant) during 
the assessment of the application.  Nevertheless, in order to discuss properly the suitability of a 
conditional marketing authorisation and proposed specific obligations, and in order not to delay 
assessment, the discussions on possible conditional marketing authorisation should start as early as 
possible. Therefore, the applicants are strongly encouraged to engage in an early dialogue, plan 
conditional marketing authorisations timely and make the requests in the initial submission of 
application, when appropriate. 


Upon granting of a conditional marketing authorisation, the specific obligations and the timeframe for 
their completion will be clearly specified in the conditions to the marketing authorisation (Annex II.C to 
the Commission Decision), and will be made publicly available by the Agency as part of the EPAR. 


1.9.5.  Information included in the summary of product characteristics and 
package leaflet 


In order to provide clear information to patients and healthcare professionals on the conditional nature 
of the authorisations, the summary of product characteristics and package leaflet will mention that a 
conditional marketing authorisation has been granted subject to certain specific obligations to be 
reviewed annually.  


1.9.6.  Differences between conditional marketing authorisation and 
marketing authorisation under exceptional circumstances Mar 2016 


Conditional Marketing Authorisations are distinct from marketing authorisations granted under 
exceptional circumstances in accordance with Article 14(8) of Regulation (EC) No 726/2004. In the 
case of the conditional marketing authorisation, an authorisation is granted before all data are 
available. The authorisation is not intended, however, to remain conditional indefinitely. Instead, once 
the missing data are provided, it should be possible to replace it with a standard marketing 
authorisation, not subject to specific obligations. In contrast, it will normally never be possible to 
assemble a full dossier in respect of a marketing authorisation granted under exceptional 
circumstances. 


Conditional Marketing Authorisation Marketing Authorisation under Exceptional 
Circumstances 


Authorisation before the availability of 
comprehensive data in order to address unmet 
medical needs. Comprehensive data are still being 
generated post authorisation in agreed timelines.  


Authorisation when comprehensive data on the 
efficacy and safety cannot be obtained, but it is 
still appropriate to grant the authorisation due to 
exceptional circumstances.  


Medicinal products without comprehensive data 
belonging to at least one of the following 
categories: 


Medicinal products without comprehensive data on 
the efficacy and safety under normal conditions of 
use, because: 
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• Seriously debilitating diseases or life-
threatening diseases, 


• Emergency situations,  


• Orphan medicinal products 


• and fulfilling all of the following criteria: 


• Positive risk-benefit balance 


• Applicant likely to be able to provide 
comprehensive data 


• Fulfilment of unmet medical need. 


• Benefits of immediate availability outweigh 
the risks that additional data are still required 


• Indications encountered so rarely that the 
applicant cannot reasonably be expected 
to provide comprehensive evidence, or 


• In the present state of scientific 
knowledge, comprehensive information 
cannot be provided, or 


• It would be contrary to generally accepted 
principles of medical ethics to collect such 
information 


Authorisation valid for one year, to be renewed 
annually based on reconfirmation of the benefit-
risk balance 


Authorisation initially valid for 5 years 
(renewable), but the status of fulfilment of the 
specific obligations and the impact of the specific 
obligations’ data on the benefit / risk balance is to 
be reassessed annually 


Once the comprehensive data are provided, it can 
become a “standard” marketing authorisation 


Will normally not lead to the completion of a full 
dossier and become a “standard” marketing 
authorisation 


References 


• Regulation (EC) No 726/2004  


• Regulation (EC) No 507/2006 


• CHMP Guideline on the scientific application and the practical arrangements necessary to 
implement Commission Regulation (EC) No 507/2006 on the conditional marketing authorisation 
for medicinal products for human use falling within the scope of Regulation (EC) No 726/2004 


• "Can a new indication based on less comprehensive data be added to an already authorised 
medicinal product?" in the questions and answer on Type II variations of the EMA post-
authorisation procedural advice for users of the centralised procedure 


 


1.10.  Is my medicinal product eligible for approval under exceptional 
circumstances? Jan 2006 


1.10.1.  Legal basis and Criteria 


The legal basis for the marketing authorisation (MA) under exceptional circumstances is the Article 14 
(8) of the Regulation (EC) No 726/2004, and the relevant documentation for applications in exceptional 
circumstances are laid down in Part II of Annex I of Directive 2001/83/EC, as amended. 


Products for which the applicant can demonstrate in this application that he is unable to provide 
comprehensive data on the efficacy and safety under normal conditions of use, because: 
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• the indications for which the product in question is intended are encountered so rarely that the 
applicant cannot reasonably be expected to provide comprehensive evidence, or 


• in the present state of scientific knowledge, comprehensive information cannot be provided,  


or 


• it would be contrary to generally accepted principles of medical ethics to collect such information,  


may be eligible for marketing authorisation under exceptional circumstances. 


Consequently, the authorisation under exceptional circumstances is granted subject to a requirement 
for the applicant to introduce specific procedures, in particular concerning the safety of the 
medicinal product, notification to the competent authorities of any incident relating to its use, and 
action to be taken. 


1.10.2.  Prior to submission 


As early as possible during drug development, the applicant is encouraged to seek scientific advice 
from the EMA about the justification for applying for a marketing authorisation under exceptional 
circumstances, especially on the inability to provide comprehensive data. 


Any further discussion on the appropriateness should preferably occur in the context of the pre-
submission meeting. 


1.10.3.  Timing of the submission and Documentation to be supplied 


• First of all, the applicant should submit a statement on the appropriateness of the granting of a 
marketing authorisation under exceptional circumstances in the notification to the EMA of their 
intention to submit a marketing authorization application (at least 6 months before submission). 


• Then, if the applicant considers that the grounds for approval under exceptional circumstances 
should apply, the applicant should tick the box 1.5.2 of the application form and include its 
justification in module 1, covering the following aspects: 


1. A claim that the applicant can show that he is unable to provide comprehensive non-clinical or 
clinical data on the efficacy and safety under normal conditions of use 


2. A listing of the non-clinical or clinical efficacy or safety data that cannot be comprehensively 
provided 


3. Justifications on the grounds for approval under exceptional circumstances 


4. Proposals for detailed information on the specific procedures/obligations to be conducted (Safety 
procedures, programme of studies, prescription or administration conditions, product information). 


The proposals for detailed information on the specific procedures/obligations to be conducted shall also 
be written in accordance with the “Guideline on risk management systems for medicinal products for 
human use”. 


1.10.4.  Assessment of the justification for exceptional circumstances 


The Rapporteur, Co-Rapporteur and the other CHMP members will assess the justification/data 
submitted for exceptional circumstances as part of the overall assessment of the benefit/risk of the 
application. 
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It is up to the CHMP, during the review, to ultimately decide on the type of the marketing 
authorisation. 


1.10.5.  Differences between Exceptional circumstances and conditional 
marketing authorisation 


Conditional Marketing Authorisation Marketing Authorisation under Exceptional 
Circumstances 


Demonstrate positive benefit-risk balance, based 
on scientific data, pending confirmation 


Comprehensive data cannot be provided (specific 
reasons foreseen in the legislation) 


Authorisation valid for one year, on a renewable 
basis 


Reviewed annually to reassess the risk-benefit 
balance, in an annual re-assessment procedure- 


Once the pending studies are provided, it can 
become a “normal” marketing authorisation 


Will normally not lead to the completion of a full 
dossier and become a “normal” marketing 
authorisation 


A marketing authorisation under exceptional circumstances should not be granted when a conditional 
marketing authorisation is more appropriate. A conditional marketing authorisation is for example 
granted in the absence of comprehensive clinical data when it is likely that the applicant will be in the 
position to provide such data in a short timeframe, whereas the fulfilment of any specific 
procedures/obligations imposed as part of the marketing authorisation under exceptional 
circumstances is aimed at the provision of information on the safe and effective use of the product and 
will normally not lead to the completion of a full dossier. 


1.10.6.  Particularities of the marketing authorisation under exceptional 
circumstances 


• It should be noted that designated orphan products are eligible for approval under exceptional 
circumstances only if the criteria considered for the approval under exceptional circumstances are 
fulfilled. 


• The summary of product characteristics and package leaflet should mention that a marketing 
authorisation has been granted subject to certain specific obligations to be reviewed annually. 


• The renewal of the marketing authorisation of a medicinal product under exceptional circumstances 
follows the same rules as a “normal” marketing authorisation. After 5 years, the marketing 
authorisation will then be renewed under exceptional circumstances for an unlimited period, unless 
the competent authority decides, on justified grounds relating to pharmacovigilance, to proceed 
with one additional five-year renewal. (See the renewal guidance). 


References 


• Regulation (EC) No 726/2004 


• Annex I, Part II of Directive 2001/83/EC, as amended 


• Guideline on procedures for the granting of a marketing authorisation under exceptional 
circumstances, pursuant to Article 14 (8) of Regulation (EC) No 726/2004 


• Guideline on risk management systems for medicinal products for human use 
(EMEA/CHMP/96268/2005) 
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• “Can a new indication based on less comprehensive data be added to an already authorised 
medicinal product?" in the questions and answer on Type II variations of the EMA post-
authorisation procedural advice for users of the centralised procedure 


 


1.11.  What should I do if I want to submit multiple applications for the 
same medicinal product? Rev. Feb 2017 


The EMA is regularly approached by applicants wishing to obtain, either simultaneously or successively, 
more than one Marketing Authorisation for a specific medicinal product, under different invented 
names.  


According to Article 82(1) of Regulation (EC) No 726/2004, the Commission may authorise applicants 
to submit more than one application to the EMA, when there are objective verifiable reasons relating to 
public health regarding the availability of medicinal products to health care professionals and/or 
patients or for co-marketing reasons.  


Therefore, applicants will be asked to explain and justify the motives behind multiple applications and 
their intentions as far as the exploitation of the marketing authorisation is concerned.  


In the framework of the article 82(1) of the Regulation, a specific procedure has been agreed between 
the EMA and the European Commission. Under this procedure Applicants should, approximately four 
months prior to the anticipated date of submission, notify the Commission of their motives for 
submitting multiple applications and provide the necessary explanation and justification addressing the 
article 82(1) of the Regulation (EC) No 726/2004 criteria, with a copy to the EMA, addressing either 
public health reasons or co-marketing reasons.  


Such notification should be sent to the following address:  


European Commission 
DG Health and Consumers 
Unit B5: Medicines: policy, authorisation and monitoring 
B232 06/094 
B-1049 Brussels 
Belgium 


Alternatively it can be sent to the following e-mail address:  
SANTE-PHARMACEUTICALS-B5@ec.europa.eu. 


The Commission will consider the situation, liaise with the Applicant(s) where appropriate and inform 
the Applicant(s) as to whether it would have specific objections to the granting of multiple Marketing 
Authorisations or not. The company will always need to include this Commission response as Annex 
5.16 to the application form, as otherwise the Agency cannot validate such applications.  


Procedural aspects 


Multiple/duplicate applications for a specific medicinal product with an active substance(s) already 
under assessment via the centralised procedure have automatic access to the centralised procedure. 
Nevertheless, in all cases the eligibility of a medicinal product for evaluation via the centralised 
procedure needs to be requested by the applicant by submitting an eligibility request to the EMA. For 
details see Q&A “How and when should the eligibility request be sent to the EMA?”. This has to be done 
prior to submission of any dossier and should also include the request for Rapporteur assignment. 
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For the assessment procedure, the objective is to ensure the adoption of a CHMP Opinion for a multiple 
application at the same time when the CHMP Opinion for the initial application is adopted. Therefore, 
for practical reasons, the EMA strongly recommends the following time points for the time for 
submission of the multiple application(s): 


a. In parallel with the initial application submission (day 0)  


b. Submission before the adoption of the list of questions (before the day 120) for the initial 
application  


c. Submission at the time of the response to list of questions (day 121) for the initial 
application4  


It should be noted that multiple applications are subject to a full validation as they are stand-alone 
applications. Therefore, the validation outcome may differ from the one of the original application. 
Following the positive outcome of the validation, the evaluation of the multiple application(s) will be 
aligned with that of the ongoing initial application, in case the above timeframes have been duly 
observed by the applicant. The submission of the multiple application(s) should be done in advance, to 
allow sufficient time for the validation to be completed by D120 or D121 of the ongoing initial 
application. The validation period between submission date and start date is 13 EMA working days. 
Please observe the EMA procedural timetables. 


Relevant aspects of the Paediatric legislation should be considered as appropriate for each of the 
multiple applications submitted. The Risk Management Plans for multiple applications should be 
product specific and reflect the particulars of each specific application (e.g. product details including 
differences in indication(s) in case of patent issues, RMP version number and date). 


Multiple applications can also be submitted after the Commission Decision on the initial application as 
stand-alone applications or Informed Consent applications. Again, requirements for eligibility and 
Rapporteur assignment remain. However, as a rule, an abridged timetable for assessment will be 
adopted in line with a 60 days procedure. Submission of the application(s) should be done in advance 
to allow the completion of the validation before the intended start date of the procedure.  


Applicants are reminded that multiple applications of the same marketing authorisation holder will be 
covered by the notion of “global marketing authorisation”.  


References 


• Directive 2001/83/EC 


• Regulation (EC) No 726/2004  


• The Rules governing Medicinal Products in the European Community, Notice to Applicants, Volume 
2A, Chapter 1  


• EC communication on ‘Handling of Duplicate Marketing Authorisation Applications’ 


• EMA procedural timetables 


 


                                               
4 Later submission of the dossier is not recommended due to difficulties with its alignment with the original application. 
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1.12.  In which exceptional cases would combination packs be acceptable in 
the centralised procedure, and where can I submit my request for 
consideration? NEW Aug 2017 


Combination packs are to be understood as a combination of active substances, where the active 
substances are included in separate pharmaceutical forms which are included in the same package and 
are covered by a single marketing authorisation. Fixed combinations and combinations packs are not 
synonymous concepts.  


As specified by the Notice to Applicants Chapter 1 Volume 2A – Section 5.5, these cases would be very 
exceptional and strictly related to public health, and should not be for convenience or commercial 
purposes. They will be considered on a case-by-case basis. 


The applicant will have to justify that the marketing of such a combination of active substances in the 
same package is needed for indispensable public health reasons. 


Applicants are advised to consult the EMA on the acceptability of the proposed combination pack at an 
early stage of the development in view of their acceptability only in very exceptional circumstances.  


In any case, the acceptability of the combination pack should be confirmed before the request for 
eligibility to the centralised procedure and the submission of the Marketing Authorisation Application. 


Combination pack requests can be submitted to the EMA using the following email address: 
CombinationPacks@ema.europa.eu. The EMA will endeavour to issue an outcome on the acceptability 
of the combination pack within 60 days. 


When the acceptability of the combination pack is accompanied by additional questions on the overall 
development of the product, these can be submitted together with the Scientific Advice questions. The 
EMA will endeavour to provide a reply on the acceptability of the combination pack within the Scientific 
Advice outcome letter. For scientific advice requests, please consult the scientific advice and protocol 
assistance section on the EMA webpage. 


References 


• Notice to Applicants, Volume 2A, Chapter 1 – Section 5.5 


 


 







 
European Medicines Agency pre-authorisation procedural advice for users of the 
centralised procedure  


 


EMA/821278/2015 Page 33/134 
 


2.  Steps prior to submitting the application 


2.1.  Is my medicinal product eligible for evaluation under the centralised 
procedure? Rev. Feb 2010 


Regulation (EC) No 726/2004 of the European Parliament and of the Council lays down a centralised 
Community procedure for the authorisation of medicinal products, for which there is a single 
application, a single evaluation and a single authorisation allowing direct access to the single market of 
the Community. 


A marketing authorisation granted under the centralised procedure is valid for the entire Community 
market, which means the medicinal product, may be put on the market in all member states. 


2.1.1.  Article 3 of Regulation (EC) No 726/2004 defines the scope and 
eligibility of applications for evaluation under the centralised procedure 
through which medicinal products must (“mandatory scope”) or may 
(“optional scope” or “Generic/Hybrid”) be authorised by the Community. 


2.1.1.1.  Mandatory scope (Article 3(1)) 


For medicinal products falling within the mandatory scope of the Annex of Regulation (EC) No 
726/2004, applicants are obliged to use the centralised procedure by submitting their marketing 
authorisation application to the EMA. Medicinal products under the mandatory scope belong to one of 
the following categories: 


1. Medicinal products developed by means of one of the following biotechnological processes:  


• recombinant DNA technology; 


• controlled expression of genes coding for biologically active proteins in prokaryotes and eukaryotes 
including transformed mammalian cells; 


• hybridoma and monoclonal antibody methods; 


Similar biological (“biosimilar”) medicinal products which are developed by one of the above 
biotechnological processes also fall under the mandatory scope of the centralised procedure. 


1.1. Advanced therapy medicinal product as defined in Article 2 of Regulation (EC) No 1394/2007 


− Gene therapy medicinal products 


− Somatic cell therapy medicinal products 


− Tissue engineered products 


“Transitional period” applies (Article 29):  


Advanced therapy medicinal products, other than tissue engineered products, which were legally on 
the Community market in accordance with national or Community legislation on 30 December 2008, 
shall comply with this Regulation no later than 30 December 2011.  


Tissue engineered products which were legally on the Community market in accordance with national 
or Community legislation on 30 December 2008 shall comply with this Regulation no later than 30 
December 2012. 
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2. Medicinal products for human use containing a new active substance which, on the date of entry 
into force of the Regulation (20 November 2005), was not authorised in the Community and for 
which the therapeutic indication is the treatment of any of the following diseases: 


• Acquired immune deficiency syndrome; 


• Cancer; 


• Neurodegenerative disorder; 


• Diabetes; 


And with effect from 20 May 2008 


• Auto-immune diseases and other auto-immune dysfunctions; 


• Viral diseases; 


Clarifications on the working definitions of the diseases listed above are available in the “Scientific 
Aspects and Working definitions for the mandatory scope of the centralised procedure 
(EMEA/CHMP/121944/2007)”. 


3. Medicinal products that are designated as orphan medicinal products pursuant to Regulation (EC) 
No 141/2000. 


2.1.1.2.  Optional Scope (Article 3(2)) 


For medicinal products falling under the optional scope, applications for the following categories may, 
at the request of the applicant, be accepted for assessment under the centralised procedure: 


1. A medicinal product containing a new active substance which, on the day of entry into force of the 
Regulation (20 November 2005) was not authorised in the Community (Article 3(2)a).  


A new chemical, biological or radiopharmaceutical active substance, as defined in Annex III to Chapter 
1 of the Notice to Applicants, includes: 


• a chemical, biological or radiopharmaceutical substance not previously authorised as a medicinal 
product in the European Union; 


• an isomer, mixture of isomers, a complex or derivative or salt of a chemical substance previously 
authorised as a medicinal product in the European Union but differing in properties with regard to 
safety and efficacy from that chemical substance previously authorised; 


• a biological substance previously authorised as a medicinal product in the European Union, but 
differing in molecular structure, nature of source material or manufacturing process; 


• a radiopharmaceutical substance which is a radionuclide, or a ligand not previously authorised as a 
medicinal product in the European Union, or the coupling mechanism to link the molecule and the 
radionuclide has not been authorised previously the European Union; 


2. A medicinal product, which constitutes a significant therapeutic, scientific or technical innovation or 
that the granting of authorisation is in the interest of patients at Community level (Article 3(2)b).  


For the purpose of determining whether “a medicinal product constitutes a significant therapeutic, 
scientific or technical innovation”, the Agency will consider if: 


• the medicinal product provides a new alternative to patients in treating, preventing or diagnosing a 
disease, or, 
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• the medicinal product development is based on significant new scientific knowledge or on the 
application of a new scientific knowledge, or, 


• a new technology or a new application of technology is used for the development or the 
manufacture of the medicinal product. 


Regarding the criteria of ‘interest of patients’, a medicinal product which does not constitute a 
significant therapeutic, scientific or technical innovation, can be of patient interest at Community level 
when it addresses a specific health issue, allows access to medicines, or provides another type of 
contribution to patient care in the Community. 


2.1.1.3.  Generic/Hybrid of centralised medicinal product applications  
(Article 3(3)) 


A generic or hybrid medicinal product of a reference medicinal product authorised via the centralised 
procedure has ‘automatic’ access to the centralised procedure under Article 3(3).  


2.1.1.4.  Duplicate/multiple marketing authorisations 


Multiple/duplicate or informed consent applications from the same or different marketing authorisation 
holder for a specific medicinal product with an active substance(s) already authorised via the 
centralised procedure, have automatic access to the centralised procedure. 


2.1.2.  Applications for certain medicinal products for paediatric use may 
also be eligible for evaluation through the centralised procedure in 
accordance with the Paediatric Regulation (Regulation (EC) No 1901/2006) 


2.1.2.1.  Marketing Authorisation application including paediatric indication(s) for a 
medicinal product which is not authorised in the Community (Article 28) 


A marketing authorisation application for a medicinal product not authorised in the Community on the 
date of entry into force of the Paediatric Regulation (26 July 2008) and which includes one or more 
paediatric indication(s) on the basis of studies conducted in compliance with an agreed paediatric 
investigation plan (PIP).  


2.1.2.2.  Applications for a new paediatric indication, a pharmaceutical form and/or a route 
of administration for nationally authorised medicinal products (Article 29) 


Applications for a new paediatric indication, a pharmaceutical form and/or a route of administration for 
a nationally authorised medicinal product falling under Article 8 of Regulation (EC) No 1901/2006 and 
which include results of studies conducted in compliance with an agreed PIP. Article 8 of Regulation 
(EC) No 1901/2006 applies to authorised medicinal products which are protected either by a 
supplementary protection certificate under Regulation (EEC) No 1768/92, or by a patent which 
qualifies for the granting of the supplementary protection certificate. 


2.1.2.3.  Paediatric Use Marketing Authorisation (PUMA) application (Article 31) 


Applications for a PUMA concerns only a medicinal product for human use which is not protected by a 
supplementary protection certificate under Regulation (EEC) No 1768/92 or by a patent which qualifies 
for the granting of the supplementary protection certificate, and which covers exclusively paediatric 
therapeutic indications, including the appropriate strength, pharmaceutical form or route of 
administration for that product. 
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In all cases listed above, the eligibility of a medicinal product for evaluation via the centralised 
procedure must be requested by the applicant by submitting a Pre-submission request form (Eligibility) 
to CPeligibility@ema.europa.eu.  


References 


• Regulation (EC) No 726/2004 


• Regulation (EC) No 1901/2006  


• Regulation (EC) No 1394/2007 


• “Scientific Aspects and Working definitions for the mandatory scope of the centralised procedure 
(EMEA/CHMP/121944/2007)”.  


• The Rules governing Medicinal Products in the European Community, Notice to Applicants, Volume 
2A, Chapter 1 on “Marketing authorisation” 


 


2.2.  How and when should the eligibility request be sent to EMA? Rev. Feb 
2010 


Regardless of whether the product falls into the mandatory or optional scope, or would have 
“automatic access” or access in accordance with the Paediatric or Advanced Therapy Regulation, an 
‘eligibility request’ should always be submitted using the specific form and accompanied by a 
justification of eligibility for evaluation under the centralised procedure. The applicant should clearly 
address the specific criterion fulfilled by the product to be eligible for the centralised procedure (for 
eligibility criteria see Q&A “Is my medicinal product eligible for evaluation under the Centralised 
Procedure?”).  


Please note that: 


1. In cases where products fall under the “mandatory scope” criterion (Art. 3(1) of the Regulation 
(EC) No. 726/2004), the relevant justification should be provided.  


For Advanced Therapy Medicinal Products (ATMPs), the relevant justification and documentation 
(including EMA scientific recommendation on classification of ATMPs by the Committee for Advanced 
Therapies (CAT) if available) should be provided. 


NB: Only one criterion can be chosen 


2. In cases where products fall under one of the “optional scope” criteria (Art. 3(2) of the 
Regulation (EC) No. 726/2004), the justification should consist of a concise summary document of 
preferably two pages stating why the product should qualify for evaluation through the centralised 
procedure. The applicant should clearly state in the request which criterion the appended 
justification concerns: 


• Art. 3(2) a: New active substance; or 


• Art. 3(2) b Significant therapeutic innovation, or 


• Art. 3(2) b Significant scientific innovation or  


• Art. 3(2) b Significant technical innovation; or 


• Art. 3(2) b Interest of patient at the community level. 
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NB: Only one criterion can be chosen and must be adequately justified; e.g. eligibility in accordance 
with Art 3(2)b of Regulation (EC) No. 726/2004 – Significant therapeutic innovation 


3. In the following cases where the medicinal product applied for may have “automatic access” to 
the centralised procedure, this should be the basis for the justification to be submitted. This is the 
case when the medicinal product applied for, is either: 


• a “generic/hybrid” (Art. 3(3) of the Regulation (EC) No. 726/2004); or 


• a duplicate/multiple; or  


• an informed consent  


to a centrally authorised medicinal product, adequate and relevant information on the already centrally 
authorised medicinal product should be provided as background information (such as invented 
name/INN/ Commission Decision date/ type of application submitted and criteria/ indent under which 
the medicinal product was eligible to access the centralised procedure at the time (EMA letter to be 
annexed)). 


4. When the medicinal product applied for, is either: 


• an application including paediatric indication(s) in compliance with an agreed PIP (Art. 28 of 
Regulation (EC) No 1901/2006); or  


• an application consisting of a new paediatric indication, a new pharmaceutical form and/or a new 
route of administration in compliance with an agreed PIP for a nationally authorised medicinal 
product (Art. 29 of Regulation (EC) No 1901/2006); or  


• an application for a Paediatric Use Marketing Authorisation (PUMA) (Art. 31 of Regulation (EC) No 
1901/2006), 


adequate and relevant information should be provided (such as copy of the EMA PIP decision to be 
provided in annex), details of the paediatric indication/form/route  applied for and a listing of the study 
data collected in accordance with the PIP which will be submitted in the planned application). 


When submitting a request, the applicant should use the Pre-submission request form (Eligibility) and 
send it electronically, to: CPeligibility@ema.europa.eu, together with a separate Annex 1 (draft 
Summary of Product Characteristics) and Annex 2 (Justification for Eligibility) especially required for 
medicinal products falling under the optional scope of Article 3(2)b. 


EMA recommends providing the eligibility request preferably, at the earliest, 18 months before 
submission of the marketing authorisation application (MAA) and, at the latest, 7 months before the 
MAA is filed with the EMA, at which point it could be submitted as part of the “letter of intent to 
submit”. For Eligibility requests submitted as part of the “letter of intent to submit”, Rapporteurs will 
be automatically appointed following the confirmation of the eligibility to the centralised procedure 
provided that the planned submission date is within 6-7 months. 


The eligibility request and supporting documentation should be submitted to the EMA 10 calendar days 
before the CHMP meeting (see enclosed table for submission deadlines), so as to ensure its inclusion in 
the next CHMP agenda.  
Any request received after the deadline will be considered the following month. 


The eligibility will be evaluated on a case-by-case basis by the EMA/CHMP.  The applicant will, in all 
cases, be informed of the CHMP opinion, the week following the CHMP meeting where the discussion 
took place.  
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NB: Review of eligibility applications made under Article 3(2)b will take place over 2 consequent 
CHMP meetings because of the need to appoint a sponsor(s) to assess the request. 


References 


• Regulation (EC) No 726/2004 


• Regulation (EC) No 1394/2007 


• Regulation (EC) No 1901/2006 


• “Scientific Aspects and Working definitions for the mandatory scope of the centralised procedure” 
(EMEA/CHMP/121944/2007) 


 


2.3.  What are the dates for submission of eligibility requests? 


Please see the submission dates in the Q&A “What are the dates for submission of eligibility requests?” 
on the EMA website. 


 


2.4.  What is the procedure for appointment of Rapporteurs/Co-
Rapporteurs and their assessment teams? Rev. Mar 2013 


2.4.1.  General principles 


For any scientific evaluation in respect of a procedure, a Rapporteur and if relevant a Co-Rapporteur 
shall be appointed from amongst the members of the Committee for Medicinal Products for Human Use 
(CHMP) and alternate members. In addition for activities covering all aspects of the risk management 
of the use of human medicinal products a Rapporteur and if relevant a Co-Rapporteur shall be 
appointed from amongst the members of the Pharmacovigilance Risk Assessment Committee (PRAC) 
and alternate members. For Advanced Therapy Medicinal Products (ATMP) a Rapporteur and if relevant 
a Co-Rapporteur shall be appointed from amongst the members of the Committee for Advanced 
Therapies (CAT) and alternate members. In addition two CHMP Co-ordinators will be appointed (one 
supporting the CAT Rapporteur assessment team and another supporting the CAT Co-Rapporteur 
assessment team).   


The appointment of any Rapporteur/Co-Rapporteur is made on the basis of objective criteria, which will 
ensure the provision of objective scientific opinions and will allow the use of the best and available 
expertise in the European Economic Area (EEA) on the relevant scientific area. 


2.4.1.1.  Requesting the appointment of CHMP/PRAC/CAT Rapporteurs/Co-Rapporteurs and 
their assessment teams 


Applicants shall request the appointment of CHMP/PRAC/CAT Rapporteurs/Co-Rapporteurs (in the 
following only described as (Co-) Rapporteurs) by sending a completed Pre-submission request form 
(selecting the indent “Intent to submit MA”) to pa-bus@ema.europa.eu. The pre-submission request 
form can be accompanied by a cover letter. This notification is also called the “letter of intent”. 


We advise applicants to notify the EMA of their intent to submit and request assignment of (Co-) 
Rapporteurs 7 months prior to the intended submission date. Although applicants may submit the 
letter of intent earlier than 7 months prior to the intended submission date the (Co-) Rapporteurs 
appointment procedure will not be initiated prior to that date.  
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Intended MAA submission dates must be as realistic and accurate as possible as such information is 
crucial to the EMA and to the future appointed (Co-) Rapporteurs and their assessment teams for 
planning purposes.  


The (Co-) Rapporteurs appointment procedure takes one month and applicants are notified about the 
outcome. It is the responsibility of the applicant to liaise with the EMA in due course to confirm its 
intended submission date and request (Co-) Rapporteurs appointment. 


For submission deadlines for letters of intent see Q&A “What are the submission dates for Rapporteur 
appointment requests?”. 


Please be aware that separate pre-submission forms have to be submitted for requesting eligibility and 
the appointment of (Co-) Rapporteurs (selecting the corresponding indents on the first page of the pre-
submission form), even if an applicant submits both requests in parallel.  


Please note that the Applicant’s proposals/preferences are not considered for the appointment of (Co-) 
Rapporteurs. 


2.4.2.  Appointment of (Co-) Rapporteurs and their assessment teams for 
different application types / procedures 


2.4.2.1.  Full applications 


In the pre-authorisation phase of a full Marketing Authorisation Application (MAA), two Rapporteurs 
(i.e. a Rapporteur and a Co-Rapporteur) are appointed. The two Rapporteurs are usually 
members/alternate members of the CHMP, except for ATMPs, where the Rapporteur and Co-
Rapporteur are appointed amongst the CAT members/alternate members with two Co-ordinators 
appointed from the CHMP. 


Furthermore a PRAC Rapporteur and a Co-Rapporteur will be appointed.  


2.4.2.2.  Generic/hybrid medicinal products 


Due to the particularities of generic/hybrid applications (e.g. legal basis, data requirements), the 
following principles are considered for the appointment of CHMP/PRAC Rapporteurs/Co-Rapporteurs 
and their assessment teams: 


• A CHMP Rapporteur is appointed for the scientific evaluation of a generic/hybrid medicinal product. 
For the scientific evaluation of a generic application there is usually no Co-Rapporteur required.  


• For the scientific evaluation of a hybrid medicinal the appointment of a Co-Rapporteur is 
considered on a case-by-case basis (depending on the particularity of the applied hybrid medicinal 
product). 


• For a generic/hybrid medicinal product, a CHMP pharmacovigilance (PhV) Rapporteur is appointed. 
The CHMP PhV Rapporteur is the same CHMP member/alternate as the CHMP Rapporteur of the 
reference medicinal product as applicable. 


• Furthermore a PRAC Rapporteur will be appointed. 


2.4.2.3.  Similar biological medicinal products 


For the scientific evaluation of a similar biological medicinal product CHMP and PRAC Rapporteurs and 
Co-Rapporteurs will be appointed. 
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2.4.2.4.  Non-prescription medicinal products 


Due to the particularities of non-prescription medicinal products (e.g. self-care environment, data 
requirements), the following principles are considered for the appointment of CHMP/PRAC 
Rapporteurs/Co-Rapporteurs and their assessment teams: 


• For the scientific evaluation of a non-prescription medicinal product CHMP and PRAC Rapporteurs 
and Co-Rapporteurs shall be appointed.  


− In the pre-authorisation phase the CHMP/PRAC Rapporteurs and Co-Rapporteurs shall be 
involved. 


− In the post-authorisation phase, when a change in legal status is foreseen (e.g. switch from 
prescription to non-prescription), a CHMP peer reviewer shall be appointed to work with the 
existing CHMP/PRAC Rapporteurs and Co-Rapporteurs already in place for the given medicinal 
product.  


2.4.2.5.  Re-examination of a CHMP opinion 


In cases of re-examination of a CHMP opinion a CHMP/CAT Rapporteur and a Co-Rapporteur shall be 
appointed. In case a PRAC Rapporteur is deemed necessary, he/she will be appointed. For CHMP 
opinions where the CHMP/CAT Co-Rapporteur was not involved in the initial evaluation, no re-
examination Co-Rapporteur needs to be appointed. A different CHMP/CAT Rapporteur and, where 
applicable, a different CHMP/CAT Co-Rapporteur from those appointed for the initial evaluation shall be 
appointed in order to adequately assess the grounds for the re-examination of the CHMP opinion. 
These Rapporteurs will coordinate the evaluation for the duration of the re-examination procedure 
only. 


The Rapporteur, Co-Rapporteur (if applicable) appointment process will be initiated as soon as the 
EMA/CHMP receives written notice that the applicant/MAH wishes to request a re-examination of the 
CHMP opinion. 


2.4.2.6.  Ancillary medicinal substances or ancillary human blood derivatives incorporated in 
medical devices 


The notified body is requested to submit the letter of intent at least 6 months before the expected date 
of submission. 


A CHMP Rapporteur and Co-Rapporteur, if appropriate, will be appointed. 


References 


• CHMP Rules of Procedure (EMEA/CHMP/89672/2009) 


• PRAC Rules of Procedure (EMA/PRAC/567515/2012) 


• CAT Rules of Procedure (EMEA/CAT/454446/2008) 


• Procedural Advice on the CHMP/CAT Rapporteur/Co-Rapporteur Appointment Principles, Objective 
Criteria and Methodology in Accordance with Article 62(1) of Regulation (EC) No. 726/2004 
(EMA/151751/2010) 


• Regulation (EC) No 726/2004 
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2.5.  What are the submission dates for Rapporteur appointment requests? 


Please see the submission dates in the Q&A “What are the submission dates for Rapporteur 
appointment requests?” on the EMA website. 


 


2.6.  When should I submit my marketing authorisation application? Rev. 
Dec 2017 


In the same way as it is important for applicants to plan their application strategies for an efficient use 
of their resources, it is important for the European Medicines Agency, Committee members and 
Experts to be able to plan and allocate their workload efficiently. If the actual submission date is 
several months after the date originally indicated, (Co-)Rapporteurs may find it difficult to provide the 
necessary expertise and re-appointment could be necessary. 


The European Medicines Agency advises applicants to consider the date of submission very carefully 
and to notify the Agency and (Co-)Rapporteurs of a 'real' submission date. The HMA-EMA ‘Best practice 
guide on measures improving predictability of submissions/responses and adherence to communicated 
submission/responses deadlines’ is to be observed. 


At least seven months before submission, applicants should notify the European Medicines Agency of 
their intention to submit a MAA and provide the intended date of submission. This should be done by 
using the Pre-submission request form Pre-submission request form (Intent to submit MA), selecting 
as a scope of request: Centralised Procedure-Intent to submit a MAA; this should be sent electronically 
to pa-bus@ema.europa.eu. The appointment procedure for (Co-)Rapporteurs will be initiated 7 months 
prior to the Marketing Authorisation Application intended submission date (see question "What is the 
procedure for appointment of CHMP Rapporteur/Co-Rapporteur and their assessment teams?"). 


Furthermore applicants are requested to re-confirm the submission date 2-3 months prior to the 
initially communicated intended submission date, by sending an email to the appointed EMA procedure 
manager. Otherwise the applicant should notify the European Medicines Agency and (Co-)Rapporteurs 
as soon as possible when the previously notified submission date cannot be met, by re-sending an 
updated Pre-submission request form, selecting as a scope of request: Notification of change-
applicant/contact person details.  


Applicants are finally requested, if they no longer wish to pursue the submission of their application, to 
notify the European Medicines Agency of their intention to withdraw the request for submission of a 
MAA. This should be done by using the Pre-submission request form, selecting as a scope of request: 
Withdrawal of request; this should be sent electronically to pa-bus@ema.europa.eu. Please note that 
this will close the case procedure and the whole pre-submission history. 


The submission deadlines and full procedural detailed timetables are published as a generic calendar 
(see submission deadlines and full procedural timetables). The published timetables identify the 
submission, start and finish dates of the procedures as well as other interim dates/milestones that 
occur during the procedure. Applicants should ensure that a technically valid eCTD submission is 
received by the EMA before the submission deadline. Any technically invalid sequence will result in 
non-acceptance that may cause a delay in the start of the procedure. 


In order to accelerate and facilitate the procedure, one electronic copy should be submitted to the (Co-
) Rapporteurs after the eSubmission Gateway/Web Client confirmation of a technically valid submission 
to the EMA if the relevant NCA is not using the Common Repository (refer tothe published “Dossier 
requirements for Centrally Authorised Products (CAPs)”). Please note that the EMA requires only one 
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eSubmission Gateway/ Web Client submission without any paper cover letter. After the notification of a 
valid application, the Agency will charge the appropriate fee For more information regarding the 
applicable fee, see question "What fee do I have to pay and how is the appropriate fee for my 
application calculated?". 


For more information on the complete set of documents that need to be submitted and for the 
addresses of Committee members for submission of the application, see question "How and to whom 
shall I submit my dossier?" 


References 


• Dossier requirements for Centrally Authorised Products (CAPs) 


• HMA-EMA ‘Best practice guide on measures improving predictability of submissions/responses and 
adherence to communicated submission/responses deadlines 


 


2.7.  How should I notify a change in the intended submission date of my 
application? Rev. Dec 2017 


In case the previously indicated submission date of an upcoming application for marketing 
authorisation is changed, the applicant shall inform the EMA by re-sending to pa-bus@ema.europa.eu 
the completed Pre-Submission request form (pre-submission request form), where the scope of 
request should be selected as “notification of change” and the new intended date of submission 
indicated in the corresponding field. The text of the e-mail should also describe the type of the change 
requested. 


The change in intended MAA submission date must be notified as soon as possible. Since this 
information is crucial to the EMA and to the appointed (Co-) Rapporteurs and their assessment teams 
for planning purposes the intended submission date should be accurate and realistic. In some cases, a 
change in the planned submission data could lead to re-appointment of one or several Rapporteurs, if 
the previously appointed Rapporteur(s) will not be able to perform the assessment according to the 
new timings. In such case the applicants will be informed accordingly. 


References 


• Pre-submission request form 


• HMA-EMA ‘Best practice guide on measures improving predictability of submissions/respinses and 
adherence to communicated submission/responses deadlines’ 


 


2.8.  Is my product eligible for an accelerated assessment? Rev. Mar 2016 


2.8.1.  Legal basis and general principles 


According to Articles 6(3) and 7c of Regulation (EC) No 726/2004, the maximum timeframe for the 
evaluation of a marketing authorisation application under the Centralised Procedure is 210 days, 
excluding clock stops when additional written or oral information is to be provided by the applicant in 
response to questions asked by the CHMP. 


However, according to Recital 33 and Article 14(9) of Regulation (EC) No 726/2004, the applicant may 
request an accelerated assessment procedure in order to meet, in particular the legitimate 
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expectations of patients and to take account of the increasingly rapid progress of science and 
therapies, for medicinal products of major interest from the point of view of public health and in 
particular from the viewpoint of therapeutic innovation. 


Applicants requesting an accelerated assessment procedure should justify that the medicinal product is 
expected to be of major public health interest. Based on the request, the justifications presented, and 
the recommendations of the Rapporteurs, the CHMP will formulate a decision. Such a decision will be 
taken without prejudice to the CHMP opinion (positive or negative) on the granting of a marketing 
authorisation. 


Applicants are reminded that evidence requirements for applications to be assessed under accelerated 
assessment are the same as for other applications. 


If the CHMP accepts the request, the timeframe for the evaluation will be reduced to 150 days. This 
time frame will be split into 3 phases of 90+30+30 days of assessment. The applicants will be allowed 
to have one month clock-stop by default for preparation of responses to Day 90 List of Questions and 
no clock stop by default after Day 120 List of Outstanding Issues. 


In case of advanced therapy medicinal products, due to the need to include more scientific committees 
in the review of the application, the 150-day timetable will be adapted differently and split into 2 
phases of 120+30 days of assessment. 


2.8.2.  Request for an accelerated assessment: timing and justification 


Before the submission of a potential request for accelerated assessment, applicants should seek 
guidance from the Procedure Manager to ensure timely submission of their request.  


It is strongly recommended that applicants request a pre-submission meeting six to seven months 
before submission to prepare for evaluation under accelerated assessment. In this meeting, they can 
discuss their proposal for accelerated assessment with rapporteurs from the CHMP, the PRAC (and CAT 
in case of an advanced therapy medicinal product) and the EMA and present the data package and risk 
management plan they intend to include in their application. 


Any request for accelerated assessment should be made as early as possible before the actual 
submission of the marketing authorisation application (and at least 2-3 months before the actual 
submission). 


Applicants requesting an accelerated assessment procedure should duly substantiate the request and 
in particular, justify their expectation that the medicinal product is of major public health interest 
particularly from the point of view of therapeutic innovation. There is no single definition of what 
constitutes major public health interest. This should be justified by the applicant on a case-by-case 
basis. 


The justification should include the major benefits expected and present the arguments to support the 
claim that the medicinal product introduces new methods of therapy or improves on existing methods, 
thereby addressing to a significant extent the greater unmet needs for maintaining and improving 
public health. 


The key items to be described in the justification, and the appropriate level of detail, should be 
evaluated on a case-by-case basis. The request should be presented as a short but comprehensive 
document (ideal length 5-10 pages).  


For further guidance on aspects that could be considered in the justification please refer to section 4 of 
the CHMP “Guideline on the scientific application and the practical arrangements necessary to 
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implement the procedure for accelerated assessment pursuant to Article 14(9) of Regulation (EC) No 
726/2004” (EMA/CHMP/697051/2014) 


2.8.3.  Early identification of a need for pre-authorisation inspection(s) 


The EMA has a legal obligation to verify the Good Clinical Practices (GCP) and Good Manufacturing 
Practices (GMP) compliance of studies and manufacturers for applications for marketing authorisation. 
In order to better anticipate and integrate routine GCP and pre-approval GMP inspections into the 
accelerated assessment procedure the applicants should provide with their request for an accelerated 
assessment also the following information (using the published templates) that should be accurate, 
complete and reflect the content of the application dossier that will be submitted: 


Concerning GMP aspects (template to be used) 


For all manufacturers to be included in the planned dossier: 


• name and address of the manufacturer, 


• short description of manufacturing activities performed by the manufacturer, 


• past GMP compliance history of the manufacturing site and details of any inspections by other 
authorities anticipated during the marketing authorisation assessment, 


• confirmation of GMP inspection readiness of the manufacturer. 


If any of the third country manufacturing sites have never been inspected by a competent authority of 
an EU/EEA member state or a country with appropriate Mutual Recognition Agreement, the applicants 
intending to request accelerated assessment are advised to contact EMA inspection services at 
GMPINS@ema.europa.eu at least three months prior to the submission of the application for marketing 
authorisation. Applicants are also advised to include this as a topic for discussion in the pre-submission 
meeting with the EMA. 


Concerning GCP aspects (template to be used) 


The Applicant should provide the list of all the pivotal clinical studies (protocol number and title) and 
for each pivotal study: 


• the study synopsis (or a mature draft with information at least on the design and conduct of the 
study), 


• a short discussion of the GCP compliance status (listing any GCP non-compliance identified, any 
breach of GCP, providing information on any site excluded including the reasons etc.), 


• list of investigators and their addresses, 


• number of subjects enrolled at each site, 


• information on study administrative structure, 


• list of GCP inspections conducted/planned  by any regulatory authority (indicating the site 
inspected/to be inspected, the date of inspection and the regulatory authority involved). 
Alternatively, a confirmation that no inspections had been requested nor taken place and that no 
inspections are planned. 


In case a need for an inspection is identified, the inspection will be requested as early as possible in 
the evaluation procedure in order to accommodate the inspection within the accelerated timetable 
(please refer also to questions “When can I expect a pre-approval GCP inspection and how are they 
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conducted?” and “When can I expect a pre-authorisation GMP inspection and how are they 
conducted?”). It should also be noted that when a triggered GMP and/or GCP inspection cannot be 
accommodated within the agreed time frame, the procedure timetable may need to be amended as 
necessary. 


2.8.4.  Submission and assessment of the request 


When submitting an accelerated assessment request, the applicant should use the templates for Pre-
submission request (selecting scope for Accelerated Assessment), Applicant’s justifications for 
accelerated assessment and information for early identification of a need for GMP and GCP pre-
submission inspections, which should be sent, electronically, to: pa-bus@ema.europa.eu.  


Following receipt of the request, the Rapporteurs will produce a briefing note including the 
Rapporteurs’ recommendations as to the appropriateness of an accelerated assessment. The CHMP will 
consider the request submitted by the applicant, the Rapporteurs’ recommendations and the views of 
other CHMP members, in order to conclude on the acceptability or not of the request. If necessary, the 
CHMP may request clarifications from the applicant about the request. The CHMP conclusions will be 
communicated to the applicant and the outcome of the request made public in the CHMP meeting 
highlights and minutes. The reasons for accepting or rejecting the request will also be summarised in 
the CHMP assessment report. 


If a request for an accelerated assessment procedure is granted, the CHMP will take into consideration 
the standard timetable agreed for the accelerated assessment procedure (see Section 6 of the 
“Guideline on the procedure for accelerated assessment pursuant to Article 14(9) of Regulation (EC) 
No 726/2004” (EMA/CHMP/697051/2014)) and the detailed assessment timetables published on the 
EMA website. 


References 


• Regulation (EC) No 726/2004 


• "Guideline on the procedure for accelerated assessment pursuant to article 14 (9) of Regulation 
(EC) No 726/2004" (EMA/CHMP/697051/2014) 


• Points to consider for assessors, inspectors and EMA inspection coordinators on the identification of 
triggers for the selection of applications for “routine” and/or “for cause” inspections, their 
investigation and scope of such inspections 


 


2.9.  How is a marketing authorisation application pre-submission meeting 
conducted at EMA? Rev. Nov 2014 


2.9.1.  General principle 


The pre-submission meetings represent important points in the product development and regulatory 
approval process, and relate to the preparatory steps in advance of submitting a request for marketing 
authorisation application (MAA). Successful pre-submission meetings should enable applicants to 
submit applications, which are in conformity with the legal and regulatory requirements and which can 
be smoothly evaluated. These meetings will also enable applicants to establish contact with the EMA 
Product Team Members who will be closely involved in the centralised evaluation procedure of their 
medicinal product. 
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2.9.1.1.  Purpose/scope of meeting 


a. MAA pre-submission meetings are aimed at providing applicants with information that will assist 
them in the finalisation of their upcoming marketing authorisation application. Such meetings 
typically address product-specific legal, regulatory and scientific issues in order to facilitate 
subsequent validation and assessment of the application. Pre-submission meetings can be 
especially helpful to SMEs / other companies that may have limited experience of interaction with 
the EMA or are unfamiliar with the centralised procedure. However, experience has shown the 
usefulness of pre-submission meetings even for applicants that already have experience with the 
centralised procedure, to address issues specific to their upcoming application in view of the 
constantly evolving regulatory framework and its application.  


b. The MAA pre-submission meeting request form provides an overview of the most relevant topics 
(checklist) that applicants are advised to consider when preparing their upcoming application, and 
which will be discussed at a MAA pre-submission meeting. For each topic, a reference is included to 
the corresponding ‘question and answer’ in the EMA Pre-Submission Guidance for Users of the 
Centralised Procedure (PSG), which is available on the EMA Website. The PSG addresses a number 
of questions, which users of the centralised procedure may have, together with hyperlinks to 
relevant legislative documents and procedural guidelines which further complement the advice 
given in the PSG. The EMA considers that the information provided answers the majority of 
applicants’ queries. As EMA commits to keeping the pre-submission guidance document updated, 
there should not be a need to check or confirm the answers given in the PSG document at a pre-
submission meeting. A topic should therefore only be proposed for discussion at a pre-submission 
meeting, in case the applicant’s questions are not fully answered by the PSG or other available 
guidance documents, due to certain particularities of the upcoming application and/or nature of the 
product. In that case, applicants are advised to clearly describe the issues in the ‘comments’ box 
under the topic concerned, and to provide relevant background information. Other topics not listed 
in the form may be added. 


2.9.2.  Timing of MAA pre-submission meetings   


Pre-submission meetings for marketing authorisation applications (MAA) usually take place 6-7 months 
before submission. The MAA pre-submission meeting request form should be sent at least 6 weeks 
before the proposed meeting date or 3 months in advance if sent together with the Request of 
Eligibility, so that the meeting can be set-up at a mutually agreed date taking into account availability 
of EMA participants and meeting rooms. The meeting will start with the applicant’s 20-30’ presentation 
followed by a discussion on the presentation and the topics ticked in the pre-submission request form. 
The total meeting duration should not exceed 2 hours. 


2.9.3.  Who is involved in a MAA pre-submission meeting? 


EMA participants at MAA pre-submission meetings are the Procedure Manager (PM) and the EMA 
Product Lead (EPL) together with the EMA Quality, Risk Management and Regulatory Affairs Product 
Team Members (PTM). Depending on the topics to be discussed, other EMA staff from the following 
services/offices and departments may attend parts of the meeting: Orphan Medicines, SME, Paediatric 
Medicines, Labelling Review and Standards, Scientific Advice, Manufacturing and Quality Compliance, 
Clinical and Non-clinical Compliance, Product and Application Business Support and Specialised 
Disciplines Department (Non-clinical, Biostatics, Clinical pharmacology). CHMP/PRAC Rapporteurs 
and/or assessment team members may also participate in the meeting.  
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Please note that the PM will be chairing the meeting and will remain the primary contact point between 
the applicant and the rapporteurs during the procedure. 


Applicant’s representatives should not exceed 7 to 8 participants. If needed, additional participants can 
join via teleconference. 


2.9.4.  Documents to be prepared for a MAA pre-submission meeting 


• The MAA pre-submission meeting request form needs to be filled in electronically and send to PA-
BUS at pa-bus@ema.europa.eu. This form includes topics and questions to be addressed at the 
pre-submission meeting. 


• One of the key-documents to be provided with the MAA pre-submission meeting request form is an 
overview of the product and its development programme (quality, non-clinical and clinical) 
together with a draft Table of Contents of the Application, listing the studies performed for each 
EU-CTD heading and the draft product information.  


• Applicants will need to provide a number of documents in relation to the product and the 
application with the MAA pre-submission meeting request form.  In addition, depending on the 
topics to be discussed, the applicant should provide additional topic-specific information (e.g. draft 
justification for accelerated review).  


• Another important document to be provided is a draft MA Application Form (EU-CTD Module 
1.2), which should be completed as far and accurate as possible. The form will provide important 
information on the product and the type of application (e.g. legal basis, reference product details, 
manufacturing sites, conditional approval) in relation to the topics to be discussed at the meeting. 
It will also allow EMA to identify topics, other than those requested by the applicant, for 
discussion/clarification at the meeting, and thereby preventing issues to be raised at validation. In 
order to avoid duplication of information, the topics in the pre-submission meeting request form 
will not require the inclusion of the detailed elements which are already to be provided in the 
application form (e.g. tick-boxes for legal basis, eligibility for centralised procedure). 


• Following receipt of the pre-submission meeting request form and annexed documents, the EMA 
Procedure Manager will review the topics proposed for discussion. He/she may consider that 
certain proposed topics would not need to be discussed at the meeting, as they are sufficiently 
addressed in existing guidance documents or as they could be easily clarified by phone or e-mail, 
in order to focus the meeting on particular product-specific issues. The applicant will be informed 
accordingly in advance of the meeting. 


Note: Applicants must in all cases comply with all requirements of Community Legislation. Provisions, 
which extend to EEA countries (i.e. the EU member states, plus Norway, Iceland and Liechtenstein) by 
virtue of the EEA agreement, are outlined in the relevant sections of the text. 


2.9.5.  How are MAA pre-submission meetings conducted? 


At the start of the meeting, the applicant will be invited to give a 20-30’ presentation on the product 
development. The applicant’s presentation should include the following topics: 


- Company’s participants and contact points during the evaluation 


- Brief description of the product 


- Brief summary of the dossier content 


- Particular EU guideline deviations 
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On the basis of the information provided, EMA participants will discuss with the applicant the 
appropriateness of the chosen legal basis in view of the available data, highlight elements to be 
specifically addressed in the CTD Overviews (e.g. missing data, deviations from scientific advice), will 
provide an EMA view on the possibility for requesting approval under exceptional circumstances or 
conditional approval if applicable, etc. EMA may also draw attention to relevant scientific and 
regulatory guidelines, in particular the CHMP ‘clock-stop’ rules in case of a potential premature 
submission, recommend (further) scientific advice and suggest improvements to the product 
information. 


The MAA pre-submission meeting request form will serve as the agenda for the remaining of the 
meeting. The topics listed in the pre-submission meeting request form are grouped according to the 
following areas:  


• Quality + GMP  


• Non-clinical + Clinical + GLP + GCP + paediatric + orphan  


• Pharmacovigilance  


• Regulatory + procedural  


• Product information  


• Transparency  


• Administrative 


• Other  


It is envisaged that the issues will be addressed in this order at the pre-submission meeting. This will 
allow a sequential discussion of all the applicant’s questions on topics related to the same area, with 
involvement of relevant EMA staff with expertise in the area concerned (e.g. Labelling Review and 
Standards Staff members will attend the discussion on the topics dealing with product information and 
transparency etc).  


Note: Applicants wishing to meet with their appointed (Co-) Rapporteur and assessment teams at 
national level should also inform the EMA Procedure Manager so that relevant EMA staff from the 
Product Team could participate in such a meeting via teleconference. In any case, minutes of such 
meetings should be provided to the EMA PM. 


2.9.6.  Follow up of MAA pre-submission meetings 


Detailed meeting minutes should be prepared by the applicant and provided to the EMA PM within 2 
weeks after the meeting. EMA Product Team Members will subsequently review the minutes within 2 
weeks and agree the final (amended) minutes with the applicant. 
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2.9.7.  Flow-chart summary 


 


References 


• MAA Pre-submission meeting request form  


• Human pre-submission Q&A 


• Pre-submission procedural advice for users of the centralised procedure 
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3.  Preparing the dossier 


3.1.  Product name, product information and prescription status 


3.1.1.  How will I know if the proposed (invented) name of my medicinal 
product is acceptable from a public health point of view? Rev. Feb 2015 


In accordance with Article 6 of Regulation (EC) No 726/2004, “each application for the authorisation of 
a medicinal product for human use (…), otherwise than in exceptional cases relating to the application 
of the law on trademarks, shall include the use of a single name for the medicinal product.” The 
Centralised Procedure therefore requires one single name for the medicinal product to be authorised.  


According to Article 1(20) of Directive 2001/83/EC, as amended, the name of the medicinal product 
“may be either an invented name not liable to confusion with the common name, or a common name 
or scientific name accompanied by a trademark or the name of the Marketing Authorisation Holder”. It 
is also understood by legislation that a common name is according to Article 1(21) of Directive 
2001/83/EC, as amended, “The international non-proprietary name (INN) recommended by the World 
Health Organisation, or, if one does not exist, the usual common name”.  


Although it is not mandatory under Community legislation, in practice, many companies submitting 
marketing authorisation applications under the Centralised Procedure wish to use invented names for 
their medicinal products. 


As part of the EMA’s role in evaluating the safety of medicinal products in the centralised procedure, it 
is obliged to consider whether the (invented) name proposed for a medicinal product could create a 
public-health concern or potential safety risks. 


In particular, the (invented) name of a medicinal product: 


• should not convey misleading therapeutic or pharmaceutical connotations; 


• should not be misleading with respect to the composition of the product; 


In order to identify, at an early stage, potential difficulties presented by the (invented) name(s) 
proposed by an applicant, the EMA/CHMP set up the Name Review Group (NRG), to perform the review 
of names. The NRG is also responsible for updating the “Guideline on the acceptability of names for 
human medicinal products processed through the centralised procedure” (EMA/CHMP/287710/2014). 


It should be highlighted that when an applicant/MAH wishes to use instead of an invented name the 
common name or scientific name, together with a trademark or the name of the Marketing 
Authorisation Holder, this is also subject to NRG review. 


3.1.1.1.  The Name Review Group (NRG) 


The NRG is composed of representatives of EU Member States and is chaired by an EMA 
representative. Representatives of the European Commission and the EMA Secretariat also participate 
in the work of the group. Other relevant experts (e.g. WHO experts) are consulted on a case-by-case 
basis.  


The NRG meets 6 times a year (approximately every 2 months). Its conclusions are presented for 
adoption at the subsequent CHMP plenary meeting.   
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The criteria applied by the NRG when reviewing the acceptability of proposed invented names are 
detailed in the “Guideline on the acceptability of names for human medicinal products processed 
through the centralised procedure” (EMA/CHMP/287710/2014), hereafter referred to as the ‘Guideline’.  


3.1.1.2.  The EMA procedure for checking proposed (invented) names 


3.1.1.2.1.  Submission of the (invented) name request by the Applicant/MAH 


Provided that the medicinal product is eligible for evaluation under the Centralised Procedure, the 
applicant should inform the EMA of the proposed (invented) name(s) for their medicinal product at the 
earliest 18 months and preferably 4-6 months prior to the planned submission date of the marketing 
authorisation application. See also Q&A “How will I know if the proposed (invented) name of my 
medicinal product is acceptable from a public health point of view?”. What are the dates for submission 
of invented name requests for the deadlines for submission of Proposed (Invented) Names.  


Applicants may submit a name review request after eligibility has been confirmed by the CHMP or in 
parallel to the eligibility request. Applicants are advised to contact the NRG secretariat prior to 
submission of the name review request form for advice if eligibility is not yet confirmed at that time. 


The ‘Proposed (Invented) Name request form’, along with either a draft Summary of Product 
Characteristics (SmPC) or a product profile and any other relevant information, should be sent to the 
EMA at the following e-mail address: NRG@ema.europa.eu. An electronic request form (in pdf format) 
has been developed and replaces the current form in Word format. 


Up to two (invented) names can be accepted per Marketing Authorisation Application from which the 
applicant should select the final name to be used. Up to two newly proposed (invented) names can be 
considered at each NRG meeting per Marketing Authorisation Application. 


It should be noted that once two (invented) names have been deemed acceptable by the NRG for a 
Marketing Authorization Application, no further review of newly proposed names is allowed unless 
agreed with EMA on duly justified grounds (i.e. identification of safety issue/health concern after 
acceptance of (invented) names, conditional acceptability of previously reviewed (invented) names, 
constraints achieving a global (invented) name, issues relating to the application of the law on 
trademarks, etc.). 


Applicants should follow the criteria described in the ‘Guideline’ when proposing (invented) names and 
would be expected to review the proposed (invented) name, applying the criteria before requesting 
that an invented name be considered. Where the applicant deviates from these criteria, justification 
should be provided.  


Where the applicant submits proposed (invented) names intended to be used in the context of multiple 
marketing authorisations/applications, it shall specifically request the NRG to consider whether the 
proposed (invented) names cannot be considered potentially confusing with each other (see also 
question on Multiple Applications).  


3.1.1.2.2.  Consultation with the Member States and NRG discussion/CHMP adoption 


The proposed (invented) name(s) and all the background information provided by the 
applicant(s)/MAH(s) are sent to every NRG contact point nominated by National Competent Authorities 
(NCAs) of EU Member States for their review and will subsequently be discussed at the NRG meeting. 
The detailed procedure is described in the ‘Guideline’.  


The NRG conclusions/recommendations are presented for adoption to the subsequent CHMP plenary 
meeting, after which the applicant will be informed of the outcome of the discussion on the 
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acceptability of the proposed (invented) name(s) for their medicinal product together with the reasons 
and source for the objections(s) raised, where applicable. See also Q&A “What are the dates for 
submission of invented name requests?” for the dates of NRG discussion/CHMP adoption.  


3.1.1.2.3.  Rejection by NRG/CHMP of a proposed (invented) name 


In case of rejection of a proposed (invented) name by NRG/CHMP, the applicant/MAH has the following 
possibilities: 


• To submit up to two new (invented) names proposals, which are checked through the same 
procedure as described above. In the case that a name has already been accepted in a previous 
NRG meeting and two new names are submitted, the applicant is required to indicate in the 
‘Proposed (Invented) Name Request form’ which two names should be finally retained in the NRG 
database. 


• To provide a justification to retain the (invented) name (addressing specifically all the objections 
raised) using the ‘Proposed (Invented) Name Request form’ and selecting ‘Justification Form’ in the 
‘Form Type’ area. Such justification will be reviewed as described in the ‘Guideline’. If the proposed 
(invented) name cannot be accepted prior to submission, the Marketing authorisation application 
can be submitted under either any of the proposed (invented) names or the common name or 
scientific name accompanied by a trademark or the name of the MAH. 


Applicants may submit justifications for rejected names in addition to the entitlement of 2 (invented) 
names reviewed per meeting. However, only two accepted names can be retained in the NRG database 
and therefore the applicant should indicate in advance which two names should be retained in case 
that they are accepted. 


At the latest one month prior to the adoption of the CHMP opinion on the concerned MAA, the applicant 
will in such case have to inform the EMA and the NRG Secretariat on the acceptable invented name of 
their choice. 


• If no suitable invented name has been identified at that stage, the opinion will be adopted using 
the common name or scientific name accompanied by the name of the MAH. Applicants are hereby 
reminded that such name also needs NRG review and acceptance by the CHMP prior to the 
adoption of the opinion. In this case, as soon as the Commission Decision is granted, the MAH may 
submit a variation to introduce an invented name, on the condition that such name has been 
considered acceptable by the NRG. 


• Exceptionally, provided all means have been exhausted, the applicant/MAH may request the matter 
to be presented to the CHMP within the context of the evaluation of the medicinal product (e.g. 
oral explanation).  


3.1.1.2.4.  Change of the (invented) name after the marketing authorisation is granted 


In accordance with Commission Regulation (EC) No 1234/2008, the (invented) name of a medicinal 
product may be changed after a marketing authorisation is granted through a Type IAIN (No A.2) 
variation procedure. 


This can be done either in case of a marketing authorisation being granted under INN or common 
name together with a trademark or the name of the MAH or in case the MAH wants to change the 
initial invented name. 


Such Type IAIN variation is possible provided that the check by the Agency on the acceptability of the 
new name had been finalised and was positive before implementation of the new name. Immediately 
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upon implementation of the change, the MAH must submit a Type IAIN variation notification to the 
Agency for review (see the EMA Post-Authorisation Procedural Advice on Type IA variations). 


Taking into account that the MAH will be required to submit the EMA letter of acceptance of the 
concerned (invented) name as part of the variation application, it is recommended that the proposed 
invented name be submitted at least 4-6 months in advance of the foreseen implementation date and 
submission of the Type IAIN variation notification. 


References 


• Regulation (EC) No 726/2004 


• Directive 2001/83 EC as amended 


• “Guideline on the acceptability of invented names for human medicinal products processed through 
the centralised procedure” (EMA/CHMP/287710/2014)  


• Regulation (EC) No 1234/2008 


• “Post-Authorisation Procedural Advice Human Medicinal Products” (EMEA-H-19984/03) 


3.1.2.  What are the dates for submission of (invented) name requests? 


Please see the submission dates in the Q&A “What are the dates for submission of (invented) name 
requests?” on the EMA website. 


3.1.3.  How shall I compose the complete name of my medicinal product? 
Rev. May 2011 


Each medicinal product should be placed on the market under a name and in a package suitable to 
ensure identification and differentiation. A medicinal product authorised under the Centralised 
Procedure must have the same name in all EU Member States.  


The medicinal product should be identified in the product information according to the following rule: 
the name of the medicinal product should be followed by the strength and the pharmaceutical form. 
However, when otherwise referring to the medicinal product throughout the product information text, 
the strength and the pharmaceutical form do not have to be mentioned in the name.  


In the SPC, the INN or the common name of the active substance should be used when referring to 
properties of the active substance(s) rather than the invented name. The use of pronouns (e.g. “it”) is 
encouraged whenever possible.  


Thus, whenever the "name of the medicinal product" is specifically required to be provided in the SPC, 
labelling (on the outer or immediate packaging or on blisters) or the Package Leaflet, it should be 
written in the following order as:  


{(invented) name strength pharmaceutical form}, whereby 


• invented name: no ® ™ symbols attached 


• Pharmaceutical form:  


The pharmaceutical form should be stated according to the full “Standard Terms” published by the 
Council of Europe, in the singular (except for tablets and capsules). Where the Council of Europe short 
standard term is used on small immediate packaging materials (blisters, strips, small immediate 
packaging units) in case of space limitation, the short term should be added in brackets in section 3 of 
the SPC. 
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E.g.  (invented name) X mg hard capsules  


(invented name) Y mg/g cream  


• The different strengths of fixed-combination products should be presented separated by a “/”. 


E.g.  (invented) name 150 mg/12.5 mg tablets  


For mock-ups and specimens, this information may be presented on different lines of text or in 
different font sizes if necessary, provided that the appearance of the name is as an integrated item.  


E.g.  (invented) name Z mg/ml  


Solution for injection 


Where the INN or the common name is to be provided in addition to an invented name, this should 
preferably be given on the line of text directly below the complete name.  


References 


• Directive 2001/83/EC, title I, II and V, as amended 


• “Guideline on the readability of the label and package leaflet of medicinal products for human use”, 
the Rules governing Medicinal products in the European Community, Volume 2C, Notice to 
applicants  


• “Guideline on Summary of Product Characteristics”, the Rules governing Medicinal products in the 
European Community, Volume 2C, Notice to applicants 


• QRD Product Information Template with explanatory notes 


3.1.4.  Do I need to include Braille on the packaging of my medicinal 
product? Rev. Feb 2017 


Braille is the internationally widespread reading and writing system for blind and partially-sighted 
people. It consists of arrangements of dots which make up the letters of the alphabet, numbers and 
punctuation marks. 


The revised legislation requires that the name of the medicinal product is expressed in Braille format 
on the packaging of the medicinal product. In addition, Marketing Authorisation Holders must ensure 
that the package leaflet is made available on request from patients’ organisations in formats 
appropriate for the blind and partially-sighted. 


These new requirements apply to new marketing authorisations with Commission Decisions as of 20 
November 2005. Nevertheless, companies are encouraged to apply the provision to all centrally 
authorised medicinal products as soon as possible. 


3.1.4.1.  Packaging requirements 


The (invented) name of the medicinal product followed by its strength should be put in Braille on the 
packaging of the product. The uncontracted Braille system should be used. For medicinal products 
authorised only in a single strength, it is acceptable that only the invented name in Braille is put on the 
packaging.  


The name in Braille should only appear on the outer/secondary packaging (usually a carton). In case 
where there is no secondary packaging, it is possible to fix an adhesive Braille label around the bottle. 
On a volunteer basis, the name in Braille can be expressed on all packaging components. 
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It is also possible for companies to include, on a voluntary basis, further information in Braille on 
bigger volume packages (e.g. pharmaceutical form, expiry date, etc.). 


In case of multilingual packaging, the name in Braille has to be printed in all the different languages 
concerned. 


It should be noted that there is no need to put the name in Braille on the packaging of products which 
are only intended for administration by health care professionals. 


In case of small volume packages (up to 10 ml) with limited space capacity, alternative means of 
providing Braille information may be considered, e.g. use of contracted Braille system or certain 
defined abbreviations or addition of a supplementary “tab” label. 


At the time of submission of the application, applicants should address in Module 1 - section 1.3.6 of 
the application dossier the proposed implementation of the Braille requirements on the packaging of 
the medicinal product. In addition, the information that will appear in Braille on the printed outer 
packaging should be mentioned, if applicable, as normal text in section 16 of the outer packaging 
labelling (Module 1 - section 1.3.1 – Annex IIIA) and, where applicable and feasible, should be 
indicated with dots on the mock-ups (Module 1 – section 1.3.2). 


3.1.4.2.  Package leaflet for blind and partially sighted 


On request from patient’s organisations the package leaflet should be provided for partially-sighted 
people in a suitable print, taking into consideration all aspects determining the readability. For blind 
people the text has to be provided in an appropriate format, e.g. perceptible by hearing (CD-ROM, 
audiocassette, etc.) or in Braille. Choice of the appropriate medium should be made by the MAH in 
consultation with representatives of organisations for the blind and partially-sighted.  


Further guidance on the implementation of the requirements for Braille and the requirements for the 
package leaflet for the blind and partially-sighted is provided in the European Commission  ‘Guideline 
on the Readability of the Labelling and Package Leaflet of Medicinal Products for Human Use’.  


References 


• Article 56a of Directive 2001/83/EC, as amended 


• “Guideline on the Readability of the Labelling and Package Leaflet of Medicinal Products for Human 
Use”, the Rules governing Medicinal Products in the European Community, Notice to Applicants, 
Volume 2C 


3.1.5.  What additional information can I include on the outer packaging of 
my medicinal product? Rev. Dec 2017 


Directive 2001/83/EC establishes the main principles for the information to be included on the outer 
packaging of medicinal products. The mandatory information to be included on the outer packaging of 
a medicinal product is defined in Article 54. In addition, information required for a particular Member 
State in accordance with Article 57 has to be included in the so called “blue box” (a boxed area 
included in the labelling, with a blue border, aimed at containing information specific to each Member 
State).  


According to Article 62 of Directive 2001/83/EC, the outer packaging and the package leaflet of a 
medicinal product may contain also additional symbols, pictograms to clarify certain mandatory 
information and other information, but only in case if it complies with all of the following 
requirements: 
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- it is compatible with the Summary of Product Characteristics; 


- it is useful to the patient; 


- it does not contain any element of a promotional nature. 


If the applicant proposes to include on the packaging of the medicinal product such additional 
information, a justification that the above requirements are met should be included in the submission 
(section 1.3.2 of Module 1).  


Examples of additional elements on the outer packaging often proposed by the applicants include: 


- Various symbols and pictograms used to explain the appropriate and safe use of the 
medicine. As an example, considerations on this aspect for non-prescription medicines are 
included in draft “QRD recommendations on pack design and labelling for centrally authorised 
non-prescription human medicinal products.” 


- Quick response codes. For further guidance please refer to guidance document “Quick 
Response (QR) codes in the labelling and package leaflet of centrally authorised medicinal 
products”. 


- Company Logo. It is acceptable to include the logo of the marketing authorisation holder, as 
this complements the name of the marketing authorisation holder already included on the 
outer packaging, and can help patients to identify the legal entity responsible for the product. 
Similarly, if the name of a local representative is mentioned in the “blue box” also the logo of 
the local representative can be included there (i.e. inside the “blue box” only, together with the 
name of the company).  


On the contrary, inclusion of an additional logo of a different company next to the logo of the 
marketing authorisation holder or elsewhere on the packaging could cause confusion among 
patients and could also be considered as an element of promotional nature therefore cannot be 
accepted. This applies also to co-promotion and co-marketing partners (unless the second 
company is also a local representative and its logo is placed inside the “blue box” together with 
the name of the company). 


- Trademark statements cannot be considered as useful to the patient, and could be regarded 
as an element of promotional nature. Therefore, in principle, such statements should not be 
included on the packaging and the package leaflet, unless the non-inclusion of such trademark 
statement would constitute a breach of trademark law. 


- Similarly, statements on licencing relationships between companies, and also copyright 
statements, cannot be considered as useful to the patient, and consequently are not accepted 
on the packaging and the package leaflet. 


References 


• Directive 2001/83/EC 


• Notice to Applicants Guideline on the packaging information of medicinal products for human use 
authorised by the Union 


• Quick Response (QR) codes in the labelling and package leaflet of centrally authorised medicinal 
products 


• QRD recommendations on pack design and labelling for centrally authorised non-prescription 
human medicinal products 
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• See also questions “When should I submit mock-ups and/or specimens?”, “Where in the medicinal 
product information can I mention a local representative?” 


3.1.6.  When should I submit mock-ups and/or specimens? Rev. Feb 2015 


Mock-ups and specimens of the outer and immediate packaging together with the package leaflet must 
be submitted by the applicant/MAH to the EMA for review, before commercialisation of the medicinal 
product. 


A "Mock-up" is a copy of the flat artwork design in full colour, presented so that, following cutting and 
folding where necessary, it provides a replica of both the outer and immediate packaging, so that the 
three dimensional presentation of the labelling text is clear.  


A "Specimen" is a sample of the actual printed outer and immediate packaging materials and package 
leaflet (i.e. the sales presentation). 


The checking process of mock-ups and specimens in the Centralised Procedure is based on the 
following general principles: 


• The European medicines Agency (EMA), through the translations checking policy, will ensure that 
high-quality product information in all EU languages, as prepared by the MAH and checked by the 
Member States prior to the granting of the MA, is included in Commission Decisions on centrally 
authorised medicinal products; 


• MAHs are responsible for the correct implementation of the agreed product information texts in 
their printed packaging materials, in line with the Commission Decision and relevant EU legislation; 


• The EMA will not perform a detailed linguistic check of mock-ups and specimens, but rather a 
general check from the viewpoint of readability in order to contribute to the safe use of medicines; 


• The EMA can, at any time, request specific specimens from the MAH for review (e.g. further to a 
safety-related or product defect issue). 


Based on the above, EMA will not check the national requirements included in the blue box. However, 
the fact that the mock-up has to be a real example of the sales presentation implies that the mock-up 
should indicate how the information specifically required by Member States (such as price, 
reimbursement, legal status, identification and authenticity) will be presented in the ‘blue box’. This 
means that if at the time of submission of the mock-ups this specific information is not yet known, at 
least an indication should be given of the way in which this information will be printed in the ‘blue box’ 
on the outer packaging i.e. the blue outline of the ‘blue box’ should be displayed to show the location 
of the ‘blue box’ on the outer carton.  


Details on the ’blue box’ content, for each Member States, are given in the Annex of the “Guideline on 
the packaging information of medicinal products for human use authorised by the Union” as published 
by the European Commission in the Notice to Applicants, Volume 2C. 


The inclusion of a national barcode on the labelling would normally be viewed as a Member State 
driven requirement located within the ‘blue box’ on the outer carton. However, EMA can also accept 
the inclusion of a national barcode on the immediate packaging (e. g. for traceability purposes), where 
space and readability permit.  


Applicants should provide the EMA with mock-ups and/or specimens for new applications in accordance 
with the following requirements: 
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3.1.6.1.  Mock-ups 


• At the time of submission of the application, one English colour full-size mock-up and one 
multi-lingual colour full-size mock-up (“worst-case”) of the outer and immediate packaging for 
each pharmaceutical form in each container type in the smallest pack-size must be included in 
Module 1.3.2 of the application. Mock-ups of the package leaflet may be included (optional). 


• By day 121, revised mock-ups of the labelling and package leaflet should be submitted within 
Module 1.3.2 as part of the answers to the list of questions, in case of comments or in case the 
applicant changes the overall design. 


• By day 181, further mock-ups may need to be submitted if there any outstanding comments 
made at Day 150 to be solved prior to the opinion. 


• The applicant will liaise with the EMA by e-mail to muspecimens@ema.europa.eu to resolve any 
outstanding comment on the mock-ups of labelling and package leaflet prior to the adoption of the 
opinion. 


• Submission of further mock-ups for review is not required after adoption of the Opinion. However, 
EMA would be willing to perform an additional review of updated mock-ups in the post-opinion 
phase, if requested by applicants prior to specimen printing. 


3.1.6.2.  Specimens 


• At the latest 15 working days before marketing, one set of relevant specimens examples of 
the outer and immediate packaging and package leaflet for each strength or for each different total 
content per total volume (when the strength is expressed as concentration per unit volume (x 
mg/ml)) and each pharmaceutical form in each container type need to be provided to the EMA 
(using the “Specimen Submission Form” (see EMEA/305821/2006): 


− before first marketing in the EU, 


− before first marketing as a multi-lingual pack (if different from the first specimens sent to the 
EMA), 


− when any other multi-lingual pack is marketed with a higher number of languages than the 
multi-lingual pack(s) previously reviewed. 


The EMA will perform a general check from the viewpoint of readability within 15 working days, and 
will check if any previous comments on mock-ups/specimens have been duly implemented. The 
applicant will be informed about the outcome of the check. 


For any questions on the checking process or to discuss upcoming mock-up/specimen submissions 
please contact the EMA on: muspecimens@ema.europa.eu. 


References 


• Directive 2001/83/EC, as amended  


• Checking Process of Mock-Ups and Specimens of outer/immediate labelling and package leaflets of 
human medicinal products in the Centralised Procedure (EMEA/305821/2006) 


• “Guideline on the packaging information of medicinal products for human use authorised by the 
Community”, the Rules governing Medicinal Products in the European Community, Notice to 
Applicants, Volume 2C  


• The Linguistic Review Process of Product Information in the Centralised Procedure (EMEA/5542/02) 
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3.1.7.  How are ATC codes and international non-proprietary names (INN) 
applied within the centralised procedure? Rev. Nov 2015 


3.1.7.1.  ATC codes 


The Anatomical Therapeutic Chemical (ATC) classification is a system in which medicinal products are 
divided into different groups according to the organ or system on which they act and their chemical, 
pharmacological and therapeutic properties.  The medicinal products are classified in groups at five 
different levels.  


The Applicant for a Marketing Authorisation should apply for an ATC Code using the application form on 
the WHO website. For information on data to be submitted together with the application form please 
refer to the WHO website (www.whocc.no). 


Within the Centralised Procedure, the ATC code is used in the application form for a Marketing 
Authorisation (MA) and in the Summary of Products Characteristics (SPC). The Applicant should bear in 
mind that, if an ATC code is not yet assigned to the Medicinal Product, no temporary code should be 
mentioned in the SPC and “Not yet assigned”, should appear in section 5.1 of the SPC. The 
proposed/temporary code should however be mentioned in the application form for a MAA. If an ATC 
code has been assigned, it should be given in section 5.1 of the SPC without any spaces and without 
brackets (e.g. N02BE01).  


When the Applicant receives the final ATC code from the WHO, if this happens before CHMP opinion, 
the EMA should be informed as soon as possible in writing with the appropriate proof of the change in 
status from WHO and the SPC should be amended accordingly. If the ATC code is obtained after 
opinion, the EMA should be informed and the SPC should be amended accordingly either as a Type IA 
Variation or at the occasion of another variation after the Commission Decision has been obtained. The 
same procedure applies, in case of a revision of a final ATC code by the WHO for medicinal products 
already authorised. 


3.1.7.2.  INN 


An International Non-proprietary Name (INN) identifies a pharmaceutical substance or active 
pharmaceutical ingredient by a unique name that is globally recognised and is public property. The aim 
of the INN system has been to provide health professionals with a unique and universally available 
designated name to identify each pharmaceutical substance. To make INNs universally available they 
are formally placed by WHO in the public domain, hence their designation as “non-proprietary”. 


The names, which are given the status of an INN are selected by the WHO on the advice of experts 
from the WHO Expert Advisory Panel on the International Pharmacopoeia and Pharmaceutical 
Preparations. The process of INN selection follows three main steps: 


• A request/application is made by the manufacturer or inventor, using an ‘INN request form’ from 
WHO website (http://www.who.int)  


• After a review of the request a proposed INN is selected and published for comments in WHO Drug 
Information  


• After a time period for objection has lapsed, the name will obtain the status of a recommended INN 
and is published as such by the WHO if no objection has been raised 


If applicants for Marketing Authorisation (MA) wish to apply for an INN, it is strongly recommended to 
liaise with WHO well in advance of MA submission, in order to obtain a recommended INN for their 
pharmaceutical substance as soon as possible and preferably no later than the CHMP opinion is 
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obtained.  Within the Centralised Procedure, the INN is used throughout the MA dossier. If a 
recommended INN is not available at submission, the proposed INN can be used in the application 
form and in the Product Information (PI). When the applicant receives the recommended INN from the 
WHO, if this happens before CHMP opinion, the EMA should be informed as soon as possible in writing 
with the appropriate proof of the change in status from WHO and the PI should be amended 
accordingly. If the INN is obtained after opinion, the EMA should be informed and the PI should be 
amended accordingly either as a Type IA Variation or at the occasion of another variation after the 
Commission Decision has been obtained. 


For certain biologicals, because of their complexity, general rules for INN are not easily formulated. 
Some of these substances may have descriptive names assigned by other institutions. These names 
may not be suitable as INNs. Some nomenclature schemes for groups of biological compounds are 
provided in the WHO guideline.  


For vaccines the INN is not applicable and in these cases either the pharmacopoeial or common name 
of the antigens should be used. 


In the absence of INN, the common name or scientific name of the pharmaceutical substance should 
be used.  


References 


• WHO Collaborative Centre for Drug Statistic Methodology website   


• WHO “Guidelines on the Use of International Non-proprietary Names (INNs) for Pharmaceutical 
Substances” (WHO/PHARM S/NOM 1570); 


• ‘Guideline on Summary of Product Characteristics (October 2009)’ the Rules governing Medicinal 
Products in the European Community, Notice to Applicants, Volume 2C; 


• WHO “International Non-proprietary Names (INN) For Biological and Biotechnological Substances” 


3.1.8.  Do I have to submit samples together with my application? Rev. May 
2006 


Samples for testing the proposed medicinal product are not required at time of submission of the 
application.  


The CHMP may however request the testing of samples of the medicinal product and/or its ingredients 
during the assessment of the application in accordance with the provisions of Article 7 (b) of 
Regulation (EC) No 726/2004. 


In this case the Rapporteur and/or Co-Rapporteur will specify a test protocol (type of samples, number 
of samples, number of batches, testing to be performed and methods and specifications to be used) 
and agree with the EMA which Official Medicines Control Laboratory (OMCL) or other laboratories 
designated for this purpose by a Member State will carry out the required testing.  


Sampling and testing will be co-ordinated by the EMA in collaboration with the European Directorate 
for the Quality of Medicines and Healthcare (EDQM).  


The results of the tests are reported to the EMA, Rapporteur and Co-Rapporteur and the CHMP for 
consideration in finalising the CHMP Assessment Report.  


References 


• Regulation (EC) No 726/2004 
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3.1.9.  When and how should I submit information on user consultation? Jul 
2006 


Articles 59(3) and 61(1) of Directive 2001/83/EC, as amended, require that the package leaflet reflects 
the results of consultations with target patient groups (‘user consultation’) to ensure that it is legible, 
clear and easy to use and that the results of assessments carried out in cooperation with target patient 
groups are provided to the competent authority. 


A user consultation is always required in the following situations: 


• First authorisation of a medicinal product with a new active substance, 


• Medicinal products which have undergone a change in legal status, 


• Medicinal products with a new presentation, 


• Medicinal products with particular critical safety issues. 


However, reference to already approved package leaflets may be acceptable where appropriate, based 
on a sound justification by the applicant. Examples of when this may be considered acceptable as well 
as the considerations to be taken into account when choosing the types of ‘reference’ package leaflets 
are detailed in the “Guidance concerning consultations with target patient groups for the package 
leaflet”. 


If user consultation has been performed on a package leaflet in the old QRD templates, there is no 
need to be retested when updating according to the new QRD templates. However, it should be noted 
that compliance with the QRD templates does not exempt from the obligation to undertake a user test 
or other form of user consultation. See also “What is the QRD product information?” 


The package leaflet should be legible, clear and easy to read in all EEA languages, but it is normally 
sufficient to undertake user consultation in one EEA language. However, results of user consultation 
should be presented in English in order to allow assessment. 


3.1.9.1.  Methods of user consultation 


The legislation does not define a precise method to be used for user consultation.  


One of the possible ways of complying with the new legal requirement is by performing a ‘user testing’ 
of the package leaflet, i.e. to test the readability of a specimen with a group of selected test subjects. 
It is a development tool which is flexible and aims to identify whether or not the information as 
presented, conveys the correct messages to those who read it. Testing itself does not improve the 
quality of the information but it will indicate where there are problem areas which should be rectified. 


Other methods than user testing may be acceptable provided that the outcome ensures that the 
information is legible, clear and easy to use so that patients can locate important information within 
the package leaflet, understand it and enables the user to act appropriately. Such alternative 
methodology will have to be justified by the applicant and will be considered on a case-by-case basis. 


An example of a method for user testing of a package leaflet is provided in the Annex 2 of “A Guideline 
on the Readability of the Label and Package Leaflet of Medicinal Products for Human Use”. 


Further guidance on one way of user testing is also provided in the “EFPIA General Recommendations 
for Readability User Testing of Package Leaflets for Medicinal Products for Human Use Submitted or 
Approved under the European Centralised Procedure” and its Annexes (www.efpia.eu). 
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3.1.9.2.  Submission and assessment of information on user consultation 


During the pre-submission phase the applicant may discuss how to address ‘user consultation’ with 
EMA and (Co-) Rapporteur, if necessary. This discussion may indicate whether new ‘user consultation’ 
would be necessary or whether a justification for its absence or ‘focused’ user testing could be 
acceptable. 


At the time of submission of the application, information regarding the ’user consultation’ performed 
together with a presentation of its results, or a justification for not performing such consultation, is to 
be included in Module 1 (Section 1.3.4) of the dossier. The presentation of results should be shortened 
to a summary explaining how the consultation was executed and how the resulting package leaflet 
accommodated any need for change. The recommended structure of such a summary is provided in 
the “Guidance concerning consultations with target patient groups for the package leaflet”. 


In their assessment reports, the (Co-) Rapporteur will include the assessment of the results of user 
consultation or of the justification for its absence as well as a conclusion on the overall readability of 
the package leaflet. It should be noted that, if not included in the initial submission, the results of user 
consultation or any further clarification, as requested, will have to be submitted as part of the answers 
to the list of questions at Day 121.  


The user consultation results and the (Co-) Rapporteur’s assessment will also be forwarded to QRD 
Group, as useful information when reviewing the draft product information. 


Further details on the assessment of information on user consultation can be found in the EMA 
Operational Procedure on Handling of “Consultation with target patient groups” on Package Leaflets 
(PL) for Centrally Authorised Products for Human Use (EMEA/277378/2005). 


References 


• Directive 2001/83/EC, as amended 


• “Guideline on the Readability of the Label and Package Leaflet of Medicinal Products for Human 
Use”, the Rules governing Medicinal Products in the European Community, Notice to Applicants, 
Volume 2C 


• “Guidance concerning consultations with target patient groups for the package leaflet”, the Rules 
governing Medicinal Products in the European Community, Notice to Applicants, Volume 2C 


• EMEA Operational Procedure on Handling of “Consultation with target patient groups” on Package 
Leaflets (PL) for Centrally Authorised Products for Human Use (EMEA/277378/2005) 


3.1.10.  Where in the medicinal product information can I mention a local 
representative? Rev. Jan 2006 


Some Holders of Community Marketing Authorisations have requested that there be a contact point 
identified in the Package Leaflet and on the label. This would normally be the Holder of the Community 
Marketing Authorisation. However, a Marketing Authorisation Holder may wish to add the name of 
another (local) contact point, the "local representative". 


"Local representative" shall be taken to mean: any private or legal person established in the 
Community charged, through a civil contract with the Marketing Authorisation Holder, with 
representing him in a defined (geographical) area; this contract excluding any transfer of any 
responsibility imposed on the Marketing Authorisation Holder by Community law and by national law, 
regulation and administrative action implementing such Community law.  
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The "local representative" may be indicated:  


• In the Package Leaflet, under heading 6 as detailed in the QRD Product information Template, by 
name, telephone number and electronic e-mail address (optional) only. Postal address may be 
added space permitting, 


and 


• By name in the blue box on the label, as long as not interfering with the legibility of the EU text on 
the outer packaging, and if mentioned in the leaflet. 


All telephone numbers should be accessible when dialled from abroad (e.g. when a toll free number is 
given which is not accessible from abroad, an alternative international number may have to be added). 


Reference to website addresses or to e-mails linking to websites are not allowed neither for the 
marketing authorisation holder nor for the local representative. 


Designation of a local representative cannot be a requirement but, when the Holder of a Community 
Marketing Authorisation wishes to identify a local representative in the Leaflet, all of the Community 
must be covered so that the consumer in each Member State and EEA country has equivalent access to 
a local representative. A local representative may be designated for more than one Member States or 
EEA country and may be also the Marketing Authorisation Holder when no other local representative is 
indicated.  


Moreover it is reminded that, in principle, only one local representative should be indicated per 
Member State or EEA country. Local representatives should be able to address queries in the local 
official EEA language(s) of the country for which he or she is designated.  


There has been some confusion with regard to terms such as ‘exploitant’, ‘technical director’, 
‘distributor’ etc. Since there is neither a commonly agreed understanding of these terms nor equivalent 
legal definitions of these terms amongst the Member States, and in the absence of any reference or 
definition in Community law, reference to such terminology will not be accepted for a medicinal product 
authorised by the Community.  


It must be recalled that Member States may not require that a local representative of the Marketing 
Authorisation Holder be appointed for their territory. Therefore, the arrangements outlined above are 
purely optional for Holders of the Community Marketing Authorisations.  


References 


• “Guideline on the packaging information of medicinal products for human use authorised by the 
Community” the Rules governing Medicinal Products in the European Community, Notice to 
Applicants, Volume 2C 


• QRD Templates with Explanatory Notes 


3.1.11.  What legal status can I obtain for my medicinal product? Rev. Jul 
2006 


In accordance with Article 9(4)(b) of Regulation (EC) No 726/2004, the documents annexed to the 
CHMP favourable opinion to the granting of a Marketing Authorisation for a medicinal product shall 
include “details of any conditions or restrictions which should be imposed on the supply or use of the 
medicinal product concerned, including the conditions under which the medicinal product may be made 
available to patients, in accordance with the criteria laid down in Title VI of Directive 2001/83/EC, as 
amended”. 
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The classification for the supply of the medicinal product to the patient is also referred to as ‘Legal 
Status’. 


3.1.11.1.  Categories for the Legal Status of a medicinal product 


At the first level, ‘main categories’, the medicinal product is classified either as: 


• subject to medical prescription or  


• not subject to medical prescription 


To this end, the criteria laid down in Article 71(1) of Directive 2001/83/EC, as amended, should be 
taken into account. 


For products subject to medical prescription, where applicable, there is a second level and the EMA 
may have to apply one of the following additional ‘sub-categories’, in accordance with Article 70(2) of 
Directive 2001/83/EC as amended: 


• Medicinal product subject to special medical prescription 


• Medicinal product on restricted medical prescription, reserved for use in certain specialised areas 


To this end, the factors laid down in Article 71 paragraphs 2 and 3 should be taken into account. 


Medicinal products, which meet the criteria for both above-mentioned ‘sub-categories’, will be subject 
to special and restricted medical prescription. 


There is another ‘sub-category’ foreseen in Article 70(2) of Directive 2001/83/EC, as amended, i.e.: 
‘medicinal products on medical prescription for renewable or non-renewable delivery’. The 
definition and therefore also the implementation may vary in those Member States where the ‘sub-
category’ exists. Therefore it has been decided that for centrally authorised products such ‘sub-
category’ will not be explicitly mentioned in the Opinion/Decision, leaving for Member States the 
possibility of the implementation of the ‘sub-category’ in accordance with national measures and in 
compliance with the content of the SPC.  


3.1.11.2.  Implementation of the Legal Status in the CHMP Opinion 


At the pre-submission stage applicants should include a proposed classification for the supply of the 
medicinal product in their “notification of intention to submit an application” to be sent to the EMA at 
least 7 months before submission. At the time of the submission of the application applicants should 
indicate their proposal for Legal Status in the section 2.3 of the Module 1 application form (available in 
the Notice to Applicants (NTA) Volume 2B - Application Form: Module 1.2 Application form). 


The CHMP refers to the above-mentioned criteria and factors where it comes to take a decision on the 
Legal Status. 


The Legal Status will be mentioned in the CHMP opinion and in the Commission decision. 


In the CHMP opinion, the Legal Status will be reflected in the following annexes: 


• Annex I of the CHMP opinion (Summary of Product Characteristics) 


Wherever appropriate, the SPC will include in section 4.2 an explanation on how the medicinal product 
should be supplied to patients (e.g. to be administered in a hospital setting or prescribed by specialists 
only, or specific type of care during the treatment of a chronic disease). 
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• Annex II.B of the CHMP opinion (Conditions or restrictions regarding supply and use) should 
mention one of the categories below: 


− medicinal product not subject to medical prescription 


− medicinal product subject to medical prescription 


− medicinal product subject to special medical prescription 


− medicinal product subject to restricted medical prescription (See Annex I: Summary of Product 
Characteristics, section 4.2) 


− medicinal product subject to special and restricted medical prescription (See Annex I: 
Summary of Product Characteristics, section 4.2) 


• Annex III.A of the CHMP opinion (Labelling) 


The outer packaging should mention either “medicinal product not subject to medical prescription” or 
“medicinal product subject to medical prescription” (without specifying “restricted” and/or “special”) 


As regards mock-ups and specimens, the use of any ‘sub-category’ at national level (e.g. 
renewable/non-renewable) and the information required to express this, should be addressed in the 
blue box (see also “When shall I submit mock-ups and/or specimens?”).  


This information may concern either one, or more, ‘sub-categories’ listed in Article 70(2) of Directive 
2001/83/EC as amended, or a specific way of conveying particular information about the Legal Status. 
Some Member States use symbols or expressions/specific wordings. Such symbols or expressions are 
set out in the Annex to the "Guideline on the packaging information of medicinal products for human 
use authorised by the Community". The EMA strongly advises Applicants to follow this guideline since 
compliance with the guideline ensures compliance with Community legislation.  


3.1.11.3.  Change of Legal Status 


According to Article 74 of Directive 2001/83/EC as amended, when new facts are brought to its 
attention, the EMA shall examine and, as appropriate, amend the classification of a centrally authorised 
medicinal product, by applying the criteria listed in Article 71 of that Directive. 


The data requirements for an application to change the classification for the supply of a medicinal 
product from to prescription to non-prescription (“Switch”) are outlined in Part 2 of the “Guideline on 
changing the classification for the supply of a medicinal product for human use”. 


In addition, according to Article 74a of the same Directive, a change of classification may benefit from 
one year of protection. This 1-year period of protection covers significant pre-clinical tests or clinical 
trials carried out for the purpose of substantiating an application for a change of classification. 
Commission decisions authorising a change of classification will contain a clear statement of whether 
the change is based on significant pre-clinical tests or clinical trials. A change of classification 
authorised after 20 November 2005 may benefit from this year of protection. 


Further information on Legal Status is provided in the “Guideline on Legal Status for the supply to the 
patient of centrally authorised medicinal products” (EMEA/186279/2006). 


References 


• Regulation (EC) No 726/2004 


• Directive 2001/83/EC 
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• Guideline on Legal Status for the supply to the patient of centrally authorised medicinal products 
(EMEA/186279/2006)  


• “Guideline on the packaging information of medicinal products for human use authorised by the 
Community”, the Rules governing Medicinal Products in the European Community, Notice to 
Applicants, Volume 2C 


• “Guideline on changing the classification for the supply of a medicinal product for human use”, the 
Rules governing Medicinal Products in the European Community, Notice to Applicants, Volume 2C 


3.1.12.  What is a multipack presentation and which information should I 
include in the product information for a multipack presentation? NEW Feb 
2018 


The ‘Guideline on the packaging information of medicinal products for human use authorised by the 
Union’ defines ‘multipacks’ as ‘packs composed of several single packs of the same strength of a 
medicinal product.’ The single packs should be understood as single authorised packs. Thus, it is 
acceptable to include the term ‘multipack’ only when it refers to a presentation composed of several 
single authorised packs of the same strength. 


The multipack outer carton should display all legally required items (including blue box). The inner 
boxes should not contain the blue box and each individual inner box should contain a package leaflet. 
Information in Braille, when applicable, should be present on both the outer packaging and inner 
boxes. The inner boxes should include the mention ‘can’t be sold separately’.  


All other relevant statements to include in the product information for a multi pack presentation are 
described in the QRD product information annotated template (i.e. in Section 6.5. of the SmPC, in the 
labelling and the package leaflet). 


References 


• Notice to Applicants Guideline on the packaging information of medicinal products for human use 
authorised by the Union 


• QRD Product Information template with explanatory notes 


 


3.2.  Orphan and paediatric requirements 


3.2.1.  Do I need to address any paediatric requirements in my application? 
Rev. Feb 2012 


Regulation (EC) No 1901/2006 (the ‘Paediatric Regulation’) lays down obligations, rewards and 
incentives for the development and placing on the market of medicines for use in children. The 
Paediatric Regulation places some obligations for the applicant when developing a new medicinal 
product, in order to ensure that medicines to treat children are subject to ethical research of high 
quality and are appropriately authorised for use in children, and to improve collection of information on 
the use of medicines in the various subsets of the paediatric population. The paediatric population is 
defined as the population between birth and the age of 18 years (meaning up to but not including 18-
years). 
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As set out in Article 7 of the Paediatric Regulation, applications concerning a medicinal product “not 
authorised in the Community” on 26 July 2008 must include one of the following documents/data in 
order to be considered ‘valid’: 


• The results of all studies performed and details of all information collected in compliance with an 
agreed Paediatric Investigation Plan (PIP). 


This means that the application will have to include the PIP decision but also the results in accordance 
with the agreed PIP.  


• A decision of the EMA on a PIP including the granting of a deferral. 


This means that the application will have to include the PIP decision including the deferral granted and 
if applicable, any completed studies. 


• A decision of the EMA granting a product-specific waiver. 


• A decision of the EMA granting a class waiver together with the EMA confirmation letter of 
applicability if requested by the MAH. 


Where results of paediatric studies are submitted, applicants should include in the clinical overview a 
rationale supporting the proposed changes to the Product Information. In particular, if the PIP is 
completed and the results of all studies are available, the applicant should explicitly discuss why the 
generated data support or do not support the intended paediatric indication(s) stated in the PIP. 


Inclusion of the results of all studies performed in compliance with an agreed Paediatric Investigation 
Plan requirement in the Product Information is a prerequisite for benefiting from the paediatric reward 
(Article 36(1) of Regulation (EC) No 1901/2006). 


The Global Marketing Authorisation (GMA) concept together with the notion of “same marketing 
authorisation holder” should be used to determine whether an application concerns a “medicinal 
product for human use which is authorised or not in the Community”. Further information can be found 
in the Procedural Advice document on “applications for PIPs, Waivers and Modifications” which is 
available on the EMA website under ‘Special Topics - Medicines for children’. 


However, the following types of application are exempted from the application of the above 
requirements: 


• Generic medicinal products (Art 10(1) of Directive 2001/83/EC) 


• Hybrid medicinal products (Art 10(3) of Directive 2001/83/EC) 


• Similar biological medicinal products (Art 10(4) of Directive 2001/83/EC) 


• Medicinal products containing active substance(s) of well-established medicinal use (Art 10a of 
Directive 2001/83/EC) 


Furthermore, when planning submission of their marketing authorisation application, the applicant has 
to take into account also the need for a “PIP compliance check” to be done. 


Such compliance check consists of verifying that the fulfilments of the measures as mentioned in the 
PIP decision including the timelines for the conduct of the studies or collection of the data are fulfilled. 
The compliance check procedure is explained in the document “Questions and answers on the 
procedure of paediatric-investigation-plan compliance verification at the European Medicines Agency”. 
Applicants are strongly recommended to apply for the compliance check before submission of the 
marketing authorisation application to not delay the validation phase.  
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Further details on the format timing and content of PIP or waiver applications as well as on the 
compliance check can be found in the Commission guideline. In addition, deadlines for submission of 
PIP or Waiver applications and application templates as well as “Procedural Advice documents 
respectively regarding applications for PIPs, Waivers and Modifications” and “validation of new MAA, 
Variation/Extension applications and compliance check with an agreed PIP” are available on the EMA 
website in section “Special Topics - Medicines for children”. 


References 


• Regulation (EC) No 1901/2006 


• Commission Guideline on “The format and content of applications for agreement or modification of 
a paediatric investigation plan and request for waivers or deferrals and concerning the operation of 
the compliance check and on criteria for assessing significant studies”  


• Procedural Advice document related to “Paediatric investigation plans (PIPs), waivers and 
modifications” 


• Questions and answers on the procedure of paediatric investigation plan compliance verification at 
the European Medicines Agency 


• EMA website, section “Special Topics - Medicines for children” 


3.2.2.  What aspects should I consider if my medicinal product has been 
designated as an orphan medicinal product at the time of submission of my 
application? Feb 2013 


If your medicinal product has been designated as an orphan medicinal product, you will have to 
consider the following points at the time of submission of your application for marketing authorisation: 


• The applicant for the marketing authorisation application will have to be the same as the holder of 
the orphan designation; where necessary, the orphan designation will have to be transferred to the 
new sponsor in advance of the submission of the application for marketing authorisation. In case 
the sponsor remains the same person or legal entity but changes its name and/or address, a letter 
should be sent to the Agency indicating the new name and/or address details and confirming that 
the identity of the Sponsor remains the same. 


• The therapeutic indication requested for your medicinal product will have to fall within the scope of 
the orphan designation, i.e. the therapeutic indication applied for cannot be broader than the 
orphan indication. Reference is made on this regard to Article 7(3) of Regulation (EC) No 141/2000 
(“Orphan Regulation”), which provides that the marketing authorisation granted for an orphan 
medicinal product shall cover only those therapeutic indications which fulfill the criteria for 
designation set out in Article 3. 


• It is not possible to combine within the same application for marketing authorisation orphan and 
non-orphan indications. However, this is without prejudice to the possibility of applying for a 
separate marketing authorisation for other indications which have not been designated as orphan, 
as provided for in the Orphan Regulation. 


• You will have to submit at the same time as the submission of the initial application for marketing 
authorisation, a report on the maintenance of the orphan designation criteria, which will be 
reviewed by the COMP. This report should be addressed to the Head of the Orphan Medicines 
Section. 


References 
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• Regulation (EC) No 141/2000 on orphan medicinal products 


• Guideline on the format and content of applications for designation as orphan medicinal products 
and on the transfer of designations from one sponsor to another 


• Sponsor’s report on the maintenance of the designation criteria at the time of marketing 
authorisation applications for a designated orphan medicinal product 


3.2.3.  What aspects should I consider if the designation for my orphan 
medicinal product is still pending at the time of submission of my 
application for marketing authorisation? Rev. Dec 2015 


When an application for orphan designation is still pending at time of submission of the application for 
marketing authorisation, it is nevertheless possible for the medicinal product to be authorised as an 
orphan medicinal product, provided that the orphan designation is granted and confirmed by the COMP 
before the granting of the marketing authorisation. 


However, in such cases, the eligibility to the centralised procedure (which precedes the submission of 
the application for marketing authorisation) cannot be based on Article 3(1), Annex 4 – Orphan 
designated medicinal product. Similarly, a fee reduction will not be applicable, as it can only be 
considered if orphan designation has already been granted at the time of submission of the application 
for marketing authorisation.  


References 


• Fees payable to the European Medicines Agency 


3.2.4.  What aspects should I consider if there are other orphan medicinal 
products for a condition related to my proposed therapeutic indication? 
Rev. Feb 2017 


In advance of submission of your application for marketing authorisation, irrespective of whether your 
medicinal product has been designated as orphan or not, you are advised to check the Community 
register of orphan medicinal products, for information on medicinal products designated as orphan 
which are under market exclusivity protection. 


You will have to indicate in the application form (section 1.2.2) if any medicinal product has been 
designated as an orphan medicinal product for a condition relating to the therapeutic indication 
proposed in your application and, if applicable, specify the respective orphan designation number. 


If any of the designated orphan medicinal products has been granted a marketing authorisation in the 
Union, and a period of market exclusivity is in force, you will have to provide in Module 1.7.1 a 
similarity report addressing the possible similarity between your medicinal products and the orphan 
medicinal product(s) which have received a marketing authorisation. 


This legal requirement arises from Article 8(1) of the Orphan Regulation which provides that where a 
marketing authorisation in respect of an orphan medicinal product is granted, the Agency and the 
Member States shall not, for a period of 10 years, accept another application for a marketing 
authorisation, or grant a marketing authorisation or accept an application to extend an existing 
marketing authorisation, for the same therapeutic indication, in respect of a similar medicinal product. 


Article 3 of Commission Regulation (EC) No 847/2000 defines similar medicinal product as a 
medicinal product containing a similar active substance or substances as contained in a currently 
authorised orphan medicinal product, and which is intended for the same therapeutic indication. 
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It also defines similar active substance as an identical active substance, or an active substance with 
the same principal molecular structural features (but not necessarily all of the same molecular 
features) and which acts via the same mechanism. 


Based on the above mentioned definitions, the assessment of similarity between two medicinal 
products takes into consideration the following criteria 


• Principal molecular structural features, 


• Mechanism of action and 


• Therapeutic indication. 


If significant differences exist within one or more of these criteria, the two products will not be 
considered as similar. These criteria are explained in the Guideline on aspects of the application of 
Article 8(1) and 8(3) of Regulation (EC) No 141/2000: Assessing similarity of medicinal products 
versus authorised orphan medicinal products benefiting from market exclusivity and applying 
derogations from that market exclusivity. 


For information on the procedure and timetable for assessment of similarity and, where applicable, 
derogation report vis-à-vis authorised orphan medicinal products, please refer to Q&A “What is the 
procedure and timetable for assessment of similarity and, where applicable, derogation report vis-à-vis 
authorised orphan medicinal products?”. 


Please note that if the Agency identifies a possible similarity issue not addressed by the applicant 
before validation, the applicant will be asked to complete the application with information on similarity 
and, if applicable, on one of the derogations. Validation of the application will only proceed once the 
applicant has submitted a report justifying the lack of similarity or, if similar, additional information 
justifying one of the derogations in Article 8(3). 


The flowchart below illustrates the Agency validation of marketing authorisation applications with 
respect to orphan similarity and derogation. 
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As considerable time may elapse between validation of an application and adoption of an opinion, if 
applicants become aware of medicinal products which have been authorised as orphans for a condition 
related to the therapeutic indication proposed in their application, this information should be 
communicated promptly to their Procedure Manager at the Agency in order to arrange for the 
submission of updated application form and modules 1.7.1 and 1.7.2, as applicable. 


In any case, the Agency will check at certain milestones of the procedure, i.e. Day 120, Day 180 and 
prior to adoption of a CHMP opinion whether new orphan medicinal products have been authorised for 
the same condition. 


References 


• Regulation (EC) No 141/2000 on orphan medicinal products 


• Regulation (EC) No 847/2000 


• Community register of orphan medicinal products 


• Guideline on aspects of the application of Article 8(1) and 8(3) of Regulation (EC) No 141/2000: 
Assessing similarity of medicinal products versus authorised orphan medicinal products benefiting 
from market exclusivity and applying derogations from that market exclusivity 
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3.2.5.  What aspects should I consider if my medicinal product is 
considered similar to an orphan medicinal product? Rev. Feb 2015 


If your product is considered to be similar to any authorised orphan medicinal product, you will have to 
provide in Module 1.7.2 justification that one of the following derogations, laid down in Article 8(3) of 
the Orphan Regulation applies, i.e. 


• the holder of the marketing authorisation for the orphan medicinal product has given his consent 
for submission of your application, in which case a signed letter from the MAH of the orphan 
medicinal product should be provided confirming the consent for submission of an application for 
marketing authorisation; 


• the holder of the marketing authorisation for the orphan medicinal product is unable to supply 
sufficient quantities of the medicinal product, in which case the applicant should provide a report 
including details of the supply shortage and justify that patients’ needs in the orphan indication are 
not being met; 


• the applicant can establish that their product, although similar to the orphan medicinal product 
already authorised, is more effective, safer or otherwise clinically superior, in which case a critical 
report justifying clinical superiority to the authorised product must be provided. 


For information on the procedure and timetable for assessment of derogation report vis-à-vis 
authorised orphan medicinal products, please refer to Q&A “What is the procedure and timetable for 
assessment of similarity and, where applicable, derogation report vis-à-vis authorised orphan 
medicinal products?” 


Please note that if the Agency identifies a possible similarity issue not addressed by the applicant 
before validation, the applicant will be asked to complete the application with information on similarity 
and, if applicable, on one of the derogations. Validation of the application will only proceed once the 
applicant has submitted a report justifying the lack of similarity or, if similar, additional information 
justifying one of the derogations in Article 8(3). 


As considerable time may elapse between validation of an application and adoption of an opinion, if 
applicants become aware of medicinal products which have been authorised as orphans for a condition 
related to the therapeutic indication proposed in their application, this information should be 
communicated promptly to their Procedure Manager at the Agency in order to arrange for the 
submission of updated application form and modules 1.7.1 and 1.7.2, as applicable. 


In any case, the Agency will check at certain milestones of the procedure, i.e. Day 120, Day 180 and 
prior to adoption of a CHMP opinion whether new orphan medicinal products have been authorised for 
the same condition. 


References 


• Regulation (EC) No 141/2000 on orphan medicinal products 


• Regulation (EC) No 847/2000 


• Community register of orphan medicinal products 


• Guideline on aspects of the application of Article 8(1) and 8(3) of Regulation (EC) No 141/2000: 
Assessing similarity of medicinal products versus authorised orphan medicinal products benefiting 
from market exclusivity and applying derogations from that market exclusivity 
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3.3.  Quality 


3.3.1.  What information relating to the manufacture and batch release 
should be provided as part of my application? Rev. Feb 2012 


The EMA requires the applicant to provide background information in support of the application relating 
to the manufacture (including packaging), batch testing and batch certification (batch release) by the 
Qualified Person in the European Economic Area (EEA). This should be sent to the EMA along with the 
application dossier.  


The EEA includes European Union Member States plus Iceland, Norway and Liechtenstein. Switzerland 
is not part of the EEA.  


Once validated, it is normally not permitted to add a new site or to change the steps of 
manufacture/batch release described under Module 1.2 (i.e. Application Form) of the application during 
the 210-day review period. Any additional site or change in the manufacturing or batch release 
arrangements should be submitted as a variation after the granting of the Marketing Authorisation.  


The information on manufacturing/batch release sites submitted in Module 1.2 of the application must 
be consistent with module 3. All the manufacturing/batch release sites mentioned in module 3 must be 
listed in Module 1.2 and the activities carried out at each site must be described in Module 1.2 
consistently with the information provided in module 3.   


3.3.1.1.  Manufacturing sites 


All sites involved in the production of the finished medicinal product and of the active substance must 
be described (name and detailed address, including building reference) in Module 1.2 of the application 
for a marketing authorisation together with a description of the steps performed. This should include:  


• active substance manufacture and packaging  


• any contract laboratories used for testing the active substance (including ongoing stability 
monitoring) 


• bulk medicinal product manufacture  


• diluent/solvent manufacture (if any)  


• manufacture of any other associated medicinal product (if any)  


• finished product manufacture and packaging 


• batch release   


• any contract manufacturing sites  


• any contract laboratories used for testing the finished product  


• Official Medicines Control Laboratory (OMCL) for blood products/vaccines if “Official Batch Release” 
is a requirement for the product in question.  


For third country manufacturers, information about any previous EEA inspection in the last 2-3 years 
and/or any planned EEA inspection(s) should be provided and should include details of the inspection 
dates, product category inspected and the name of the inspecting competent authority. 
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3.3.1.2.  Documents to be attached to Module 1.2 of the application 


The following documents should be attached to Module 1.2 of the application:  


• For all sites in the EEA, other than active substance manufacturers, copies of the "Manufacturing 
Authorisation" authorising the sites involved in the manufacture, importation, control and /or 
testing and Qualified Person release of batches of the medicinal product.  Alternatively, a reference 
can be made to the appropriate entry in the EudraGMP database.  


(Note: for sites in the EEA, GMP Certificates are not an acceptable alternative to a Manufacturing 
Authorisation. However, GMP certificates can be useful additional information. Also, particular attention 
should be paid that the scope of the Manufacturing Authorisation for a given manufacturer covers the 
activities proposed as part of the Marketing Authorisation Application).  


• For all sites other than active substance manufacturers, located in third countries where a Mutual 
Recognition Agreement or other relevant agreement is in place, MRA certificate, not older than 3 
years, from the local competent authority that carried out the inspection and/ or GMP certificate 
from the EEA inspecting competent authority if the site has been inspected by an EEA competent 
authority in the last 2/3 years. Where the MRA partner has placed the certificate in the EudraGMP a 
reference to the entry will suffice. For the countries which have operational Mutual Recognition 
Agreements (MRA) with the EU, please consult the EMA website on Mutual Recognition 
Agreements. 


• For all sites other than active substance manufacturers, located in third countries with no Mutual 
Recognition Agreement, GMP certificate from the EEA inspecting competent authority if the site has 
been inspected by an EEA competent authority in the last 2/3 years. Alternatively, a reference can 
be made to the appropriate entry in the EudraGMP database.  


• In addition to the above, copy of the registration or other document analogous to a manufacturing 
authorisation from the local competent authority demonstrating that the site is authorised for 
manufacture of the product/pharmaceutical form and details of any inspection performed other 
than by EEA authorities (e.g. GMP certificate or similar statement from the competent authority 
which carried out the inspection). 


• A flow-chart describing all the main steps involved in the manufacture of the active substance and 
finished product.  


• For each active substance, a declaration from the Qualified Person(s) of all the finished product 
manufacturer(s) located in the EEA listed in Module 1.2 where the active substance is used as a 
starting material and from the Qualified Person(s) of the batch release site(s) in the EEA that the 
active substance manufacturer(s) listed in Module 1.2 operate in compliance with the detailed 
guidelines on Good Manufacturing Practice. 


3.3.1.3.  Contact person in the EEA for product defects/recalls 


A proposed contact point/person in the EEA for Quality problems and defective batches of product 
must also be provided in Module 1.2 of the application (name, full address, 24 hour emergency phone 
and fax numbers + e-mail address, and mobile phone number if available).  


References 


• Directive 2003/94/EC 


• Directive 2001/83/EC 
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3.3.2.  What batch release arrangements in the EEA are required for my 
medicinal product? Rev. Feb 2012 


3.3.2.1.  Importing site/Supervisory Authority 


According to Article 51(1) of Directive 2001/83/EC, each batch of a medicinal product must be certified 
by a Qualified Person prior to release to the market in the EEA. 


In the case of products imported from a third country, and for the purpose of Article 51(1)(b) of 
Directive 2001/83/EC, the site where the certification of batches by the Qualified person occurs is 
considered to be the importing site in the EEA (and not necessarily the site through which the batch 
first physically enters the EEA).  


The EEA includes European Union Member States plus Iceland, Norway and Liechtenstein. Switzerland 
is not part of the EEA. 


In accordance with the provisions of Article 18 of Regulation (EC) No 726/2004 the Supervisory 
Authority(ies) shall be the competent authorities of the Member State or Member States which granted 
the manufacturing authorisation provided for in article 40(1) of Directive 2001/83/EC in respect of the 
manufacture of the medicinal product. In the case of products imported from third countries, the 
Supervisory Authority(ies) shall be the competent authority(ies) of the Member State(s) which granted 
the manufacturing authorisation provided in Article 40(3) of Directive 2001/83/EC to the importer, 
unless a Mutual Recognition Agreement (MRA) or other relevant agreement covering GMP for the 
product under consideration is operating with the country where the medicinal product is 
manufactured.  


In the exceptional circumstances where a valid manufacturing authorisation is not in place at the time 
of the marketing authorisation submission for any finished product manufacturer/importer/batch 
release site located in the EEA, EMA will consult the Supervisory Authority and a request for inspection 
may  be triggered. The marketing authorisation procedure will require the inspection outcome before 
opinion and in particular confirmation of the grant of the manufacturing authorisation. 


For any finished product manufacturer that is not in possession of a GMP certificate at the time of the 
marketing authorisation submission located in third countries with no Mutual Recognisition Agreement, 
a request for inspection will normally be triggered. The marketing authorisation procedure will require 
the inspection outcome before opinion. 


3.3.2.2.  Batch testing upon importation 


For medicinal products imported from third countries, retesting of each batch within the EEA upon 
importation is required unless a Mutual Recognition Agreement (MRA) or other relevant agreement 
covering GMP for the product under consideration is operating with the country where the medicinal 
product is manufactured. If such MRA is in operation, batch controls/tests carried-out in the country 
where the product is manufactured are acceptable. 


It should be noted that MRAs cover batch control/testing and do not cover batch release. Batch release 
must take place in the EEA territory for every production batch released to market in the EEA, 
regardless of if a MRA with the exporting country is in place or not.  


For the countries which have operational Mutual Recognition Agreements (MRA) with the EU, please 
consult the EMA website on Mutual Recognition Agreements. 


Batch release of an imported medicinal product from a third country without re-testing is a serious 
failure of a qualified person’s legal obligations. According to Article 52 of Directive 2001/83/EC, it is 
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expected that Member States’ Supervisory Authorities will launch appropriate administrative measures 
and may withdraw the product concerned from the market (Article 117(1)(e) of Directive 2001/83/EC). 


3.3.2.3.  Contracting out of certain controls 


The provisions of Article 20(b) of Directive 2001/83/EC allows certain of the controls required under 
the provisions of Article 51(1) of Directive 2001/83/EC, to be contracted out to third parties, if 
justified, and provided that the laboratories have been verified by the Competent Authorities. 
Laboratories used for contract testing upon importation of medicinal products manufactured in third 
countries may be located in any EEA country.  


The Qualified Person of the Manufacturing Authorisation Holder named in the Application is however 
responsible for certifying that any contract laboratory used carries out the controls in accordance with 
Good Manufacturing Practice, as applicable and with the requirements of the Marketing Authorisation, 
once granted.  


References 


• Directive 2001/83/EC 


• Regulation (EC) No 726/2004 


• Annex 16 to GMP Certification by a Qualified person and Batch Release (July 2001), Volume 4 of 
the rules governing medicinal products in the European Union 


3.3.3.  Is my product subject to batch release by an Official Medicines 
Control Laboratory? Rev. Nov 2016 


Live vaccines, immunological medicinal products and medicinal products derived from human blood or 
plasma may be subject to batch release by a Member State laboratory or Official Medicines Control 
Laboratory (OMCL).  


The OMCL supports the regulatory authorities and the national Inspection Services in ensuring the 
quality of medicinal products on the market by independent re-testing based on the legal 
requirements. 


The European Medicines Agency and EDQM (European Directorate for the Quality of Medicines and 
Health Care) on behalf of the OCABR (Official Control Authority Batch Release) Network have been 
working on a common strategy with the aim of ensuring that the technical expertise of the OMCLs is 
taken into account in the development and assessment of testing methodologies for vaccines and 
plasma derived blood products that may be subject to OMCL batch release.  


The input of the OMCLs is particularly important for products that include a novel quality control 
method or where there are known difficulties with a particular assay. 


It is therefore strongly recommended for an applicant to enter into early collaboration with the OMCL. 
This collaboration should ideally begin at least one year before submission of the Marketing 
Authorisation Application, in order to allow for exchange of information between the OMCL and the 
Applicant which should be considered in the development of testing methodology. It is advisable that 
this activity is also undertaken with a second OMCL and applicants seriously consider the nomination of 
two such OMCLs for batch release of the authorised product to the market, to secure the supply chain 
and minimise the risk of shortage. 


For this purpose, Applicants are advised to consult the following site on the EDQM webpage for a 
contact list of OMCLs in the EU carrying out OCABR. 
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The information on the chosen OMCL by the Applicant will be recorded in the EMA pre-submission 
meeting and be passed onto the CHMP. 


The European Medicines Agency will inform EDQM of any upcoming start of an authorisation procedure 
with official batch release. . 


References 


• Directive 2001/83/EC, Article 114 


• Guideline on submission of marketing authorisation application for Pandemic Influenza vaccines 
through the centralised procedure (EMEA/CPWP/VEG/4986/03) 


3.3.4.  What information shall I provide if my medicinal product contains 
materials of animal and/or human origins or uses them in the 
manufacturing process? Rev. Jul 2006 


The applicant must comply with the Part I Module 3.2 (9) “Content: basis and principle” of the Annex I 
to Directive 2001/83/EC, as amended, which requires that “The applicant must demonstrate that the 
medicinal product is manufactured in accordance with the Note for Guidance on minimising the risk of 
transmitting animal spongiform encephalopathy agents via medicinal products (...)” and its updates.  


Demonstration of compliance with “the Note for guidance on minimising the risk of transmitting animal 
spongiform encephalopathy agents via medicinal products” can be done by submitting Certificates of 
Suitability from the European Directorate for the Quality of Medicines (EDQM) (in Annex 6.12 of the 
Application form), or by inclusion in module 3.2 of the dossier of scientific data to substantiate this 
compliance. In the latter situation, this data should be reviewed in Module 2.3 (expert reports). 


For all applications, the table A on ‘Materials of animal origin covered by the Notice for Guidance on 
minimising the risk of transmitting animal spongiform encephalopathy agents via medicinal products’ 
should be completed and included in Module 3.2.R. 


For materials from animals not covered by the Notice for Guidance on minimising the risk of 
transmitting animal spongiform encephalopathy agents via medicinal products and the Annex I to 
Directive 2001/83/EC as amended, applicants are requested to complete the table B on ‘Other 
materials of animal origin’, and include it in Module 3.2.R.  


Materials of human origin 


If an application relates to a medicinal product, which contains or uses in the manufacture materials of 
human origin, applicants are requested to complete the table C ‘on albumin and other human tissue 
derived materials’ and include it in Module 3.2.R. 


References 


• Directive 2001/83/EC 


• Note for guidance on minimising the risk of transmitting animal spongiform encephalopathy agents 
via medicinal products (EMEA/410/01) 


3.3.5.  What should I submit if my medicinal product contains or consists of 
genetically modified organisms (GMOs)? Rev. Sep 2015 


Potential applicants are advised to discuss their future applications which consist of or contain GMOs 
well in advance (6 months – 1 year) of their submission with the EMA.  
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Applicants may also find it useful to apply for scientific advice during the development of their 
medicinal product. For any scientific advice questions relating to the Environmental Risk Assessment 
(ERA), the necessary consultations with the designated GMO Competent Authorities (CAs) will be held 
in parallel.  


With the letter of intent to submit an application for a Marketing Authorisation under the Centralised 
Procedure for a medicinal product containing or consisting of GMOs within the meaning of Article 2 of 
Directive 2001/18/EC, the applicant will be required to provide a confirmation that all obligations have 
been complied with. It is necessary to ensure the traceability at all stages of the placing on the 
markets of GMOs as or in products authorised under part C (article 12) of the above-mentioned 
Directive.  


Article 6 of Regulation (EC) No 726/2004 specifies the documents to be presented in Module 1.6.2 for 
a Marketing Authorisation Application (MAA) for a medicinal product consisting of or containing 
GMO(s): 


• A copy of the CA’s written consent to the deliberate release into the environment of the GMOs for 
research and development purposes. Although already appearing in Modules 1 (annex to the 
application form), this information should be repeated in Module 1.6.2.  


• The technical and scientific information on the GMO specified in Annexes III and IV to Directive 
2001/18/EC. As the Directive qualifies this point with a statement to the effect that not all listed 
points may be applicable to particular GMOs or GMO categories, the list in these Annexes should be 
understood to be a compilation of points to consider which is subject to justified deletions and/or 
additions, depending on the nature of the medicinal product. The information also needs to take 
into account, inter alia, the diversity of sites of use of the GMO and the results of research and 
trials already completed on the GMO.  


• The ERA dossier. The content of this dossier should follow the order of headings and requirements 
specified within Annex II to Directive 2001/18/EC.  


• The results of any investigations performed for the purposes of research or development.  


In addition and in analogy with the requirements of Article 6 of Regulation (EC) 726/2004, it is 
recommended to complete Module 1.6.2 with the following: 


• Information on the proposed product information (including proposed conditions of use and 
handling) and on the packaging of the product. Although already appearing elsewhere in the MAA, 
this information should be repeated in Module 1.6.2 for the benefit of the lead consulted CA which 
will not receive the full MAA dossier.  


• A plan for monitoring, in accordance with Council Decision 2002/811/EC, during the period of use 
and beyond, of the product, or a justification for the omission of such a plan.  


• A summary following the Summary Information Format set out in the Annex to Council Decision 
2002/812/EC.  


• Bibliographical references.  


The Module 1.6.2, presenting all these particulars, should stand alone from the remainder of the 
dossier. Moreover, there is no provision for a summary to be included in Module 2 of the dossier. 


The fundamental dossier requirements for ERAs for GMOs proposed to be placed on the market as or in 
products are included in Directive 2001/18/EC. 
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Technical and scientific information presented in the ERA will overlap with items of information 
presented in other sections of Module 1, and other Modules of the MA application dossier. Applicants 
are reminded to ensure full consistency of all data throughout the dossier, bearing in mind that 
variability, reflecting different origins (medicinal product regulatory versus environmental regulatory 
texts) may occasionally be encountered in the official terminology describing GMO attributes.  


According to Article 12(2) of Directive 2001/18/EC, Articles 13 to 24 of Directive 2001/18/EC do not 
apply to any GMO as or in products as far as they are authorised by Regulation (EC) No 726/2004 
provided that an environmental risk assessment is carried out in accordance with Annex II of Directive 
2001/18/EC and the type of information in accordance with Annex III of Directive 2001/18/EC are 
provided. 


Regulation (EC) No 726/2004 as amended, requires that the Rapporteur hold necessary consultations 
with the Competent National Authorities under Directive 2001/18/EC, where the medicinal product 
contains or consists of GMOs. 


To accelerate the consultation process, the CHMP rapporteur may appoint one of the national GMO CAs 
to act as lead consulted CA. This lead consulted CA will liaise with its fellow GMO CAs on the review of 
the documentation forwarded to it by the applicant. 


The assessment report on the Module 1.6.2 data, prepared by the Module 1.6.2 assessor including any 
comments received from the bodies that the Community or Member States have set up in accordance 
with Directive 2001/18/EC, will be sent to the Rapporteur for CHMP consideration. The CHMP Members 
will subsequently have the opportunity to comment on all aspects of the scientific assessment. The 
environmental assessment is an integral part of the assessment report, and is done accordingly to the 
same timelines.  


References 


• Regulation (EC) No 726/2004 of the European Parliament and of the Council  


• Council Directive 2001/18/EC 


• The Rules governing Medicinal Products in the European Community, Notice to Applicants, Volume 
2B, Presentation and content of the dossier  


• Guideline on Environmental Risk Assessments for Medicinal products containing or consisting of, 
Genetically Modified Organisms (GMOs) (EMEA/CHMP/BWP/473191/2006 – Corr.) 


• Standard Operation Procedure “Consultation of environmental competent authorities on 
genetically-modified organisms with respect to environmental risk assessment in product 
evaluation (human use)” (SOP/H/3191) 


3.3.6.  How should I submit an Active Substance Master File (ASMF)? Rev. 
Aug 2016 


Annex I to Directive 2001/83/EC describes the concept of an open and closed Active Substance Master 
File (ASMF) and specifies that: 


“For a well-defined active substance, the active substance manufacturer or the applicant may arrange 
for the: 


i) Detailed description of the manufacturing process 


ii) Quality control during the manufacture, and 
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iii) Process validation 


to be supplied in a separate document directly to the competent authorities by the manufacturer of the 
active substance as an Active Substance Master File. 


In this case, the manufacturer shall, however, provide the applicant with all of the data, which may be 
necessary for the latter to take the responsibility for the medicinal product…” 


It should be emphasized that the concept of the ASMF shall only apply to a well-defined active 
substance and cannot be used for excipients, finished products and biological active substances. The 
information related to excipients, finished products and biological active substances shall be provided 
within the Marketing Authorisation Application (MAA) by the applicant and any post-authorisation 
changes as variations are to be submitted by the Marketing Authorisation Holder.  


In case an application under the Centralised Procedure includes the submission of an Active Substance 
Master File (previously referred to as European Drug Master File (EDMF)), applicants should be aware 
of the fact that, as mentioned in the Guideline on Active Substance Master File Procedure 
(CPMP/QWP/227/02), an ASMF consists of 2 parts: 


• An ASMF Applicant’s Part, also referred to as Open Part, which shall be at the disposal of the 
applicant. 


• An ASMF Restricted Part, also referred to as Closed Part, which is a confidential document closed to 
the applicant. 


Both parts need to be separated and follow the structure of the Module 3.2.S of the CTD.  


The content requirements as described in the above mentioned Guideline should be followed. 


Additional information can be found in the ‘Practical Guidance on the use of the eCTD format for ASMF 
for Active Substance Master File Holders and Marketing Authorisation Holders’. 


Applicants should note that the ASMF constitutes an integral part of the dossier and therefore should 
always be made available to the EMA and CHMP Members. The applicant is responsible for the 
submission of all necessary documents to the EMA. 


The applicant or MAH should ensure that the submission of the ASMF dossier including all necessary 
documents is synchronized to arrive simultaneously with the planned MAA or variation. Therefore, a 
close communication between the MAH or applicant and the ASMF holder is highly recommended.   


Marketing authorisation and subsequent variation applications cannot be validated until all the 
necessary documents (e.g. ASMF dossier) are received in a satisfactory form. Delays in the submission 
of ASMF-related responses to questions raised during a MAA (e.g. Day 120 LoQ and Day 180 LoOI) and 
to Requests for Supplementary Information for post-authorisation variation procedure may postpone 
the start of the procedure. 


The ASMF is developed to keep intellectual property (IP) confidential. However, it should be noted that 
the introduction of an ASMF is also possible in cases where the applicant is also the IP holder of the 
active substance. 


ASMF holders are reminded of their responsibility to inform the MAHs of any changes to their ASMFs. 
Similarly, MAHs are reminded of their legal obligation to submit the applicable variation to their MAs 
when changes are proposed to the ASMF, i.e. when an updated version of the ASMF is submitted, the 
MA(s) linked to that ASMF will only integrate the ASMF update once the applicable variation is 
submitted and positively concluded.  
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Additional information on the ASMF procedure can be found in the ASMF Working Group webpage. 
Technical information on how to submit ASMFs in the context of eCTD can be found on the esubmission 
website. 


Non applicability of ASMF concept to biological active substances 


Further to clarifications from the European Commission on the interpretation of Directive 2001/83/EC 
as amended, and the subsequent announcement in the October 2004 CHMP Monthly report, the ASMF 
concept is not acceptable for biological medicinal products.  


The characterisation and determination of biological active substances requires not only a combination 
of physico-chemical and biological testing, but also extensive knowledge of the production process and 
its control. 


The MAH/applicant for a biological medicinal product could therefore not comply with the requirement 
to ‘take responsibility for the medicinal product’ without having full and transparent access to these 
quality-related data. The use of an ASMF would prevent such access, and should therefore not be 
allowed for biological active substances. 


In addition, active substances, which are present in certain medicinal products such as vaccines or cell 
therapy medicinal products, do not fit with the concept of a ‘well-defined’ active substance. 


Non applicability of ASMF concept of open and closed parts to Vaccine Antigen Master File 
(VAMF) and Plasma Master File (PMF) 


The concept of the ASMF does not apply to blood derived medicinal products and vaccine antigens. In 
this context, the manufacturer can submit a PMF or a VAMF. 


Regarding the VAMF, the legislation specifies that the VAMF holder cannot differ from the 
MAH/applicant for the concerned medicinal product: there is hence no rationale for an open /closed 
parts system. 


For VAMF linked MAs, if a particular MAH name and address are not identical to the name and address 
of the proposed VAMF certificate holder, a relevant declaration should be provided attached to the 
application form, stating that the MA applicant and the MAH belong to the same mother group of 
companies, which share the same data package.  


For the PMF the legislation specifies that where the MAH/applicant differs from the holder of the PMF, 
the PMF shall be made available to the MAH/applicant for submission to the competent authority. 


References 


• Annex I to the Directive 2001/83/EC, as amended  


• Guideline on Active Substance Master File Procedure (CPMP/QWP/227/02)  


• Procedural announcement CHMP Monthly report October 2004  (EMEA/CHMP/119155/2004) 


• CMD(h) – Overview of Biological Active Substances of non-recombinant origin 


• Guideline on requirements for Vaccine Antigen Master File (VAMF) certification 
(EMEA/CPMP/4548/03/Final/Rev1) 


• Guideline on requirements for Plasma Master File (PMF) certification (CPMP/BWP/4663/03) 







 
European Medicines Agency pre-authorisation procedural advice for users of the 
centralised procedure  


 


EMA/821278/2015 Page 82/134 
 


3.3.6.1.  What data should be submitted by the ASMF holder? Rev. Aug 2016 


In the first submission of an ASMF with an allocated EMEA ASMF reference number or for the 
introduction of an already submitted ASMF to the marketing authorisation of a different medicinal 
product (e.g. ASMF submitted to the Agency for medicinal product A is now being used for medicinal 
product B), the ASMF holder is required to submit: 


• ASMF dossier (Applicant’s part, Restricted part, Quality Overall Summary and Expert’s curriculum 
vitae) only in the case of a first ASMF submission; 


• Letter of Access (Annex 2 of the ASMF Guideline); 


• Submission Letter and Administrative Details (Annex 3 of the ASMF Guideline) duly filled as 
detailed in the instructions provided in the additional guidance on documents relating to an active 
substance master file; 


• A commitment to inform the applicant and the EMA of any change in the ASMF to be provided 
either as a separate letter or within the Letter of Access (Annex 2 of the ASMF Guideline). 


For subsequent changes to an already approved ASMF, the ASMF holder is only required to submit: 


• Submission Letter and Administrative Details (Annex 3 of the ASMF Guideline) dully filled as 
detailed in the instructions provided in the Additional guidance on documents relating to an active 
substance master file.  


• The relevant revised sections of the ASMF dossier reflecting changes to the previously approved 
version. This includes Applicant’s Part and/or Restricted Part, as applicable. 


It is highly recommended that a table including the changes made to the Applicant’s Part and/or 
Restricted Part of the ASMF compared with the currently approved version is provided. This information 
should be included in section “Table of changes” within Annex 3 or alternatively as a separate 
document. 


The contact details of the ASMF holder contact person (including contact email address) must be the 
same in the Cover Letter of the ASMF, in the Letter of Access and the Application Form (Module 1.2 of 
the eCTD). 


The ASMF dossier and any subsequent updates should only be submitted once via the eSubmission 
Gateway or Webclient in eCTD format. 


The ASMF holder may, at its discretion, contact the relevant Procedure Manager directly for pre-
submission questions regarding classification of changes in the restricted part of the ASMF. 


3.3.6.2.  What data should be submitted by the applicant or MAH? Rev. Aug 2016 


3.3.6.2.1.  Initial marketing authorisation applications 


In all cases, the applicant (in the context of a MAA) should submit: 


• MAA application form stating, in section 2.5 “Manufacturers”, the correct EMEA/ASMF or EU/ASMF 
reference number 


• Copy of the Letter of Access (Annex 2 of the ASMF Guideline), included in Annex 5.10 of the 
dossier 


• Copy of the complete current version of the Applicant’s part of the ASMF in Module 3  
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• Copy of the commitment from the ASMF holder to inform the applicant and the EMA of any change 
in the ASMF to be provided either as a separate letter (Annex 5.11) or within the Letter of Access 
(Annex 5.10) (Annex 2 of the ASMF Guideline). 


3.3.6.2.2.  Variations to the terms of the marketing authorisation 


In all cases, the MAH should submit: 


• Variation application form stating the correct EMEA/ASMF or EU/ASMF reference number in section 
3 “Types of change(s)”; 


• If applicable, copy of the revised sections of the Applicant’s part of the ASMF which should be 
identical to the ones submitted by the ASMF holder.  


In cases where a new ASMF is being introduced as part of a Type II variation (B.I.a.1.b – Introduction 
of a manufacturer supported by an ASMF), in addition to the documents mentioned above, the MAH 
should also submit: 


• Copy of the Letter of Access (Annex 2 of the ASMF Guideline), included in Annex 5.10 of the 
dossier  


• Copy of the complete current version of the Applicant’s part of the ASMF in Module 3 


• Copy of the commitment from the ASMF holder to inform the applicant and the EMA of any change 
in the ASMF to be provided either as a separate letter (Annex 5.11) or within the Letter of Access 
(Annex 5.10) (Annex 2 of the ASMF Guideline). 


The MAH or the applicant should ensure that the submission of the ASMF dossier is synchronized to 
arrive simultaneously with the planned variation or MAA. Therefore, a close communication between 
the MAH or applicant and the ASMF holder is highly recommended. 


Effective liaison between the MAH and the ASMF holder will promote the appropriate classification of 
the changes in accordance with the Commission’s variations guidelines and for ensuring that the ASMF 
dossier or the relevant affect sections of the dossier have been submitted.  


In the case of type IA and IB variation applications, the use of the IA and IB pre-notification checklist 
is recommended prior to the submission of the application. This is intended to help the MAH with the 
correctness of the submission and to avoid validation comments that may delay the finalisation of the 
procedure. 


The latest version of the ASMF submitted in the context of a previous centralised procedure will be 
considered the current version of that ASMF. The current version of the ASMF should correspond to the 
version of the ASMF Applicant’s part declared in a new MAA or variation form and included in Module 3. 
This will be subject to compliance checks during validation of the MAA and MAV. 


Example: 


The version of EMEA/ASMF/12345 (EMA/ASMF/reference number) currently held at the Agency is: AP 
January 2012/RP April 2013. 


If the version of the ASMF included in the Module 3 of the MAA and referenced in the application form 
is AP November 2011, the applicant will be requested to update Module 3 and the application form 
according to the current version of the EMEA/ASMF/12345. 


Equally, if the version of the ASMF included in the Module 3 of the MAA and referenced in the 
application form is AP December 2012, the ASMF holder will be requested to submit the latest version 
of the ASMF together with the Annex 3 of the ASMF Guideline.  
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3.3.6.3.  What is the EMEA/ASMF reference number? Rev. Dec 2013 


From 1 September 2013, ASMF holders submitting their ASMF dossiers relating to a Centrally 
Authorised Product are asked to send it to the Agency and Committee Members only once.  


According to the new ASMF submission rules the Agency will assign a reference number on request 
prior to submission of the ASMF that can cover multiple CAPs. 


The EMEA/ASMF/XXXXX number is an internal reference number sequentially assigned by the EMA to 
enable an appropriate data lifecycle management of ASMFs used in one or more centralised Marketing 
Authorisation.  


The EMEA ASMF reference number does not replace the responsibility of the ASMF holders to version 
control their ASMF (in accordance with GMP) nor replaces their own ASMF numbering system. 


3.3.6.4.  Who should request an EMEA ASMF reference number? Rev. Aug 2016  


The EMEA ASMF reference number should be requested by the ASMF holder for: 


• new ASMFs submitted for MAAs and MAVs as of 1 September 2013. From this date, reference to an 
EMEA ASMF number will be checked at validation,  


• ASMFs submitted to the EMA before 1 September 2013. In cases when the ASMF is referenced in a 
new MAA or variation. The request for the EMEA ASMF reference number should be made before 
submission of a new MAA or variation to update the ASMF. 


• ASMFs submitted in relation to a variation application. 


For previously submitted ASMFs, in cases where the ASMF is used in more than one MA the ASMF 
Holder should only request a EMEA ASMF reference number, when applicable5. The allocated 
EMEA/ASMF reference number should be communicated to the applicant or MAH, so that reference to 
the EMEA/ASMF/XXXXX number is made in all future submissions. 


3.3.6.5.  When and how to request an EMEA ASMF reference number? Rev. Aug 2016  


Up to two weeks before submitting a complete ASMF, or an update to an already submitted ASMF, the 
ASMF holder should request the EMEA/ASMF reference number. The request should be sent to PA-
BUS@ema.europa.eu.  


EMEA/ASMF reference numbers are allocated sequentially. 


The EMEA ASMF reference number allocated by the Agency should be referenced in all subsequent 
communications (e.g. in response to a validation issue, List of Questions, List of Outstanding Issues, 
upcoming variation) both by the ASMF Holder and the applicant and should always be included in the 
following documents: 


• MAA (in the field of the National ASMF number) or variation application form (in the Present and 
Proposed field); 


• Letter of Access (Annex 2 of the ASMF Guideline); 


• Submission Letter and Administrative Details (Annex 3 of the ASMF Guideline) 


                                               
5 Example: substantially different route of synthesis/manufacturing process which results in changes to important quality 
characteristics of the active substance, e.g. bioavailability of the active substance, may result in the allocation of two 
different EMEA/ASMF numbers.  
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It is the responsibility of the ASMF holder to inform the applicant of a MAA or the MAH in case of 
variations of the allocated EMEA ASMF reference number. Failure to state a valid EMEA ASMF reference 
number on the MAA or variation application form will trigger validation questions and may delay the 
start of procedure. 


3.3.6.6.  EMA ASMF or EU ASMF reference number? Rev. Aug 2016 


The EU/ASMF reference number allows for the identification by all Competent Authorities  (National 
Competent Authorities and EMA) of ASMFs used in centralised and national (Decentralised and Mutual 
Recognition) MAAs or variations, and therefore enabling the ASMF Assessment Report Work Sharing 
(ASMF AR WS) procedure.  
For more information on the ASMF AR WS and the request template forms please consult the ASMF WG 
webpage.  


ASMF holders should either have an EMEA/ASMF reference number or an EU/ASMF reference number 
before submitting an ASMF. Both numbering systems run in parallel. ASMF holders are encouraged to 
request an EU/ASMF reference number if the ASMF is expected to be used in centralised and national 
applications (decentralised and mutual recognition procedures) and have not been used in any of these 
procedures previously. 


Please note that this number is NOT equivalent of EMEA/ASMF number and should never be inter-
changed. 


3.3.6.7.  Which format and submission channel should be used for submitting ASMFs? Rev. 
Aug 2016  


The use of eCTD format is mandatory for all centralised procedure human ASMF submissions from 1 
July 2016. After this date, it will no longer be possible to submit ASMFs relating to human medicinal 
products using NeeS format to EMA. An eCTD baseline should be provided for ASMFs currently in NeeS 
format. More information on how to provide an eCTD baseline can be found in “Practical Guidance on 
the use of the eCTD format for ASMF for Active Substance Master File Holders and Marketing 
Authorisation Holders”. 


Additional guidance can be found on the eSubmission website.  Please also refer to the EMA’s 
statement of intent of mandatory use of XML delivery files. 


Submission requirements for the different Committee (Co-) Rapporteurs 


ASMF holders should no longer send their ASMF dossiers for human medicines to individual Member 
States on CDs/DVDs or via the Common European Submission Platform (CESP). 


Instead, ASMF holders should send these applications to the EMA via eSubmission Gateway/Web Client 
only. The ASMF dossier will automatically be made available to all national competent authorities via a 
common online repository. 


The above method and requirements also apply to the submission of responses to List of Questions / 
List of Outstanding Issues. 


3.3.6.8.  How to proceed if the ASMF was previously submitted in paper format? Rev. Aug 
2016 


The ASMF holder of ASMFs previously submitted in paper format should request an EMEA ASMF 
reference number as indicated above. 
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After the reference number is allocated the ASMF holder should submit the ASMF in Electronic Common 
Technical Document (eCTD) format. 


Guidance can be found on the eSubmission website. Additionally, please refer to the EMA’s statement 
of intent of mandatory use of XML delivery files. 


3.3.6.9.  How to proceed if there is an existing eCTD life-cycle for the ASMF? Rev. Aug 2016 


ASMF holders need to request the EMEA/ASMF number by filling the request form. The EMA will 
provide the requestor with the number within 3 working days. Please note that this number is NOT 
equivalent of EU/ASMF number and should never be inter-changed. 


If the ASMF holder already has more than one eCTD life-cycle filed for the given substance, they will 
need to select one of these (informing the EMA in the cover letter which one it will be) and follow the 
eCTD life-cycle of the selected ‘product’ only. This, selected life-cycle will, then receive a new 
EMEA/ASMF/01xxx number covering all listed CAPs. 


Once the ASMF holder is submitting an update or new version to the ASMF, they have to include the 
new number. The ASMF holder will have to prepare a new sequence (increasing by one) in which 
(module 1, cover letter) they declare that the previously submitted ASMF version has not been 
modified since it was last submitted. 


If there have been modifications (new version) since the last ASMF submission, the relevant modules 
within this new eCTD sequence will have to be additionally updated. 


ASMF holders have to inform all MAH(s) about the new EMEA/ASMF/xxxxx number and if an update is 
submitted to an ASMF related to their Centrally Authorised Product the MAH should then submit the 
relevant variation application. 


3.3.7.  What is the Community Plasma Master File certification system? Mar 
2009 


The concept of ‘Plasma Master File’ (PMF) was introduced with the Commission Directive 2003/63/EC in 
June 2003 amending Directive 2001/83/EC.  


The PMF is a compilation of all required scientific data on the quality and safety of human plasma 
relevant to medicines, medical devices and investigational products which use human plasma in their 
manufacture. These data cover all aspects of the use of plasma, from collection to plasma pool. 


The PMF is a stand-alone document which is separate from the application dossier for a Marketing 
Authorisation for the medicinal product concerned. 


The PMF certification is an optional procedure that follows a similar system to the Marketing 
Authorisation evaluation procedure (the ‘centralised procedure’) at the EMA.  


Following the satisfactory outcome of an evaluation, the EMA issues a PMF Certificate of compliance 
with Community legislation, which is valid throughout the European Community.  


A Marketing Authorisation (MA) or a Marketing Authorisation Application (MAA) may refer to one or 
more PMFs or respective certificates. Once the Applicant chooses to use the Community PMF 
certification system all variations to the corresponding plasma for all the linked MAs will have to be 
submitted through the same certification system.  


The competent authority that will grant or has granted a MA shall take into account the certification, 
re-certification or variation of the PMF on the concerned medicinal product(s).  
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For medicinal products that have been evaluated by the EMA through the Centralised Procedure and 
authorised by the European Commission, the public can find a summary of the quality and safety of 
the plasma in the product's European Public Assessment Report (EPAR).  


For detailed information related to the Plasma Master File certification, please consult the Plasma 
Master File webpage. 


3.3.8.  What is the Community Vaccine Antigen Master File certification 
system? Mar 2009 


The concept of “Vaccine Antigen Master File” (VAMF) was introduced with the Commission Directive 
2003/63/EC in June 2003 amending Directive 2001/83/EC.  


A VAMF contains all relevant information of biological, pharmaceutical and chemical nature for one 
given vaccine antigen, which is common to several vaccines from the same marketing authorisation 
(MA) applicant or marketing authorisation holder (MAH).   


The use of the VAMF certification system is optional and the VAMF is a stand-alone part of the 
marketing authorisation application dossier (MAA) for a vaccine. 


The VAMF certification consists of a centralised assessment of the VAMF application dossier submitted 
by the MA Applicant/MAH, which results in a certificate of compliance to Community legislation, issued 
by the EMA. This certificate is valid throughout the European Community. 


A Marketing Authorisation (MA) or a Marketing Authorisation Application (MAA) may contain one or 
more VAMF certificates and respective VAMF data. If, when submitting a new MAA, the MA Applicant 
decides to opt for vaccine antigen master files, the VAMFs must be submitted for all vaccine antigens in 
the respective MAA.  


As a rule, one VAMF should be submitted per vaccine antigen. In the case of a group of antigens aimed 
at preventing a single infectious disease a VAMF should be submitted for each antigen in the group. 


A VAMF application can only be submitted to the EMA for antigens that form part of at least one MA or 
MAA, which has been, or will be evaluated via a Community procedure (Mutual Recognition (MR), 
Decentralised Procedure (DCP) or Centralised Procedure (CP)). 


Once the Applicant chooses to use the Community VAMF certification system, all variations to the 
corresponding MAs will have to be submitted through the same certification system. 


The competent authority that will grant or has granted a MA shall take into account the certification, 
re-certification or variation of the VAMF on the concerned medicinal product(s).  


For detailed information related to the Vaccine Antigen Master File certification, please consult the 
Vaccine Antigen Master File webpage. 


3.3.9.  Can I apply for Design Space or Process Analytical Technology (PAT) 
in my application? Mar 2007 


The ICH Q8 (Pharmaceutical Development) introduces the notion of Design Space, defined as the 
multidimensional combination and interaction of input variables (e.g. material attributes) and process 
parameters that have been demonstrated to provide assurance of quality. The Design Space is 
proposed by the applicant as part of the MAA and thus is subject to assessment.  


Additionally the establishment of a robust Design Space is in line with new approaches on quality which 
focus on building quality into the medicinal product by design (the so-called QbD concept)  
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PAT is defined as a system for analysing and controlling manufacturing through timely measurements 
(i.e. during processing) of critical quality and performance attributes of raw and in-process materials 
and processes with the goal of ensuring final product quality.  


PAT is a tool that allows enhanced control of the manufacturing process, can improve process 
understanding and so facilitates building quality into products and the development of a Design Space. 
ICH Q9 (Quality Risk Management) provides an approach and a selection of tools which can be used to 
manage risks associated with these processes. 


The main PAT tools are:  


• multivariate data acquisition and analysis;  


• modern process analysers or process analytical chemistry tools; 


The introduction of the PAT system can bring a number of advantages: 


• Possibilities to introduce “real time release”; 


• Reduction of cycle times; 


• Improved product quality; 


• Possibilities for more efficient and effective control of some changes; 


The introduction of PAT system can be applied to new or existing authorised medicinal products. 


3.3.9.1.  When to inform the EMA of the introduction of PAT or Design Space approaches in 
my application 


• Where Design Space concepts or PAT approaches are used, Marketing Authorisation applicants 
should indicate this in their letter of intent. It is of interest for the Agency and CHMP to be aware 
of their use so it can be taken into account in the appointment of (Co)-Rapporteurship, as 
particular expertise from (Co)-Rapporteurs may be needed.  


• In addition, when requesting a pre-submission meeting, the applicant should identify it in the 
relevant question of the pre-submission request form.  


3.3.9.2.  The role of the EMA PAT team 


The EMA Process Analytical Technology Team is a forum for dialogue and understanding between 
Quality and Biologics Working Parties and Ad-Hoc Group of GMP Inspection Services to prepare a 
harmonised approach in Europe on assessment of applications and inspections of 
products/systems/facilities for Process Analytical Technology, including quality by design principles and 
manufacturing science in the context of PAT.  The PAT team may be consulted through QWP or BWP 
during the assessment of a centralised marketing authorisation application. Applicants using a PAT 
approach are encouraged to look at the PAT-related guidance and questions and answers document 
provided on the EMA website. If there are still questions or issues which are not addressed through 
those documents, applicants could take the opportunity to contact the EMA PAT team at early stage of 
pharmaceutical development. It should be noted that the PAT team only provides informal and non-
binding advice which does not substitute for Scientific Advice/Protocol Assistance.   


3.3.9.3.  Presentation of PAT-related data in the application 


When an application for, or variation to, a marketing authorisation is submitted, supporting 
documentation should be provided in accordance with CTD requirements (Module 3). In addition, the 







 
European Medicines Agency pre-authorisation procedural advice for users of the 
centralised procedure  


 


EMA/821278/2015 Page 89/134 
 


Expert Report provided in Module 2 (Quality Overall Summary) should include a critique highlighting 
the positive and negative aspects of the Design Space or PAT approach. For more information see: 
Reflection Paper - Chemical, pharmaceutical and biological information to be included in dossiers when 
Process Analytical Technology (PAT) is employed. 


Applicants should note that submission of applications that include Design Space or PAT aspects could 
result in a specific product related inspection at the manufacturing site. 


References 


• EMEA website, Inspections section  


• ICH (International Conference on Harmonization) Q8, Pharmaceutical Development  


• ICH Q9, Quality Risk Management  


• Reflection Paper: Chemical, pharmaceutical and biological information to be included in dossiers 
when Process Analytical Technology (PAT) is employed (EMEA/INS/277260/2005) 


3.3.10.  Which activities of the European Directorate for the Quality of 
Medicines and HealthCare (EDQM) have impact on the centralised 
procedure? Rev. Jul 2010 


3.3.10.1.  Introduction  


The European Directorate for the Quality of Medicines & HealthCare (EDQM) is a Directorate of the 
Council of Europe. It was created in 1996.  


The mission of the EDQM is to contribute to the basic human right of access to good quality medicines 
and healthcare, and to promote and protect human and animal health by: 


• Establishing and providing official standards for the manufacture and quality control of medicines 
applicable in all the signatory states of the Convention for the Elaboration of a European 
Pharmacopoeia. 


• Performing the evaluation of applications for Certificates of Suitability of the Monographs of the 
European Pharmacopoeia (CEPs) and related coordination of related inspections. 


• Establishing the list of Standard Terms, which cover pharmaceutical forms, routes of administration 
and containers used for medicinal products for human and veterinary use.  


• Co-ordinating activities performed by Official Medicines Control Laboratories network including 
annual sampling and testing programme for Centrally Authorised Products (CAPs) within the 
setting of a network.  


• Co-coordinating activities for the elaboration of programmes and policies linking the quality of 
medicines to the quality and safety of their use, in the fields of pharmaceutical practice and care, 
risk prevention and management as regards counterfeiting of medicines, and the classification of 
medicines as regards their supply. 


• Publishing and distributing all EDQM publications, including the European Pharmacopoeia.  


The EDQM representatives participate as observers to the Agency’s Quality Working Party (QWP) and 
Biologics Working Party (BWP) meetings, the GMP inspection services group meetings as well as HMPC 
meetings at the European Medicines Agency.  
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3.3.10.2.  European Pharmacopoeia and its use for an application  


Pharmacopoeias are collections of standardised specifications, so called monographs, which define the 
quality reference for pharmaceuticals.  


Directive 2001/83/EC on medicines for human use refer to the mandatory character of European 
Pharmacopoeia monographs in the preparation of dossiers for Marketing Authorisation Applications 
(MAA). 


The texts of the European Pharmacopoeia cover active substances, excipients, substances or 
preparations for pharmaceutical use of chemical, animal, human or herbal origin, homoeopathic 
preparations and homoeopathic stocks, antibiotics, as well as dosage forms and containers. The texts 
of the European Pharmacopoeia also apply to biologicals, blood and plasma derivatives, vaccines and 
radio-pharmaceutical preparations. 


QWP and BWP are consulted during the preparation and the revision of monographs.  


Additionally, chemical and biological reference material of the European Pharmacopoeia (Chemical 
Reference Substances and Biological Reference Preparations) to be used where relevant as reference 
standards for the quality control of medicinal products and their constituents are adopted by the 
European Pharmacopoeia and centrally supplied from the EDQM.  


With respect to the quality part (chemical, pharmaceutical and biological) of the dossier, all 
monographs including general monographs and general chapters of the European Pharmacopoeia are 
applicable.  


When test procedures and methods used for manufacturing and controlling the raw materials and 
active substances or the starting materials, excipients or finished medicinal products are described in 
the European Pharmacopoeia, the required description to be included in Module 3 shall be replaced by 
the appropriate detailed reference to the monograph(s) and general chapter(s).  


3.3.10.3.  What is the scope of the Certification Procedure of the EDQM? 


The Certification Procedure is intended for substances for which a monograph (general monograph 
and/or specific monograph) has been adopted by the European Pharmacopoeia Commission. The 
procedure does not apply for direct gene products (proteins), products obtained from human tissues, 
vaccines and blood products and preparations. 


Under the official procedure described in Resolution AP-CSP (07) 1 (adopted by the Public Health 
Committee (Partial Agreement), Council of Europe) and Directive 2001/83/EC and 2003/63/EC as 
amended of the European Union, manufacturers or suppliers of active substances or excipients 
(organic or inorganic, obtained by synthesis, extraction or fermentation), any product with 
transmissible spongiform encephalopathy (TSE) risk, or herbal products used in the production or 
preparation of pharmaceutical products can apply for a certificate of suitability (CEP) concerning: 


• The evaluation of the suitability of the monograph for the control of the chemical purity and 
microbiological quality of their substance according to the corresponding specific monograph; or 


• The evaluation of the reduction of Transmissible Spongiform Encephalopathy (TSE) risk, according 
to the general monograph; or,  


• Both of the above; or, 


• The evaluation of the suitability of the monograph for the control of herbal drugs and herbal drugs 
preparations.  
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A CEP can be used by the manufacturers of pharmaceutical products in their marketing authorisation 
applications to demonstrate the compliance of the substance used with the monographs of the 
European Pharmacopoeia as referred in Directive 2001/83/EC, as amended. As a result, the applicants 
are exempted of providing the concerned data in the relevant parts of Module 3 of the MAA, as deemed 
to be replaced by the CEP, except for some parts needed for the assessment of the medicinal product. 
For instance, in case of sterile substances, the applicant has to resubmit the data on the sterilisation of 
the substance to National Competent Authorities/Agency. Additionally the manufacturer should provide 
the applicant with the written assurance that the manufacturing process has not been modified since 
the granting of the certificate of suitability by the EDQM. 


In case a new or updated Certificate of Suitability has been issued, the applicant should submit it 
through the relevant variation procedure.  


This procedure is aimed at facilitating and simplifying exchanges between the partners to ensure that 
the quality of substances is guaranteed and that these substances comply with the European 
Pharmacopoeia, by issuing a so-called Certificate of Suitability (CEP or CEP for TSE).  


CEPs are recognised by all signatory states of the European Pharmacopoeia Convention and by the 
European Union. There are also other countries which have also chosen to recognise them. 


Note on CEPs for biological substances of non-recombinant origin 


Following EDQM decision to exclude from the scope of the certification procedure the products 
classified as “other biological substances” by the CMD (h). Applicants are requested to submit full data 
on the Module 3 for new applications for Marketing Authorisation through the centralised procedure for 
medicinal products containing these biological substances. Existing certificates of suitability (CEPs) for 
these substances can be included in the dossiers but should not be used as replacement of the relevant 
data in the corresponding sections of Module 3. 


The reasoning behind this decision is that for biologicals the characterisation and determination of the 
quality of these products requires not only a combination of physico-chemical and biological testing, 
but also extensive knowledge over the production process and its control.  


The EDQM will therefore not accept any new application for a CEP for these biological substances. 


3.3.10.4.  List of Standard Terms and its use  


The list of the Standard Terms was drawn up by the European Pharmacopoeia Commission for use in 
the marketing authorisation application and the product information (SPC, labelling, package leaflet). It 
has the double purpose of bringing information to the patient/user/prescriber and distinguishing the 
various presentations of a medicinal product. It should convey essential information on the properties 
and use of the particular medicinal product presentation. 


The Standard Term concerns either the pharmaceutical form, route of administration or container.  The 
pharmaceutical form standard term consists of a combination of the form in which a medicinal product 
is presented (form of presentation) and the form in which it is administered, including the physical 
form (form of administration). In special cases (e.g. identical products which may be distinguished only 
by reference to the container), the information about the immediate container can be included in the 
pharmaceutical form, e.g. “solution for injection in pre-filled syringes.  


Moreover, due to the specificity of a medicinal product the complete characterisation of a 
pharmaceutical form may be constructed by using a combination of existing Standard Terms, e.g. 
“powder for solution for injection or infusion”. 
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The route of administration indicates the part of the body on which, through which, or into which the 
medicinal product is to be administered.  


The container is the packaging immediately in contact with the medicinal product. 


When the nature of the medicinal product is such that no existing Standard Term or combination of 
Standard Terms accurately describes the product presentation, a request for a new Standard Term will 
have to be made to the EDQM. The need for such a request should be identified by the applicant 
preferably during the EMA pre-submission meeting. The applicant should submit to the EMA the 
request for a new standard term, together with appropriate supportive documentation i.e. a detailed 
description of the pharmaceutical form and proposed new term, together with a justification for the 
new term including why any of the existing terms are not appropriate and a draft SPC. The request will 
be reviewed by the Quality Review of Documents and the Quality Working Party groups. The EMA will 
subsequently forward the applicant’s request and the common EMA position to the EDQM for final 
decision.  


For more information on Standard Terms please refer to: http://www.edqm.eu/site/page_590.php  


References 


• EMA website (Inspections section)  


• EDQM & HealthCare website  


• List of Standard terms 


3.3.11.  Medical devices NEW Aug 2017  


Medical devices are currently governed by the Medical Device Directive 93/42/EEC (MDD) and the 
Active Implantable Medical Device Directive 90/385/EEC (AIMDD). A new medical device Regulation 
(EU) 2017/745), replacing these two directives, was adopted on 5 April 2017 and will apply as of 26 
May 2020. 


Medical devices are any instrument, apparatus, appliance, software, material or other article, whether 
used alone or in combination, including the software intended by its manufacturer to be used 
specifically for diagnostic and/or therapeutic purposes and which does not achieve its principal 
intended action in or on the human body by pharmacological, immunological or metabolic means, but 
which may be assisted in its function by such means. A product is regulated either by the MDD or the 
AIMDD or by the medicinal products Directive (2001/83/EC). The conformity assessment procedure or 
the marketing authorization procedure to be followed prior to placing a given product on the market 
will therefore be governed either by the MDD/AIMDD or by the medicinal products Directive. The 
procedures of both Directives do not apply cumulatively. In deciding whether a product falls under the 
MDD/AIMDD or the medicinal products Directive, the principal mode of action of the product will be 
taken into account. 


Medical devices, necessary to administer a medicinal product, may be supplied together with the 
medicinal product, i.e. as an integral component of the medicinal product (see question 1.1), as a 
separate drug-delivery device co-packaged with the medicinal product (see question 1.2), or 
independently of the medicinal product.  


The European Commission provides a range of medical device guidance documents (MEDDEV) relating 
to questions of application of EC directives on medical devices.  These documents provide useful 
guidance to assist stakeholders taking common positions throughout the European Union.  
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This Questions and Answers document (applicable to the current MDD and AIMDD) is intended to 
provide guidance on procedural aspects for the submission of a Marketing Authorisation Application 
(MAA) to the European Medicines Agency in cases where such applications also concerns medical 
devices. In cases of questions regarding the medical device component, it is recommended to consult 
the EMA before the submission of an MAA and clarify any requirements in a pre-submission meeting 
(see question ‘How is a marketing authorisation application pre-submission meeting conducted at 
EMA?’). 


3.3.11.1.  When is my medical device and medicinal product considered to form a single 
integral product? 


If a medical device is placed on the market in such a way that the device and the medicinal product 
form a single integral product which is intended exclusively for use in the given combination and which 
is not reusable, that single-integral product is governed by Directive 2001/83/EC. 


The second paragraph of Article 1(3) of the MDD sets out three cumulative conditions that need to be 
satisfied at the moment of the placing on the market: 


• the device and the medicinal product form a single integral product; 


• intended exclusively for use in the given combination; 


• which is not reusable. 


This single integral product is governed by the medicinal products Directive and all aspects of this 
single integral product will be evaluated as part of the assessment of the MAA. A medical device and 
medicinal product forming a single integral product will not require a CE mark. The relevant essential 
requirements of Annex I to the MDD will apply as far as the safety and performance-related device 
features are concerned. All elements needed in the evaluation of the device need to be submitted in 
the relevant part of the dossier.  


Examples of single integral products which are not reusable are pre-filled syringe or pre-filled pens, 
nebulizers pre-charged with a specific medicinal product; and patches for transdermal drug delivery 
(for additional examples refer to MEDDEV 2. 1/3 rev 3). 


3.3.11.2.  When is a drug-delivery product regulated as a medical device? 


This category concerns devices that are intended to administer a medicinal product but do not form a 
single integral product at the time of placing on the market. In this case, the device is governed by the 
MDD, without prejudice to the provisions of Directive 2001/83/EC with regard to the medicinal product. 
These types of medical devices can be supplied separately or co-packaged with the medicinal product. 
If the medical device will be supplied with the medicinal product, it is strongly recommended to submit 
evidence demonstrating that the device is CE marked as part of the initial marketing authorisation 
application for the medicinal product and in any case, a CE mark is required prior to the adoption of 
the CHMP opinion.  


Examples of medical devices used in the administration of medicinal products are nebulisers, drug 
delivery pump, and reusable injection pens (for additional examples refer to MEDDEV 2. 1/3 rev 3). 


3.3.11.3.  What do I need to consider in the electronic application form if my application for 
a medicinal product contains a medical device? 


Applications for a MA containing one or more medical devices should complete section 2.2.4 of the 
current electronic application form. The applicant should indicate in this section if a medical device will 
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be submitted within the MAA and complete the relevant sections as required (e.g. address of Notified 
Body for devices which are CE marked). This applies both to medicinal products forming a single 
integral product with the medical device and to medical devices which do not form such an integral 
product with the medicinal product and require a CE mark. 


References 


• Medical Device Directive 93/42/EEC (MDD) 


• Active Implantable Medical Device Directive 90/385/EEC (AIMDD) 


• EC guidance on medical devices  


• Guidance document – Scope, field of application, definition - Borderline products, drug-delivery 
products and medical devices incorporating, as integral part, an ancillary medicinal substance or an 
ancillary human blood derivative - MEDDEV 2.1/3 rev. 3  


• Directive 2001/83/EC 


• Regulation (EC) 726/2004 


• Concept paper on developing a guideline on quality requirements of medicinal products containing 
a device component for delivery or use of the medicinal product 


 


3.4.  Compliance, Environmental Risk Assessment and Pharmacovigilance 


3.4.1.  Which information do I need to provide in my marketing 
authorisation application regarding GCP inspections and GLP compliance? 
Rev. Sep 2015 


Applicants are requested to provide the following information as annexes to the Cover Letter in 
their marketing authorisation applications: 


GCP Inspections 


A list of GCP inspection(s) conducted or planned by any regulatory authority at clinical trial sites for all 
clinical trials included in the dossier. In case of BE trials a list of the inspections conducted at the 
clinical and analytical facility where the study was conducted.   


Alternatively, a confirmation that no inspections had been requested nor taken place and that no 
inspection are planned. 


Please also refer to Q&A “When can I expect a pre-approval GCP inspection and how are they 
conducted?” for more information on GCP Inspections and the information to include in the application 
regarding GCP compliance. 


GLP Compliance 


A summary table, listing the non-clinical studies claimed to be GLP compliant and indicating for each 
study: 


- study title, 


- study code (Unique identifier assigned to the study), 


- date of completion of the Final Report , 
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- test facility and test sites in which the study was conducted, 


- complete address of the test facility (and test sites where applicable), 


- period in which the test facility(ies) and/or test site(s) was(were) used indicating if in that period 
they were part of an European Union (EU) or an Organisation for Economic Co-operation and 
Development (OECD) Mutual Acceptance of Data (MAD) accepted GLP monitoring programme. 


Regarding GLP compliance, as per Notice to Applicant, Volume 2B, there should be a comment in 
Module 2.4 Nonclinical Overview and Module 2.6 Nonclinical Summary on the GLP status of the studies 
submitted in the application. 


References 


• The Rules governing Medicinal Products in the European Community, Volume 2B, Notice to 
Applicants,  Common Technical Document 


• GCP inspections template 


• GLP compliance 


3.4.2.  When do I have to submit an Environmental Risk Assessment (ERA)? 
Rev. Oct 2014 


In accordance with Article 8(3) (ca) and (g) of Directive 2001/83/EC, as amended, the evaluation of 
the potential environmental risks posed by medicinal products should be submitted, their 
environmental impact should be assessed, and on case-by-case basis, specific arrangements to limit 
the impact should be considered. In any event this impact should not constitute a criterion for refusal 
of a marketing authorisation for medicinal products for human use. 


The environmental risk assessment (ERA) concerns the risks to the environment arising from the use, 
storage, and disposal of the medicinal product. Risks arising from the synthesis or manufacture of the 
product are under the remits of the national competent authorities.  


The ERA follows a step-wise, two-phase procedure. The first phase (phase I) estimates the exposure of 
the environment to the drug substance by calculating the predicted environmental concentration 
(PEC). The PEC calculation applies to the aquatic compartment (PECSURFACEWATER). If the PECSURFACEWATER 
value is equal or above 0.01 μg/L, then a phase II environmental-fate and effect analysis should be 
performed.  


More details are provided in the guideline on environmental risk assessment of medicinal products for 
human use and in the related “Questions and Answers on Guideline on the environmental risk 
assessment of medicinal products for human use” document. 


An ERA is required for all new MAAs for a medicinal product through a centralised, mutual recognition, 
decentralised and national procedure including applications submitted under Article 10 of the 
mentioned directive.  


The ERA, including the relevant study reports, should be provided in module 1.6 of the MAA together 
with the dated signature of the author, information on the author’s educational, training and 
occupational experience (curriculum vitae) and a statement of his or her relationship with the 
applicant.  


In the case of medicinal products containing natural substances e.g. vitamins, electrolytes, amino 
acids, peptides, proteins, carbohydrates, lipids and of vaccines and herbal medicinal products, a 
justification for not submitting ERA studies should be provided in module 1.6. 
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In case of an existing marketing authorisation, a re-evaluation of the ERA should be submitted with the 
application for type II variations or for extension applications.  


An ERA is not required for renewals or Type IA/IB variations. 


Studies in the context of an ERA are expected to be assessed during the initial marketing authorisation 
or relevant post-marketing procedures (e.g. extension of indication, extension applications). In the 
exceptional case that ERA study results are provided stand-alone, they should be submitted as a type 
IB C.1.z variation as described in the Practical questions and answers to support the implementation of 
the variations guidelines in the centralised procedure. 


References 


• Directive 2001/83/EC as amended 


• Guideline on the Environmental Risk Assessment of the medicinal products for human use 


• EudraLex – Volume 2 – Pharmaceutical legislation: Notice to applicants and regulatory guidelines 
medicinal products for human use 


• Questions and answers on the Guideline on the environmental risk assessment of medicinal 
products for human use 


• Practical questions and answers to support the implementation of the variations guidelines in the 
centralised procedure 


3.4.3.  What are the requirements for my pharmacovigilance system? Rev. 
Jan 2016 


3.4.3.1.  Requirements regarding the summary of the pharmacovigilance system  


Applicants for marketing authorisation are required to provide a summary of their pharmacovigilance 
system, in accordance with Article 8(3) (ia) of Directive 2001/83/EC, which they will introduce once the 
authorisation is granted.  


The requirement for the summary of the pharmacovigilance system was introduced by the new 
pharmacovigilance legislation (Directive 2010/84/EU amending, as regards 
pharmacovigilance, Directive 2001/83/EC).  


The summary of the pharmacovigilance system should be provided in Module 1.8.1 of the application 
for marketing authorisation and includes the following elements: 


• proof that the applicant has at his disposal a qualified person responsible for pharmacovigilance, 


• the Member States in which the qualified person resides and carries out his/her tasks, 


• the contact details of the qualified person, 


• a statement signed by the applicant to the effect that the applicant has the necessary means to 
fulfil the tasks and responsibilities listed in Title IX of Directive 2001/83/EC, 


• a reference to the location where the pharmacovigilance system master file (PSMF) for the 
medicinal product is kept. 


The applicant may combine this information in one single statement using the required statement as 
per Article 8(3)(ia) of Directive 2001/83/EC regarding  the obligation to have the necessary means to 
fulfil the tasks and responsibilities listed in Title IX (Pharmacovigilance). Such statement should be 
signed by an individual who can act on behalf of the legal entity of the applicant/MAH and by the 
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qualified person responsible for pharmacovigilance (QPPV). The title, role and responsibility of each 
individual signing the statement should be clearly specified in the document. 


The summary of the pharmacovigilance system is specific to each marketing authorisation application 
as per legislation and therefore should be signed by the relevant applicant/MAH. 


Applicants are required to include a summary of the applicant’s pharmacovigilance system at the time 
of submission of an initial marketing authorisation application (MAA).  


The requirement for the summary of the pharmacovigilance system is the same for any marketing 
authorisation application, independent of the legal basis for the application.  


3.4.3.2.  Requirements regarding the pharmacovigilance system and pharmacovigilance 
system master file 


The MAH has to operate a pharmacovigilance system for the fulfilment of his pharmacovigilance tasks. 


The pharmacovigilance system master file (PSMF) is a detailed description of the pharmacovigilance 
system used by the MAH with respect to one or more authorised medicinal products. 


The PSMF is not part of the marketing authorisation (MA) dossier and is maintained independently from 
the MA. It should be permanently available for inspection and should be provided within 7 days to the 
Competent Authorities if requested. The PSMF must be located either at the site in the Union where the 
main pharmacovigilance activities of the marketing authorisation holder are performed or at the site in 
the Union where the QPPV operates. The QPPV has to both reside and operate in the Union. 


Applicants are required, at the time of initial MA application, to have in place a description of the 
pharmacovigilance system that records the system that will be in place and functioning at the time of 
granting of the MA and placing of the product on the market. During the evaluation of a MA application 
the applicant may be requested to provide a copy of the PSM for review.  


The PSM has to describe the pharmacovigilance system in place at the current time. Information about 
elements of the system to be implemented in future may be included, but these should be clearly 
described as planned rather than established or current. 


The pharmacovigilance system will have to be in place and functioning at the time of granting of the 
MA and placing of the product on the market. 


3.4.3.3.  Subcontracting pharmacovigilance activities  


The MAH may subcontract certain activities of the pharmacovigilance system to third parties. It shall 
nevertheless retain full responsibility for the completeness and accuracy of the pharmacovigilance 
system master file (PSMF).  


The MAH will have to draw up a list of its existing subcontracts between himself and the third parties, 
specifying the product(s) and territory(ies) concerned. 


When delegating any activities concerning the pharmacovigilance system and its master file, the MAH 
retains ultimate responsibility for the pharmacovigilance system, submission of information about the 
PSMF location, maintenance of the PSMF and its provision to competent authorities upon request. 
Detailed written agreements describing the roles and responsibilities for PSMF content, submissions 
and management, as well as to govern the conduct of pharmacovigilance in accordance with the legal 
requirements, should be in place. 


For more guidance on the requirements for pharmacovigilance system and PSMF, please refer to the 
relevant Good Pharmacovigilance Practice (GVP) Modules. 
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3.4.3.4.  Pharmacovigilance system master file number (PSMF) 


Applicants are encouraged to request a PSMF number (MFL EVCODE) in advance of the marketing 
authorisation application.  


If available, the PSMF number (MFL EVCODE) assigned by the extended EudraVigilance Medicinal 
Product Dictionary (XEVMPD) should be included in the statement in Module 1.8.1. However this 
information is not part of the compulsory elements as per Article 8(3)(ia) of Directive 2001/3/EC. 


For more information on how to obtain a PSMF number, please refer to the Detailed Guidance on 
electronic submission of information on medicines. 


3.4.3.5.  Is it mandatory to enter and maintain the Location of the Pharmacovigilance 
System Master File in the XEVMPD? If so, how do we enter this information in the XEVMPD? 
Jan 2016  


At the time of marketing authorisation application (MAA), the applicant should submit electronically the 
PSMF location information using the agreed format as referred to in chapter IV, Article 26, paragraph 
1(a) of the Commission Implementing Regulation (EU) No 520/2012, and subsequently include in the 
MAA, the PSMF number (MFL EVCODE), which is the unique code assigned by the Eudravigilance (EV) 
system to the master file when the EudraVigilance Medicinal Product Report Message (XEVPRM) is 
processed.  


Once the marketing authorisation is granted, the PSMF will be linked by the marketing authorisation 
holder to the EudraVigilance Medicinal Product Dictionary (XEVMPD) product code(s). Master File 
Location (MFL) EVCODE should be the same for all authorised medicinal products covered by the same 
pharmacovigilance system and described in the same pharmacovigilance system master file declared 
at the one location within the European Union.  


Following the initial MAA submission, marketing authorisation holders shall electronically notify to the 
Agency any amendments to the QPPV and PSMF location information by updating the Art 57 database 
(please refer to Question “How to inform the authorities of a change in the summary of the 
pharmacovigilance system?” in the Pharmacovigilance system section of the post-authorisation 
guidance). 


3.4.3.6.  Is the information on the Deputy QPPV required as part of the summary of the 
pharmacovigilance system? Jan 2016  


No, the information on the deputy QPPV is not within the required information to be included in the 
summary of the applicant’s pharmacovigilance system, as per Article 8(3)(ia) of Directive 2001/83/EC. 
According to the legislation and guidance in GVP Module I, as part of the pharmacovigilance system, 
the marketing authorisation holder shall have permanently and continuously at its disposal an 
appropriately qualified person responsible for pharmacovigilance in the EU (QPPV). Therefore back-up 
procedures in case of absence of the QPPV shall be in place. The QPPV should ensure that the back-up 
person has all necessary information to fulfil the role. The information relating to the QPPV provided in 
the PSMF shall include details of back-up arrangements to apply in the absence of the QPPV.  


3.4.3.7.  Is there a PSMF template? Jan 2016 


There is no specific “PSMF template”. The structure and content of the PSMF as well as its maintenance 
are prescribed in Commission Implementing Regulation (EU) No 520/2012 and in GVP Module II. 
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3.4.3.8.  Pharmacovigilance System Master File location: can the server of the 
Pharmacovigilance System Master File be physically located and administered outside EU if 
it is validated and operational/accessible 24/7 for EU markets and EU QPPV? Jan 2016 


According to Article 5(3) of Commission Implementing Regulation (EU) No 520/2012, the 
pharmacovigilance system master file may be stored in electronic form provided that the media used 
for storage remain readable over time and a clearly arranged printed copy can be made available for 
audits and inspections. 


In addition, Article 7 of Commission Implementing Regulation (EU) No 520/2012 clarifies that: 


1. The pharmacovigilance system master file shall be located either at the site in the Union where the 
main pharmacovigilance activities of the marketing authorisation holder are performed or at the site in 
the Union where the qualified person responsible for pharmacovigilance operates. 


2. The marketing authorisation holder shall ensure that the qualified person for pharmacovigilance has 
permanent access to the pharmacovigilance system master file. 


3. The pharmacovigilance system master file shall be permanently and immediately available for 
inspection at the site where it is kept. 


4. Where the pharmacovigilance system master file is kept in electronic form in accordance with Article 
5(3), it is sufficient for the purposes of this Article that the data stored in electronic form is directly 
available at the site where the pharmacovigilance system master file is kept. 


3.4.3.9.  What information will be made public on the EU web-portal regarding 
pharmacovigilance contact details and PSMF locations? Will details of the QPPV be made 
public? Jan 2016 


Article 26(1)(e) of Regulation (EC) No 726/2004 places the responsibility on the EMA, in collaboration 
with Member States, to make public, at least, a list of the locations in the Union where 
pharmacovigilance system master files are kept and contact information for pharmacovigilance 
enquiries, for all medicinal products for human use authorised in the Union. On this basis: 


Pharmacovigilance enquiries 


EMA will publish contact information for pharmacovigilance enquiries from the data submitted under 
Article 57(2) of Regulation (EC) No 726/2004, as follows: 


• email address for pharmacovigilance enquiries (Art 57(2) data field AP.7 enquiryemail) 


• phone number for pharmacovigilance enquiries (Art 57(2) data field AP.8 enquiryphone) 


Location of PSMF 


EMA will publish the locations in the Union where pharmacovigilance system master files are kept, from 
the data submitted under Article 57(2) of Regulation (EC) No 726/2004, as follows: 


• Code assigned to the PSMF (Art 57(2) data field MF.2 ev_code) 


• Company name (Art 57(2) data field MF.3 mflcompany) 


• PSMF location country code (Art 57(2) data field MF.10 mflcountrycode) 


No information on the QPPV will be published by the EMA unless it is the same as that listed above (Art 
57(2) XEVMPD data fields AP.7, AP.8, MF.2, MF.3, or, MF.10). 


References 
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• Regulation (EC) No 726/2004 


• Directive 2001/83/EC  


• Directive 2010/84/EU 


• Commission implementing Regulation No 520/2012 of 19 June 2012 on the performance of 
pharmacovigilance activities provided for in Regulation (EC) No 726/2004 of the European 
Parliament and of the Council and Directive 2001/83/EC of the European Parliament and of the 
Council 


• European Commission Question on transitional arrangements concerning the entering into force of 
the new pharmacovigilance rules provided by Directive 2010/84/EU amending Directive 
2001/83/EC and Regulation (EU) No 1235/2010 amending Regulation (EC) No 726/2004 
(SANCO/D5/FS/(2012)1014848)  


• HMA-EMA Questions and answers on practical transitional measures for the implementation of the 
pharmacovigilance legislation (EMA/228816/2012 – v.3) 


• Guideline on good pharmacovigilance practices - Module I – Pharmacovigilance systems and their 
quality systems (EMA/541760/2011) 


• Guideline on good pharmacovigilance practices - Module II – Pharmacovigilance system master file  
(EMA/816573/2011) 


• EMA Post-Authorisation Guidance regarding the pharmacovigilance system 


• Detailed Guidance on electronic submission of information on medicines 


3.4.4.  What is Eudravigilance? How will it apply to my marketing 
authorisation? Mar 2009 


The reporting of suspected serious adverse reactions is defined in the Community legislation. This 
process involves healthcare professionals, the EMA, national Competent Authorities (NCAs) and MAHs 
and is applicable to all medicinal products authorised in the EEA. The reporting includes suspected 
serious adverse reactions occurring both within and outside the EEA. 


With effect from 20th November 2005, the electronic reporting of suspected serious adverse reactions, 
save in exceptional circumstances, has become mandatory. 


EudraVigilance is a data processing network and management system, which is used for reporting and 
evaluating suspected adverse reactions during the development and following the marketing 
authorisation of medicinal products in the European Economic Area (EEA).  


EudraVigilance supports:  


• Electronic exchange of suspected adverse reaction reports (referred to as Individual Case Safety 
Reports) between the European Medicines Agency (EMA), national Competent Authorities, 
marketing authorisation holders, and sponsors of clinical trials in the EEA.   


• Early detection of possible safety signals associated with medicinal products for human use.  


• Continuous monitoring and evaluation of potential safety issues in relation to reported adverse 
reactions.  
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EudraVigilance is also one of the main pillars of the European Risk Management Strategy and facilitates 
the process of risk management at several levels including risk detection, risk assessment, risk 
minimisation and risk communication.  


Practical and detailed guidance on the collection, verification and presentation of adverse reaction 
reports arising from clinical trials on medicinal products for human use can be found via this link: 
http://ec.europa.eu/health/documents/eudralex/index_en.htm. 


A marketing authorisation holder should prepare for the electronic reporting of suspected adverse 
reactions to the EMA as follows: 


• Provide the EMA with a written plan on how the company is going to implement the electronic 
transmission of ICSRs to the Agency and national Competent Authorities in the EEA. Please 
address your plan to the attention of Ms Sabine Brosch (sabine.brosch@ema.europa.eu).  


• Follow the detailed instructions outlined in “10 Steps to Implementation”, where the procedure for 
the initiation of the electronic transmission of ICSRs is described.  


• Register with EudraVigilance. Please note that a MedDRA license is required for electronic reporting 
of ICSRs. For further information on the EudraVigilance MedDRA licensing Policy, please refer to 
MedDRA licensing Policy in this website.  


• Provide the required information for the EudraVigilance Medicinal Product Dictionary.  


For detailed information related to EudraVigilance, please consult the EudraVigilance webpage 
http://eudravigilance.ema.europa.eu/highres.htm or contact eudravigilance@ema.europa.eu. 


 


3.5.  Risk Management Plan (RMP) 


3.5.1.  When should I submit my RMP? Rev. Dec 2017 


A RMP shall be submitted for all initial marketing authorisations applications irrespective of its 
legal basis. However, in certain circumstances, certain parts or modules of the RMP may be omitted, 
unless otherwise requested by the competent authority. Specific details can be found in Guideline on 
good pharmacovigilance practices (GVP) Module V – Risk management systems Rev 2, paragraph 
V.C.1.1. Applicants are generally encouraged to contact the EMA prior to submitting new applications 
to discuss RMP related questions.  


At any stage, but in particular during the pre-authorisation phase, an applicant/MAH may request 
advice on the development or content of an EU-RMP through the scientific advice procedure. 


Whether or not the scientific advice procedure has been used, discussion on any questions relating to 
the RMP (safety concerns or pharmacovigilance activities) for a medicinal product seeking a 
new/extension of an authorisation through the centralised procedure should take place at the pre-
submission meeting. 


3.5.2.  What are the requirements for a RMP for a new application of an 
established generic product? Rev. Jun 2016 


See the same question under EMA Procedural advice for users of the centralised procedure for 
generic/hybrid applications. 
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3.5.3.  If there is no RMP in place for a reference medicinal product, how 
should module SVIII “summary of the safety concerns” be populated for a 
generic medicinal product? Rev. Jun 2016 


See the same question under EMA Procedural advice for users of the centralised procedure for 
generic/hybrid applications. 


3.5.4.  Do I need to submit an RMP for my traditional herbal medicinal 
product?  


The submission of a RMP is not required for an application for a traditional–use registration.  


For other herbal medicinal products not falling within the scope of the traditional-use registration, an 
RMP will be required for any initial marketing authorisation applications. 


3.5.5.  How shall I present my RMP? Rev. Dec 2017 


Guidance on the format and content of the RMP as outlined in GVP module V and RMP template is 
available in the Pharmacovigliance section of the Agency’s website. The submitted RMP should follow 
the RMP template and guidance. 


The RMP should be provided in CTD section 1.8.2. 


RMP versions submitted for assessment should be version controlled and dated. 


All parts and modules of the RMP should be submitted in one single PDF-file so that a complete RMP is 
provided to the Agency. 


3.5.6.  What template should I use for the RMP submission? NEW Dec 2017 


Depending on the MA application submission date or procedural step, either the Revision 16 or the 
Revision 2 version7 of the Guidance on format of the risk-management plan in the European Union 
should be used including for generics. The Rev. 2 version is also applicable to generics as it includes 
specific guidance to generics. The transitional arrangements for the RMP submission are presented in 
the table below: 


RMP submission with: 01.10.2017 – 30.03.2018 On and after 31.03.2018 


Initial submission of an initial 
marketing authorisation 
application (MAA) 


Only Rev.2 Only Rev.2 


Responses to D120 LOQ MAA  Only Rev.2 Only Rev.2 


Responses to D180 LOI MAA 
Rev.1 or 


Rev.2 
Only Rev.2 


Responses to D90 LOQ MAA – 
accelerated assessment 


Rev.1 or 


Rev.2 
Only Rev.2 


                                               
6 RMP Template EMA/465932/2013 Rev.1 
7 RMP Template EMA/PRAC/613102/2015 Rev.2 
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RMPs submitted using Rev. 1 of the template instead of Rev. 2 will not be rejected at validation of the 
application, but will automatically trigger an outstanding issue; applicants and MAHs will be required to 
update the RMP using the Rev.2 of the template and submit as part of the responses to the LOQ/LOI. 


3.5.7.  When and how will the RMP summary be published? Rev. Dec 2017 


All RMPs using the Guidance on the format of the risk management plan (RMP) in the EU – in 
integrated format (Rev. 2) will have the RMP Summary published after the adoption of the Commission 
Decision grating the MA. 


The RMP Summary will be reviewed during the initial marketing authorisation application procedure 
under RMP Part VI, and will be approved as part of the agreed RMP. 


Post-opinion, the MAH will be asked to add in the Summary the link to the EPAR summary landing 
page (provided by EMA in the Letter to Applicant), to extract the RMP summary as a stand-alone PDF 
document, and to send it via EudraLink to the EMA. The PDF document should not contain meta-data, 
headers or footers related to the overall RMP document, nor excessive formatting. 


The extracted PDF RMP Summary will be published on the EMA website, on the product’s page (EPAR 
summary landing page). 


3.5.8.  Should I provide documents with tracked changes highlighted to 
facilitate review? Rev. Sep 2015 


Only clean versions of documents in PDF format should be managed within the eCTD lifecycle.  
If additional formats are required by any authority to facilitate the assessment (e.g. tracked changes 
versions for SmPCs, Risk Management Plans or other documents as specified by the agency), these 
should be provided in Word formatin the separate folder ‘XXXX-working documents’. Further details 
can be found in section 2.9.9 of the TIGes Harmonised Guidance for eCTD Submissions in the EU. 


3.5.9.  Should I include study progress reports in the Pharmacovigilance 
Plan summary tables of the RMP? Rev. Dec 2017  


The purpose of specifying study milestones in the Pharmacovigilance Plan in the RMP is to track due 
dates when new information relevant to the benefit-risk balance of the product will be available. Study 
progress reports milestones should be included in the Pharmacovigilance Plan summary tables only in 
agreement with and at the request of the competent authorities, as part of the evaluation of the RMP. 


3.5.10.  Should I include all of my ongoing studies in the RMP? Rev. Dec 
2017 


Only studies related to proposed safety concerns in the RMP should be included in the 
Pharmacovigilance Plan (RMP Part III). 


Studies in the PIP should not be routinely included in the pharmacovigilance plan. The aim here is to 
allow the safety concern to be investigated, not to provide studies reflecting the development plan for 
a paediatric indication. Where use in children results in a safety concern, it may be appropriate to 
include individual activities aimed at providing further safety information in the pharmacovigilance plan 
(e.g. follow up forms). 
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3.5.11.  How is the assessment of an educational program as additional risk 
minimisation handled? Rev. Dec 2017 


The description of the educational program is included in RMP V.2. Additional Risk Minimisation 
Measures and the key messages of the educational materials are included in RMP Annex 6, and will be 
assessed as part of the MA application and will be reflected in the Annex II.D of the marketing 
authorisation for centrally authorised medicinal products. Review of the educational materials 
incorporating these key elements is done at the Member State. Further guidance for the 
implementation of the educational material at national level can be found in GVP Module XVI 
addendum I – Educational materials.  


3.5.12.  Can the internet be used as additional risk minimisation measure 
(e.g. website with educational materials or videos)?  


Use of websites should not be proposed in the RMP as a means of communicating information on 
additional risk minimisation measures.  Mention of a specific medicinal product on a website is 
regarded as promotional in some Member States and may not be permissible. However, in some 
Member States it is possible that use of the internet may be permitted as part of the national 
communication plan agreed at Member State level. 


3.5.13.  How will my RMP be reviewed? Rev. Dec 2017 


The CHMP and the PRAC will be involved in the RMP assessment performed during the initial MA 
procedure. The CHMP will focus its evaluation of the RMP on the safety specifications in light of the 
assessment made on the quality, safety and efficacy of the product while the PRAC will focus its 
evaluation on the prospective planning aspects i.e. the pharmacovigilance plan and risk minimisation 
measures. 


The PRAC will issue a separate assessment before Day 120 and any comments and questions will be 
integrated in the CHMP AR and the Day 120 List of Questions. Thereafter the PRAC assessment will be 
integrated in a joint CHMP-PRAC assessment report.. 


See also question ”How shall my procedure be evaluated?”. 


3.5.14.  Can I submit after the opinion a version of the RMP to reflect the 
last minute changes made during the CHMP? Rev. Dec 2017 


As a matter of principle the day of the CHMP Opinion is the last opportunity for the MAH to provide an 
updated version of the RMP (in word format) for agreement. The same RMP version with the same 
version number – without any additional changes - can thereafter be submitted as part of a formal 
eCTD closing sequence post-opinion. No additional changes can be introduced to the RMP post-opinion. 
Any update of the RMP to address issues identified post-opinion should be submitted, through the 
appropriate variation, once the Commission Decision granting the MA has been issued. 


3.5.15.  When should I submit the RMP Annex 1 to EudraVigilance? NEW 
Dec 2017 


The RMP Annex 1 should always be submitted following the granting of a marketing authorisation. It 
should reflect the final version of the RMP as agreed at the time of the CHMP Opinion  


The electronic submission to EMA is due within 30 calendar days after the publication of the European 
Commission Decision. 
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The RMP Annex I should be sent via Eudralink to h-eurmp-evinterface@ema.europa.eu.  


Further detailed information is available on the EMA website. 


References 


• Directive 2001/83/EC  


• Regulation (EC) No 726/2004  


• Commission implementing Regulation No 520/2012 of 19 June 2012 on the performance of 
pharmacovigilance activities 


•  Guideline on good pharmacovigilance practices – Module V – Risk Management Systems 


• RMP template 


• GVP Module XVI addendum I – Educational materials 
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4.  Submission, validation and fees 


4.1.  How and to whom should I submit my dossier? Rev. Aug 2017 


In order to fulfil EU dossier requirements applicants must submit new Marketing Authorisation 
Applications (MAA) as follows: 


Languages to be used 


All applications have to be submitted in English. 


Format of submission 


From 1 January 2010, eCTD is the only acceptable electronic format for all applications and all 
submission types in the context of the centralised procedure (e.g. new applications, variations, 
renewals). Any other electronic format, including NeeS, will be automatically rejected and the 
submission receipt will not be acknowledged. Additionally, if the eCTD submission results in an invalid 
Technical Validation the submission will not be accepted. 


The latest version of the ICH M2 eCTD specification can be found at 
http://www.ich.org/products/electronic-standards.html, and the current version of the eCTD EU 
Module 1 specification can be found in the Rules governing Medicinal Products in the European 
Community, Notice to Applicants, Volume 2B or the eSubmission website with related documents. 


Where applications are amended during the agency’s review, such as responses to the lists of 
questions or a withdrawal, a new or consolidated eCTD sequence should be provided in order to 
maintain the eCTD life-cycle. Replacement sequences of a previously submitted eCTD application (e.g. 
following corrections) are not acceptable. Any modification of an eCTD application must be reflected in 
a new eCTD sequence.  


For further information regarding the e-submission requirements in the context of the Centralised 
Procedure, please refer to the TIGes Harmonised Guidance for eCTD submissions. 


From 1 July 2015, the use of the electronic Application Forms (eAFs) is mandatory for the Centralised 
Procedure. The EMA strongly recommends the use of a single electronic application form per 
submission, even if the submission concerns multiple strengths/pharmaceutical forms. 


Information on the electronic Application Form electronic application form can be found on the 
eSubmission eAF webpage. 


Cover letter 


The European Medicines Agency is standardising the administrative information required in cover 
letters for any submission concerning centralised procedures. This is in line with changes to the 
internal financial system and quality improvements to distribution workflows. The Summary Table 
should be incorporated in the cover letter of each submission in the Centralised Procedure (see 
explanatory notes in the template).  


Please refrain from sending additional and separate copies of cover letters as they will create delays in 
processing. 


Product Information (PI) 


As per eCTD requirement, the Product Information (SmPC, PIL and labelling) has to be submitted 
within the module 1 of the eCTD structure in PDF format. Additionally, this information should also be 
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submitted in Word format outside the eCTD structure but in the same eSubmission Gateway / 
eSubmission Web Client package within a folder called “xxxx_working documents”, where the number 
(xxxx) equals the sequence number. 


Active Substance Master File (ASMF) 


In cases where an Active Substance Master file (ASMF) exists, the applicant should ensure that the 
Active Substance Master File is or has been submitted by the ASMF holder to the Agency, (see also 
question "How should I submit an active-substance master file (ASMF)?), in order to proceed with the 
validation of the dossier. For submission requirements please refer to the “Dossier Requirements for 
referral, ASMF and NAP submissions (PASS107, Workshare, Signal Detection procedures) and ancillary 
medicinal substances in a medical device” document. 


Submission to the EMA 


From 1 March 2014 the use of the eSubmission Gateway or Web client is mandatory for all electronic 
Common Technical Document (eCTD) submissions through the centralised procedure. The European 
Medicines Agency (EMA) no longer accepts submissions on CD or DVD. This applies to all applications 
for human medicines. 


More information on how to register and connect to the Gateway / Web Client can be found in the 
eSubmission website and detailed information on the required naming conventions and file formats can 
be found in the European Medicines Agency eSubmission Gateway: Questions and answers relating to 
practical and technical aspects of the implementation and the eSubmission Gateway web client: 
Guidance for applicants. Applicants must not send duplicate submissions electronically or via CD-ROM 
or DVD or via CESP as this might lead to delays in the handling of applications. 


An automated ‘acknowledgement’ e-mail is sent from the system confirming whether their submission 
has passed the relevant technical validation criteria and has been uploaded to the agency’s review tool 
and made available via the Common Repository. Applicants must not send any accompanying hard 
media or separate paper cover letters for these submissions, as the cover letter will be in the relevant 
part of eCTD module 1 in PDF format. 


Submission requirements for the different Committee (Co-) Rapporteurs 


Submissions sent to EMA via eSubmission Gateway/Web Client will be considered delivered to all 
National Competent Authorities’ representatives and alternates. This will apply to all types of Human 
Centralised Procedure eCTD submissions, including PMF submissions and ASMF submissions related to 
centrally authorised products submitted in eCTD format. 


For ASMF submission requirements refer to the document “Dossier Requirements for referral, ASMF 
and NAP submissions (PASS107, Workshare, Signal Detection procedures) and ancillary medicinal 
substances in a medical device”. 


For a full overview of the submission requirements for the different Committee (Co-)Rapporteurs see: 
Dossier requirements for Centrally Authorised Products (CAPs). 


The above method and requirements also apply to the submission of responses to List of Questions / 
List of Outstanding Issues.  


Validation of the application 


In the event that the Agency requires additional data, information or clarification in order to complete 
its validation of the dossier, it will contact the applicant requesting to supply this information within a 
specific time limit. When supplying the Agency with this information, the applicant should also send a 
copy of this information to the (Co-)Rapporteurs, if necessary in accordance with the published 
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document “Dossier requirements for Centrally Authorised Products (CAPs)”. In this case, the validation 
can only be completed after receipt and verification of the information submitted. The submission of 
responses to validation supplementary information (VSI) should be sent in accordance with eCTD 
requirements including validation supplementary information (VSI) related to the ASMF part of the 
dossier, when applicable.  


In order to start the procedure by the targeted start date, the applicant is required to provide the 
information requested within a given deadline. If the applicant is unable to respond within the 
deadline, the Agency is able to accept the responses up to 2 months from the VSI letter. The published 
submission timetable applies. If no response is received within 2 months the validation outcome will be 
considered negative and the application closed followed by a charge of the administrative fee. 


If the (Co-)Rapporteurs have not received their copy of the dossier and/or supplementary validation 
information – for those procedures for which the Common Repository is not used for - on the day the 
dossier is validated by the Agency, the start of the procedure may be delayed until the procedural 
starting date of the next month. Please see “Dossier requirements for referral, ASMF and NAP 
submissions (PASS107, Workshare, Signal Detection procedures) and ancillary medicinal substances in 
a medical device”. 


Submission requirements for the other Committee members 


After validation of the application, the Agency will notify the applicant accordingly in writing. The same 
notification will also be sent to the (Co-)Rapporteurs. 


All NCAs have access to centrally authorised product submissions directly via the Common Repository 
after submission to the Agency. Please refer to the “Dossier requirements for Centrally Authorised 
Products (CAPs)” document to see if an electronic copy should also be sent to other Committee 
members after the validation phase for evaluation, to maintain the life cycle of the eCTD dossier. 


References 


• The Rules governing Medicinal Products in the European Community, Notice to Applicants, Volume 
2B, Electronic Technical Document (eCTD)  


• Official Website for ICH  


• eSubmission Website 


• eSubmission Gateway and the Web Client  


• Electronic Application Form 


• Common Repository website 


• Dossier requirements for centrally authorised products 


• Dossier Requirements for referral, ASMF and NAP submissions (PASS107, Workshare, Signal 
Detection procedures) and ancillary medicinal substances in a medical device 


• The EU Harmonised Technical eCTD Guidance 


 


4.2.  What are the names and addresses of the Committee members? 


Please see the names and addresses of the Committee members in the Q&A “What are the names and 
addresses of the CHMP members?” on the EMA website. 
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4.3.   How are initial marketing authorisation applications validated at 
EMA?  


Initial marketing authorisation (MA) applications submitted to the European Medicines Agency (EMA) 
as part of the centralised procedure are subject to a validation process. The objective is to make sure 
all essential regulatory elements required for scientific assessment are included in the MA application 
prior to the start of the procedure. Initial MA validation has been centralised and is now being 
performed by a dedicated service within the Agency.  


There are two elements to validation:  


• The first is technical validation which takes place once an electronic application has been received 
by the Agency. This ensures that the structure of the submission is compliant with the EU Module 1 
Specification.  


• The second element is regulatory and administrative content validation, which can only commence 
once the application has successfully passed technical validation. 


4.3.1.  What to expect once an Initial Marketing Authorisation Application 
has been submitted to the EMA? 


Once submitted to the European Medicines Agency in the agreed standard format, the Agency 
performs a technical validation. The outcome of this technical validation is immediately notified to the 
applicant when the application is received via eSubmission / Web Client.   


If the dossier is technically invalid and the replacement sequence is not delivered by the intended 
submission deadline, the start of the procedure is automatically postponed to the next month, as only 
technically valid and complete applications can be subject to the validation process. This also applies to 
the Active Substance Master File (ASMF) submissions (see “How to avoid most common quality 
validation issues – Active Substance Master File (ASMF)”). 


The Agency will inform the applicant of the start of the regulatory and administrative content 
validation.  


If any issues are found during validation then the Agency will issue a Validation Supplementary 
Information (VSI) request to the applicant. Applicants will have to respond to this request in order to 
resolve any validation issues before the procedure can start. Any response to this VSI request has to 
be sent as a new sequence.  


The Agency will communicate to the applicant the outcome of the validation. A positive outcome means 
that the scientific evaluation will start on the next available starting date according to the Agency 
timetables and the applicant will be invoiced the relevant fee. A negative outcome means that the 
applicant will have to re-submit a new application and will be invoiced a negative validation 
administrative fee. 


4.3.2.  What are the potential scenarios when validating an Initial 
Marketing Authorisation Application? 


There are four potential scenarios: 


4.3.2.1.  Scenario one (valid first time, no supplementary information requested) 


• The applicant submits a complete application according to the Agency’s guidance (see below: What 
are the main principles that my application should follow in order to pass validation successfully?)  
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• The Agency does not require any additional information.  


• The Agency will confirm the positive validation to the applicant via a positive validation letter.  


• The scientific evaluation will start on the next available start date according to the EMA timetables. 


4.3.2.2.  Scenario two (validation supplementary information requested) 


• The applicant submits an application that is not in accordance with the Agency’s guidance (see 
below: What are the main principles that my application should follow in order to pass validation 
successfully?).  


• The Agency will ask the applicant via a request for Validation Supplementary Information (VSI) to 
submit the additional information, clarifications or corrections.  


• The applicant provides the above additional information within the validation timeline. If the 
additional information submitted is as requested, the Agency will confirm the positive validation to 
the applicant.  


• The scientific evaluation will start on the next available start date according to the Agency 
timetables. 


4.3.2.3.  Scenario three (suspension of validation) 


• The applicant submits an application that is not in accordance with the Agency’s guidance. (see 
below: What are the main principles that my application should follow in order to pass validation 
successfully?). 


• The Agency will ask the applicant via a request for Validation Supplementary Information (VSI) to 
submit the additional information, clarifications or corrections.  


• However, if the additional information is not provided as requested and within the validation 
timeline, the validation will be suspended and the applicant informed accordingly. The applicant will 
have up to two months from the date of the initial Validation Supplementary Information (VSI) 
request to provide the additional information, clarifications or corrections. 


• Within the two month period and according to the EMA timetables, the Agency will confirm the 
positive validation if all pending issues have been addressed otherwise a negative validation will be 
generated. 


4.3.2.4.  Scenario four (negative validation) 


• In the case of non-compliance with applicable legal and regulatory requirements within the above 
mentioned 2 months, the Agency will issue a negative validation.  


• In that case, the Agency will confirm the negative validation to the applicant via a negative 
validation letter and invoice the administrative fee.  


4.3.3.  What are the timelines of initial Marketing authorisation validation? 


Validation takes place according to the Agency procedural timetable. Applications received on or before 
a quoted submission date will undergo validation by the Agency. The application must receive a 
positive validation outcome in order for a procedure to start on the next available start date.  
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4.3.4.  What are the main principles that my application should follow in 
order to pass validation successfully? 


The agreed standard format should be used. An eCTD structure according to the TIGes Harmonised 
Guidance for eCTD Submission should be sent and the format should strictly follow Volume 2B of the 
Notice to Applicants. 


The use of the Electronic Application Form is mandatory as of 1 July 2015.  


The application form and the different parts / modules of the dossier should be consistent (i.g. the 
composition is the same in the application form and in module 3 and SmPC). 


4.3.5.  How to avoid common validation issues? Rev. Dec 2017 


Guidance on how to avoid common issues found during validation, can be found in the document 
‘Validation issues frequently seen with initial MAAs’. 


 


4.4.  What fee do I have to pay? Rev. Dec 2015  


Fees for obtaining and maintaining a Community authorisation to market medicinal products for human 
use are levied in accordance with Regulation (EC) No 297/95. 


The fee will become due on the date of the notification of the administrative validation to the applicant 
and fees will be payable within 45 calendar days of the date of the said notification. After 
approximately 15 days an invoice will be sent to the applicants billing address held on the Agency’s 
file.  


The invoice will contain details of the product and type of procedure involved, the fee amount, the 
customer purchase order number associated with the procedures invoiced and financial information. 
Applicants requiring a purchase order number or similar references on the invoice are requested to 
clearly indicate it on the cover letter or application form accompanying the dossier. The Agency does 
not accept stand-alone notifications of purchase order numbers that are not associated with a dossier. 
Applicants not requiring a purchase order number on the invoice should also clearly state this in the 
cover letter. Applicants are requested to provide this information in the cover letter template. 


If the application cannot be validated, the EMA will issue an invoice on the date of the notification of 
the administrative non-validation to the applicant for an administrative charge to cover administrative 
costs. 


Where an applicant disagrees on the classification by the EMA of an application under one of the fee 
categories described in the ‘Fee Regulation’, the following procedure may apply:  


• Any disagreement should be sent to the Executive Director accompanied by the appropriate 
justification, at the latest two weeks after receipt of the invoice indicating the fees payable to the 
EMA. 


• The Executive Director will take a decision following consultation with the competent committee. 


The EMA contacts point for queries on Fees, Procedures or Application numbers, are:  


Product and Application Business Support (PA-BUS) or e-mail address: pa-bus@ema.europa.eu 


References 
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• Fees payable to the European Medicines Agency 


• How to pay 


 


4.5.  What definition of strength is used for the calculation of fees? Rev. 
Dec 2015 


The ”Guideline on the categorisation of New Applications versus Variation Applications” describes the 
agreement reached as to the use of the same definitions of strength in case of applications submitted 
through the Centralised Procedure and the Mutual Recognition Procedure.  


This definition will be taken into account for the calculation of fees as well as for the numbering system 
used by both the EMA and the Commission (see "Fees payable to the EMA" and "Management of 
applications" – see question “How is an European Medicines Agency application number attributed?”). 


The following definitions therefore apply:  


• For single-dose preparations, total use, the strength is defined as the amount of active substance 
per unit dose  


• For single-dose preparations, partial use, the strength is defined as the concentration expressed as 
the amount of active substance per ml, per puff, per drop, per kg, per m², in percentage as 
appropriate  


• For multi-dose preparations, the strength is defined as the concentration expressed as the amount 
of active substance per ml, per puff, per drop, per kg, per m², as appropriate  


• For powder for reconstitution (powder for oral solution or suspension, powder for solution for 
injection, etc.) the strength is defined as the concentration after dissolution or suspension 
(reconstitution) to the volume and liquid recommended  


• For concentrates for solutions (for injection or for infusion) the strength is defined as the 
concentration of the concentrate before dilution  


• For transdermal patches, the strength is defined as the amount of active substance released form 
the patch in 24h 


Please note that no additional strengths or presentations can be applied for by the applicant after the 
validation of the application and payment of the fee. Such changes can be introduced after the 
marketing authorisation has been granted through a variation procedure. 


References  


• "Guideline on the categorisation of New Applications versus Variation Applications”, the Rules 
governing Medicinal Products in the European Community, Notice to Applicants, Volume 2C 


• Fees payable to the European Medicines Agency 


 


4.6.   When could a fee waiver/fee reduction be granted? Rev. Dec 2015 


Applicants may benefit from fee incentives if at the time of the administrative validation the application 
or the applicant itself meets the criteria for fee reduction or deferral. Any changes which may take 
place after validation, would not retrospectively affect the levied fee. 
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Under article 7(2) of Regulation (EC) No 141/2000 on orphan medicinal products, total or partial fee 
exemptions may be granted by the EMA, for medicinal products designated as “orphan” by the 
European Commission on recommendation from the Committee on Orphan Medicinal Products. This 
includes fees for pre-authorisation activities such as protocol assistance (scientific advice), and for 
products using the centralised procedure: the application for marketing authorisation, inspections and 
post-authorisation activities such as variations, annual fees, etc. 


Each year funds are made available by the EU Budgetary Authority to grant fee exemptions for 
designated orphan medicinal products. Subject to the availability of funds, the Executive Director will 
decide at the beginning of each year on the percentage of fee reductions to be granted that year. 


Fees incentives for orphan medicinal products are automatically granted and sponsors of orphan 
medicinal products do not need to apply for such incentives. It should be noted that fee reductions can 
only be granted once a decision on orphan medicinal product designation has been adopted by the 
European Commission. In addition, the application should fall within the scope of the orphan condition. 
The applicant or marketing authorisation holder requesting the fee reduction must be the sponsor of 
the designation. If this is not the case, the sponsorship of the designation should be transferred prior 
to submitting the request.  


Further information on the applicable fee reductions for an orphan medicinal product is provided in the 
Executive Director’s decision on fee reductions for designated orphan medicinal products 
(EMA/317270/2014). 


Applicants which meet the definition of a micro, small or medium-sized enterprise (SMEs) as set 
out in Commission Recommendation 2003/361/EC of 6 May 2003, are eligible for certain fee reductions 
from the EMA. This includes fee reductions for scientific advice, pre- and post-authorisation 
inspections, scientific services, and a full fee waiver for administrative services (with the exception of 
parallel distribution). 


Deferral of the fee payable for the application for marketing authorisation or related inspections may 
also apply. 


It should be noted that fee reductions and deferrals can only be considered once the applicant has 
been assigned SME status by the EMA. SME applicants wishing to receive a written confirmation of fee 
incentive should address an e-mail to the EMA’s SME Office (sme@ema.europa.eu). 


Fee reductions may also be granted by the EMA Executive Director in exceptional circumstances 
and for imperative reasons of public or animal health, after consultation of the competent 
committee, in accordance with Article 9 of Regulation (EC) No 297/95. In such circumstances 
applicants should liaise with the Agency.  


References 
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• Fees payable to the European Medicines Agency 
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4.7.  How is an EMA application/procedure number attributed? Rev. Nov 
2015 


On receipt of a submission, details of the product/procedure are entered into a tracking database 
which attributes product and procedure numbers.  


4.7.1.  Procedures 


The name and the active substance(s) of the product are the elements primarily used to identify 
marketing authorisation applications (MAA). However, for administrative purposes, each application is 
also given a core number, EMEA/H/C/xxxxxx, where H stands for Human and C for Centralised 
Procedure, with the remainder corresponding to a sequentially allocated and unique number identifying 
the whole of the application. This core number, which is provided after the submission of the initial 
application for Marketing Authorisation and communicated to the applicant at the start of the 
procedure, is retained throughout the life cycle of the product. 


In every case of an administrative procedure relating to the product, an additional marker denoting the 
nature of the procedure is appended to this core number, i.e. for the first application for the granting 
of the MA, any extension, variation, transfer or renewal of MA. A sequential number is added, too. A 
sequential number is also added for referral procedures affecting centrally authorised products (CAP). 
In addition, a unique four digit referral number will be assigned at the start of the procedure, in the 
order EMEA/H/A-xx(x)/xxxx/C/000xxx/00xx, where H stands for Human, A stands for the Article under 
which the referral procedure is initiated and the following four digits comprise the unique referral 
procedure number. The remaining identifiers are as defined above.  


In the case of Periodic Safety Update Report Single Assessment procedures (PSUSA) the procedure 
number is the combination of the PSUSA acronym, the European Reference Data (EURD) unique ID 
and the applicable Data Lock Point (DLP) in YYYYMM format e.g. PSUSA/xxxxxxxx/YYYYMM. The PSUSA 
number is not sequential, the DLP being the only element that changes with each subsequent 
procedure. This procedure number will apply to both centrally and nationally authorised products in 
accordance with the EURD list, and does not include a reference to a specific product number as the 
procedure is substance specific. 


The markers currently used are as follows: 


Marker Procedure Example 


/0000 First new application EMEA/H/C/000789/0000 


N/xxxx Notification Art. 61(3) EMEA/H/C/000789/N/0001 


IA/xxxx Type IA variation EMEA/H/C/000789/IA/0002 


IB/xxxx Type IB variation EMEA/H/C/000789/IB/0003 


II/xxxx Type II variation (regardless 
of procedural length) 


EMEA/H/C/000789/II/0004 


X/xxxx Annex I application EMEA/H/C/000789/X/0005 


S/xxxx Annual Re-assessment EMEA/H/C/000789/S/0006 


T/xxxx Transfer of MA EMEA/H/C/000789/T/0007 


R/xxxx Renewal of MA EMEA/H/C/000789/R/0008 
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Z/xxxx (Renewal of) Suspension of 
MA 


EMEA/H/C/000789/Z/0009 


IG/xxxx Groups of Type IA/ IAIN 
variations 


EMEA/H/C/000789/IG/0010 


/G Grouping  


(The Agency’s procedure 
number will reflect the 
highest type of variation in 
the group, with the addition 
of the suffix “/G”). 


EMEA/H/C/000789/II/0011/G 
(grouping of Type II + Type IB 
variations) 


EMEA/H/C/000789/IB/0012/G 
(grouping of 2 or more Type IB 
variations) 


EMEA/H/C/000789/X/0013/G 
(grouping of Extension + Type II + 
Type IB variations) 


WS Worksharing EMEA/H/C/000789/WS/0014 


A-xx(x)/xxxx Procedures under Articles 
5(3), 20, 31, 107i of the 
Directive 2001/83/EC 


EMEA/H/A-
xx(x)/xxxx/C/000789/0015 


PSUSA/xxxxxx/YYYYMM PSUR Single Assessment 
procedure 


EMEA/H/C/PSUSA/12345678/201509 
(CAP) 
PSUSA/12345678/201509 (NAP) 


These numbers are used as a reference by the EMA and should be used by the Applicant/MAH in all 
correspondence relating to a certain procedure. 


The procedure numbers are allocated by the EMA upon submission. The procedure number will be 
assigned by the EMA only upon receipt of an eCTD application. Once this number has been assigned 
(e.g. EMEA/H/C/00xx/IB/xxxx), it must be quoted in all follow-up correspondence during and after the 
procedure (e.g. responses to EMEA/H/C/00xx/IB/variation number). 


For PSUSA procedures the numbers are located in the EURD list and should already be included in the 
initial PSUR submission by the Applicant. 


For referral procedures the referral and CAP sequential numbers are assigned at start of the procedure. 
Once the numbers are assigned (e.g. EMEA/H/A-
xx(x)/referral_number/C/product_number/next_sequence_number), they must also be quoted in all 
correspondence. 


For further information please also refer to the EMA Post authorisation Guidance:  ‘What procedure 
number will be given to grouped variation applications?’ and ‘What procedure number will be given to 
variation applications under worksharing?’. 


4.7.2.  Presentations 


In addition, the numbering system covers all presentations (pharmaceutical forms, strengths and pack 
sizes) of the product. This is mainly relevant during evaluation of the procedure and for the purpose of 
identifying single presentations in lists such as the Annex A to the opinion. (For correspondence, it is 
sufficient to indicate the procedural number as above.) 


A sequential three-digit number for each presentation is added to the procedural number (core number 
plus procedural marker). An example is given below for a product consisting of three different 
presentations, with two ensuing procedures creating new presentations: 
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Procedure Example Numbers in Annex A 


First new application EMEA/C/H/000789/0000 EMEA/H/C/000789/0000/001 
EMEA/H/C/000789/0000/002 
EMEA/H/C/000789/0000/003 


A grouping containing a Type II 
variation creating three new 
presentations 


EMEA/C/H/000789/II/0004 EMEA/H/C/000789/II/0004/004 
EMEA/H/C/000789/II/0004/005 
EMEA/H/C/000789/II/0004/006 


Annex II application creating a 
further three new presentations 


EMEA/C/H/000789/X/0005 EMEA/H/C/000789/X/0005/007 
EMEA/H/C/000789/X/0005/008 
EMEA/H/C/000789/X/0005/009 


NB: This numbering system is superseded after MA by the EU numbers, which would from then 
onwards appear in the Annex A to opinions. The EU number is allocated independently of the EMA 
number, but retains the principle of identifying each single presentation by ending in a three-digit 
sequential number. After the initial authorisation, subsequent presentation EU numbers are allocated 
by the EMA and are included in the Annex A of the relevant CHMP Opinion to the procedure 
recommending the approval of the new presentations. 
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5.  Assessment of the application 


5.1.  Procedure 


5.1.1.  How long does it take for my application to be evaluated? Rev. Dec 
2017  


Once the application is validated, the EMA starts the procedure at the monthly starting date published 
on the EMA website. The submission deadlines and full procedural detailed timetables are published on 
the EMA website (see: "submission deadlines and full procedural timetables"). 


The EMA shall ensure that the opinion of the CHMP is given within 210 days (less any clock-stops for 
the applicant to provide answers to question from the CHMP) in accordance with the below standard 
timetable, which can be shortened in exceptional cases (see Request for accelerated assessment). It is 
important that applicants adhere to agreed timelines for the submission of responses. The HMA-EMA 
‘Best practice guide on measures improving predictability of submissions/responses and adherence to 
communicated submission/responses deadlines’ should be observed. 


DAY  ACTION  


1* Start of the procedure 


80 Receipt of the Assessment Report(s) from Rapporteur and Co-Rapporteur(s) by CHMP 
members (which includes the peer reviewers) and EMA. The CHMP Rapporteur will 
focus his evaluation of the RMP on the safety specifications. 


EMA sends Rapporteur and Co-Rapporteur Assessment Report to the applicant making 
it clear that it only sets out their preliminary conclusions and that it is sent for 
information only and does not yet represent the position of the CHMP.  


94 PRAC Rapporteur circulates the RMP assessment report, focusing on the prospective 
planning aspects: pharmacovigilance plan and risk minimisation measures and 
proposed RMP LoQ. EMA sends also the PRAC Rapporteur AR to the applicant. 


100 (Co-)Rapporteurs, other PRAC and CHMP Committee members and EMA send 
comments (including peer reviewers). 


101-104 
(step 
exceptiona
lly 
applicable) 


PRAC adopts PRAC RMP Assessment Overview and Advice for D120 LoQ (PRAC 
discussion and adoption of advice during the 1st assessment phase is only envisaged for 
a minority of applications such as ATMP, PUMA or products assessed under accelerated 
assessment). 


107 The updated PRAC RMP AR & LOQ is circulated to the CHMP (Co)-Rapporteurs, peer 
reviewer, PRAC and EMA. 


115 Receipt of draft list of questions (including the CHMP recommendation and scientific 
discussions), from CHMP (Co-)Rapporteurs, as discussed with the peer reviewers, 
together with the PRAC RMP Assessment Overview and Advice by CHMP members and 
EMA 


120 CHMP adopts the LoQ as well as the overall conclusions and review of the scientific data 
to be sent to the Applicant by the EMA.  
Clock stop.  
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DAY  ACTION  


At the latest by Day 120, adoption by CHMP of request for GMP/GLP/GCP inspection, if 
necessary (Inspection procedure starts). 


121* Submission of the responses, including revised SmPC, labelling and package leaflet 
texts in English.  
Restart of the clock. 


* Target dates for the submission of the responses are published on the EMA Website CHMP meeting 


After receipt of the responses, the CHMP will adopt a timetable for the evaluation of the responses. In 
general the following timetable will apply: 


DAY  ACTION  


157 Joint Response Assessment Report from CHMP (Co-) Rapporteurs and PRAC 
Rapporteur received by CHMP, PRAC members and the EMA. There is no standalone 
PRAC Rapporteur AR on the RMP circulated at this stage. 


EMA sends this joint Assessment Report to the applicant making clear that it is sent 
for information only and does not yet represent the position of the CHMP.  
Where applicable inspection to be carried out.  
EMA/QRD sub-group meeting for the review of English product Information with 
participation of the applicant (optional) around day 165. 


160 PRAC and CHMP Committee members and EMA send comments on the RMP 
assessment. 


166 The PRAC Rapporteur presents the assessment on the prospective planning aspects of 
the RMP and the members’ comments received at the PRAC plenary. 


The PRAC Rapporteur will then liaise with the CHMP (Co)-Rapporteurs to reflect the 
members’ comments and the PRAC plenary discussion in the joint Assessment Report. 


PRAC adopts PRAC RMP Assessment Overview and Advice for D180 LoOI. 


170 Deadline for comments from CHMP Members to Rapporteur and Co-Rapporteur, EMA 
and other CHMP members. The CHMP Rapporteur will integrate the various 
contributions and views in the draft List of outstanding issues. 


180 CHMP discussion and decision on the need for adoption of a list of outstanding issues 
(LoOI) and/or an oral explanation by the Applicant. Submission of final inspection 
report to the EMA, Rapporteur and Co-Rapporteur by the inspection team (at the 
latest by day 180). 


CHMP adopts the LoOI as well as the overall conclusions and review of the scientific 
data to be sent to the Applicant by the EMA.  
Clock stop. 


If an oral explanation is needed, the clock is stopped to allow the Applicant to prepare 
the oral explanation.  


181 Restart of the clock with submission of responses or oral explanation (if needed). 


194 The CHMP (Co-) Rapporteur/PRAC Rapporteur assess the applicant’s responses 
including the RMP aspects in a joint assessment report. 
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DAY  ACTION  


A PRAC discussion is not foreseen at this stage. 


200 PRAC and CHMP Committee members and EMA send comments on the assessment 
report. 


204 The updated AR is circulated to the PRAC and CHMP Committee members and EMA. 


By 210 Adoption of CHMP Opinion + CHMP Assessment Report. Adoption of a timetable for 
the provision of product information translations 


After adoption of a CHMP opinion, the preparation of the annexes to the Commission Decision is carried 
out in accordance with the following timetable: 


 DAY ACTION 


215 at the 
latest  


Applicant provides to the EMA the product information and Annex A in the 25 
languages (all EU languages including Icelandic and Norwegian) and the “QRD Form 
1” by Eudralink*. 


229 Member States will send linguistic comments on the product information by e-mail 
with a copy to the EMA together with QRD Form 1 


235 at the 
latest 


Applicant provides EMA with final translations of SmPC, Annex II, labelling and 
package leaflet and Annexes IV and 127a if applicable in the 25 languages (+ “QRD 
Form 2” and “PDF checklist”) by Eudralink. 


237 Transmission of Opinion and Annexes in all EU languages to applicant, Commission, 
and Members of the Standing Committee, and Norway and Iceland. 


239-261 Draft Commission Decision  
Standing Committee Consultation  


By 277 Finalisation of EPAR in consultation with Rapporteur, Co-Rapporteur, CHMP and 
Applicant (the latter for confidentiality aspects) 


277 Final Commission decision 


*By e-mail: qrd@ema.europa.eu  


References 


• Regulation (EC) No 726/2004 


• Centralised Procedure, the Rules governing Medicinal Products in the European Community, 
Volume 2A, Notice to Applicants, Chapter 6 


• The linguistic review process of product information in the centralised procedure – human 
(EMEA/5542/02) 


• HMA-EMA ‘Best practice guide on measures improving predictability of submissions/responses and 
adherence to communicated submission/responses deadlines’ 
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5.1.2.  What is the procedure for assessment similarity and, where 
applicable, derogation report vis-à-vis authorised orphan medicinal 
products? Feb 2013  


The assessment of similarity and, where applicable, of the derogation report vis-à-vis authorised 
orphan medicinal products will be conducted by the CHMP Rapporteur and Co-Rapporteur in charge of 
assessing the quality, safety and efficacy of your medicinal product. 


This assessment of similarity is conducted in parallel to the evaluation of the application for marketing 
authorisation or extension of the marketing authorisation, as applicable, and normally follows a 60 day 
timetable. This assessment includes the consultation of the Quality Working Party or the Biologicals 
Working Party, as appropriate, for the aspects concerning the similarity of the molecular structures of 
the products.  


Where necessary, a list of questions will be adopted by the CHMP on Day 60 and a timetable of 30 
days applies, normally, for assessment of the responses to the questions raised. 


Where the outcome of the CHMP assessment is that the medicinal products are considered similar, the 
applicant will be requested to provide a justification that one of the derogations in Article 8(3) is 
fulfilled. This assessment will follow also a 60 day timetable with a possibility for raising questions to 
the applicant. 


Where the CHMP concludes that the application for marketing authorisation is not similar to an 
authorised orphan medicinal product or, if similar, that one of the derogations claimed by the applicant 
applies, this will not prevent the granting of the marketing authorisation / extension to the marketing 
authorisation, provided that the quality, safety and efficacy of the medicinal product are demonstrated. 


Should the CHMP conclude that the product which is the subject of the application for marketing 
authorisation is considered similar to an authorised orphan medicinal product and none of the 
derogations provided for in Article 8(3) of the Orphan Regulation applies, the CHMP will adopt an 
opinion recommending the refusal of the granting of the marketing authorisation/extension to the 
marketing authorisation, irrespective of the demonstration of the quality, safety or efficacy of the 
medicinal product. 


References 


• Regulation (EC) No 141/2000 on orphan medicinal products 


• Regulation (EC) No 847/2000 


• Guideline on aspects of the application of Article 8(1) and 8(3) of Regulation (EC) No 141/2000: 
Assessing similarity of medicinal products versus authorised orphan medicinal products benefiting 
from market exclusivity and applying derogations from that market exclusivity 


5.1.3.  What is the CHMP peer review?  Rev. Feb 2015   


Peer review is a process by which other members of the CHMP review the (Co) Rapporteurs’ scientific 
evaluation, as well as the validity of the scientific/regulatory conclusions reached. It applies during the 
initial phase of the assessment of a new Marketing Authorisation Application (MAA).  


Peer review is part of a quality assurance system established at CHMP level. That is the review of the 
(Co) Rapporteurs’ assessment reports for the purpose of improving the quality of the day 120 List of 
Questions by those CHMP members that are assigned by the Committee as peer reviewers. It is also 
the particular task of those members assigned as peer reviewers to judge the quality of the 
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assessment reports from (Co) Rapporteurs especially in relation to potential divergencies in scientific 
assessment made by (Co) Rapporteurs.  


A strengthened peer review system that can improve the consistency of scientific assessments is one 
of the objectives set out in the EMA Road Map  


http://www.ema.europa.eu/docs/en_GB/document_library/Report/2010/01/WC500067952.pdf 


On appointment of (Co) Rapporteurs during a CHMP meeting, the Committee also appoints Peer 
Reviewers. The Peer Reviewer’s are appointed from amongst the members of the CHMP (including co-
opted members) or CHMP alternate members and are identified after having put their names forward 
on a nomination form (nomination form for Rapporteurs). The Committee also decides on the scope of 
the Peer Review (modules 3, 4, and/or 5) and the number of Peer Reviewers to be assigned to this 
task.  


On Day 112 of the procedure, a Dialogue (e.g. teleconference) is set up between (Co) Rapporteurs, 
Peer Reviewers and EMA staff to discuss and critically analyse the different objections and concerns 
raised in the (Co) Rapporteur’s “Overview and draft List of Questions”. 


Peer Reviewer’s comments are not made available to applicants. Moreover, it is not intended that 
applicants directly contact Peer Reviewers or other CHMP members in the context of an ongoing CHMP 
assessment of a MAA. 


5.1.4.  What is the QRD review of the product information? Rev. Jan 2006 


The Quality Review of Documents group (QRD) was established in June 1996 and operates under 
the mandate adopted by the EMA Management Board on 3 December 1997.  


The QRD Group is composed of representatives of the Member State’s national authorities with 
experience in regulatory affairs and product information and representatives of the EMA (which also 
chairs the Group and provides secretariat facilities). The European Commission as well as observers 
from candidate EU countries and the Commission “Centre de Traduction” are invited to participate.  


The main task of this group is to ensure clarity, consistency and accuracy of the medicinal product 
information (summary of product characteristics (SPC), labelling and package leaflet) and of its 
translations, which will be attached to scientific CHMP opinions. The mandate sets out a series of other 
tasks, namely:  


• Verification of terminology used in translations of Opinions and their consistency with the original 
version of documents  


• Ensuring linguistic and other formal coherence and consistency between different terminology used 
in scientific Opinions, and promotion of initiatives towards the standardisation of terminology  


• Review and update of Opinion templates  


• Promotion of legibility of patient information and verification of specimens of sales 
presentations/mock-ups in all EU official languages  


• Consideration of issues which could lead to delays in the Commission’s decision-making process 
and possible development, on request, of advice (particularly with a view to contribute to the 
development of common understanding on the implementation of legislation and guidelines)  


The mandate also provides that "the Group shall develop its own working methods" and will consider 
"how best it may be associated with the different stages of the evaluation and Decision-making 
process".  
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In this regard, a New Linguistic Review Process of Product Information has been developed and 
adopted, providing a more streamlined and more efficient review of the Product Information in all EEA 
languages.  


The new process can be summarised as follows:  


Pre-opinion 


Before Day 210 two reviews of the English Product Information are performed. 


Between Day 80 and 110, a first review is done by the EMA Product Information Quality Group (PIQ) 
followed by a second review by the QRD group between Day 121 and 165.  


The new process also foresees the possibility for one or two Applicant representative(s) to participate 
to a meeting around Day 165 to discuss the comments and the English Product Information with 
representatives from the EMA and the QRD. 


Post-opinion 


Between Day 215 and 229, a detailed review of all translations of the Product Information is made by 
the Member States coordinated by the national QRD members concerned.  


Between Day 232 and 237, the PIQ reviews the implementation of Member States comments made by 
the applicants in the final texts. 


By Day 237, the final translations are sent to the European Commission to start the external Standing 
Committee consultation. 


As part of a Marketing Authorisation Application, Applicants must submit proposals for SPC, Labelling 
and Package Leaflet texts in module 1.3.1. using the QRD Product Information Templates.  


The Templates: 


• are intended to provide applicants with practical advice on how to draw up the product information, 
but without prejudice to any final position of the EMA, CHMP and European Institutions as to the 
contents of the document  


• set out the standard headings and indicate the most commonly used standard phrases and terms 
in the 20 official EU languages (with addition of Icelandic and Norwegian)  


• define the format and layout for Summary of Product Characteristics (SPC); labelling and Package 
Leaflet (see also “Convention” to be followed for QRD templates in order to ensure absolute 
consistency between all language versions)  


• provide useful guidance as to the content of the information to be supplied, in the QRD template 
with explanatory notes  


In addition, QRD Reference Documents provide more detail guidance on various aspects concerning 
terminology and style.  


While the templates and guidance notes aim to provide practical hints to the applicants, in particular in 
relation to how to address common problem areas, they are by no means a comprehensive guide to 
the information required to be included in the product literature. Thus applicants must also refer to the 
current EU legislation, guidelines, CHMP notes for guidance etc, when drawing up their drafts in order 
to be able to fully comply with the legal requirements in respect to product information. 


For more details, please visit the QRD Website for all information relating to Product Information and 
all useful References Documents. 
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References 


• The new Linguistic Review Process of Product Information in the Centralised Procedure 
(EMEA/5542/02)  


• QRD Templates with Explanatory Notes 


5.1.5.  What is the role of the EMA product team? Apr 2015  


An EMA 'Product Team' is set up for each medicinal product submitted through the centralised 
procedure. The Product Team is responsible for providing support to the evaluation activities of the 
EMA scientific committees. In particular this includes: 


•  Provision of procedural guidance concerning all pre authorisation activities directly preceding the 
application and liaison with the (Co-)Rapporteurs in the conduct of such activities; 


• Provision of advice to (Co-)Rapporteurs/committee members/applicant concerning all questions of 
a regulatory or procedural nature; 


• Provision of advice to the applicant in the technical preparation of the marketing authorisation 
application and subsequent validation of such applications; 


• In collaboration with the (Co-)Rapporteurs assessment teams production of the List of Questions, 
List of Outstanding Issues, draft summary of product characteristics to support committees 
discussion/adoption: 


• Supporting the (Co-)Rapporteurs with regulatory, technical advice in briefing / debriefing / 
clarification meetings with applicants; 


• To support planning and conduct of oral explanations, ad-hoc expert groups, referral to Working 
Parties, Scientific Advisory Groups etc; 


• Managing the timeframe of the procedure to ensure it remains within legal timeframe;  


• Co-ordinating the linguistic check of product information to ensure consistency and high quality; 


• Informing the (Co-)Rapporteurs on elements of regulatory and scientific consistency of the 
application of quality, safety, efficacy and guidelines in the conduct of the evaluation procedure; 


• To prepare the committee assessment report and subsequent Summary of Opinion (SMOP) and 
European Public Assessment Report (EPAR). 


The Product Team is established during the pre-submission phase of the initial marketing authorisation 
application and is in place post-authorisation. It ensures oversight of all elements of product 
knowledge through the complementary contributions of the various team members. The composition of 
the team is adapted over time depending on the complexity of the product and procedure as well as 
the type of issues raised during the product’s lifecycle. From an applicant’s perspective the following 
team members are particularly relevant: 


• the procedure manager, or PM, to oversee all aspects of the management of specific procedures. 
Procedure managers ensure regulatory consistency at EMA and are responsible for managing the 
regulatory process for each application. The PM is supported by the procedure assistant (PA) in 
terms of administrative and secretarial aspects. 


• the EMA product lead, or EPL, to maintain oversight of a medicine as it moves through the 
different stages of its lifecycle. 
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The applicant will be notified of the appointed PM, including their contact details via the eligibility 
outcome letter and of the EPL in the CHMP Rapporteur appointment letter. Any subsequent change to 
the resource allocation for these functions will be communicated to the applicant/marketing 
authorisation holder. 


Further team members assigned for each product are representing the functions of quality, risk 
management, labeling review and regulatory affairs. Specialised functions, like inspections and signal 
validation, will be involved as required. 


Please see other relevant questions and answers in the EMA pre-authorisation guidance “Who is my 
contact at the European Medicines Agency during a marketing authorisation application (MAA) 
evaluation procedure?” and in the EMA post-authorisation guidance “Who is my contact at the 
European Medicines Agency during post-authorisation procedures?”, “Who is my contact at the 
European Medicines Agency during an application procedure for extension of indication?” and “Who is 
my contact at the European Medicines Agency during the post-authorisation phase outside any 
evaluation procedures?”. 


5.1.6.  Who is my contact at EMA during an application evaluation 
procedure? Apr 2015   


In the context of an initial marketing authorisation application (MAA) evaluation in the centralised 
procedure, the procedure manager (PM) is the primary contact for the applicant prior to submission 
and throughout the procedure until the decision is granted by the European Commission.  


The applicant will be notified of the allocated PM at time of confirmation of eligibility to the centralised 
procedure.   


The PM will serve as the main liaison person between the EMA product team, the Rapporteurs and the 
applicant. The PM, in close co-operation with the EMA Product Lead (EPL) and the rapporteurs, will 
ensure that the applicant is kept informed of all aspects related to the MAA evaluation. 


The applicant should contact the PM for all questions regarding the evaluation procedure, including 


• Requests for guidance in the pre-submission phase, such as the pre-submission meeting; 


• Any type of procedural questions during the evaluation, such as availability of assessment reports 
and Opinion documents; 


• Discussion on timetables including requests for extension of clock-stops; 


• Any question where guidance related to the evaluation procedure is needed; in such cases the PM 
will address or liaise and redirect as appropriate. 


Questions concerning the validation of the MAA, once submitted, will be dealt with by an assigned 
Validation Officer.  


At certain milestones during the evaluation procedure, the EPL will contact the applicant for a direct 
exchange to facilitate the discussion on the scientific evaluation. These include: 


• Preparation and conduct of clarification meetings (where applicant requests such meeting); 


• Immediate feedback regarding scientific aspects  from committee plenary discussions, where 
required ; 


• Expectations relating to the Oral Explanation, including topics to be addressed; 


• Discussion of required post-authorisation measures; 
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• Late-stage revisions of the product information before adoption of the final Opinion. 


These interactions occur in close co-operation with the Rapporteurs. Occasionally other members from 
the EMA Product team may contact the applicant directly to facilitate the discussion on specific aspects 
(e.g. quality, risk management, mock-up review).  


Where the applicant is in direct contact with the EPL or another member of the EMA Product Team the 
PM should always be copied in the correspondence. 


Please see other relevant questions and answers in the EMA pre-authorisation guidance “What is the 
role of the EMA product team?” and in the EMA post-authorisation guidance “Who is my contact at the 
European Medicines Agency during post-authorisation procedures?”, “Who is my contact at the 
European Medicines Agency during an application procedure for extension of indication?” and “Who is 
my contact at the European Medicines Agency during the post-authorisation phase outside any 
evaluation procedures?”. 


5.1.7.  How can I request a meeting with Rapporteurs to clarify the 
questions posed by the committee? May 2015   


 After the receipt of the adopted List of Questions or List of Outstanding Issues and prior to the formal 
submission of the responses, the applicant can request a clarification meeting with the (Co-) 
Rapporteurs (from CHMP, PRAC and/or CAT, as relevant) and the EMA (EMA Product Lead and other 
relevant team members as appropriate). The aim of these meetings is to provide clarifications and 
guidance to the applicant on the rationale for the Major Objections and/or other issues, and to discuss 
with the Applicants their response strategy and potential need to adjust the response timelines. Such 
meetings are intended to avoid the submission of inadequate, incomplete or premature responses 
potentially leading to prolongation of the procedure. It should be emphasised that these meetings are 
not intended to provide a pre-assessment of the intended responses. These meetings will usually take 
place via teleconference. 


Applicants are advised to refer to “Guidance on meetings with applicants on the responses to questions 
received from EMA Scientific Committees during the evaluation within the centralised procedure” for 
further guidance. 


References 


• Guidance on meetings with applicants on the responses to questions received from European 
Medicines Agency Scientific Committees during the evaluation within the centralised procedure 


5.1.8.  What is an oral explanation and how is it conducted? May 2015 


An oral explanation can be requested either by the applicant or by the relevant EMA committee – the 
CHMP, CAT (for advanced therapy medicinal products) or, exceptionally, PRAC. Oral explanations are 
intended to give opportunity to the applicant to explain their position and arguments. They are usually 
organised when still at Day 180 of the procedure there are major objections concerning the 
application, which would prevent the Committee from adopting a positive Opinion on the application. It 
is important that applicants preparing for an oral explanation bear in mind that they are held to only 
allow clarification of the aspects relating to the outstanding issues. 


When the applicant wishes to have the opportunity of an oral explanation, they should present a 
written request to the relevant committee preferably one month before the anticipated date of the oral 
explanation and in all cases prior to Day 180. Such request should be sent to the EMA Procedure 
Manager. 
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Applicants are advised to refer to “Guidance to applicants / Marketing Authorisation holders on oral 
explanations at EMA” for practical guidance on preparation for and conduct of oral explanations. 
Applicants are also reminded that oral explanations are only held in English. 


References 


• Guidance to applicants /marketing authorisation holders on oral explanations at EMA 


5.1.9.  What type of post-authorisation measures can be requested at the 
time of the initial marketing authorisation? Nov 2015 


At the time of opinion on an initial marketing authorisation application, the Agency’s Committee(s) 
may agree that the applicant/MAH should provide additional data post-authorisation, as it is necessary 
from a public health perspective to complement the available data with additional data about the 
safety and, in certain cases, the efficacy or quality of authorised medicinal products. Such post-
authorisation measures (PAMs) are aimed at collecting or providing data to enable the assessment of 
the safety or efficacy of medicinal products in the post-approval setting. 


The existence of such a system of PAMs does not aim at promoting premature approvals of marketing 
authorisations or post-authorisation procedures. The background and rationale for requesting PAMs will 
be described in the committee assessment report, which will present the context and nature of the 
PAM. PAMs are classified depending on their nature into the appropriate legal framework under which 
they will be enforced. 


These measures may include, for example performing PASS (post-authorisation safety study) and 
PAES (post-authorisation efficacy study).   


Such measures will be classified as follows:  


• specific obligation  


• annex II condition to the marketing authorisation 


• additional pharmacovigilance activity in the risk-management plan (RMP)  


• legally binding measure  


• recommendation 


Further details regarding PAMs, PASS, PAES can be found in the EMA post-authorisation procedural 
advice for users of the centralised procedure. 


References 


• EMA post-authorisation procedural advice for users of the centralised procedure 


5.1.10.  How are EU marketing authorisation numbers assigned? Feb 2013 


The European Commission is responsible for assigning the EU main marketing authorisation number for 
new marketing authorisation (e.g. EU/1/04/276).  


At the time of the adoption of a CHMP opinion for a new marketing authorisation, the Agency will liaise 
with the European Commission in order to include the EU sub-numbers for each presentation (e.g. 
EU/1/04/276/01, EU/1/04/276/02, etc.) in the Annex A of the medicinal product, which will be 
transmitted to the Marketing Authorisation Holder together with the CHMP Opinion and respective 
annexes.  
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The Marketing Authorisation Holder should include the assigned EU sub-numbers in all language 
versions of the Annex A and in all applicable sections of the product information, which are submitted 
following the CHMP opinion for linguistic review. 


The inclusion of the EU sub-numbers in the Annex A transmitted to the Applicant is without 
presumption as to the outcome of the procedure, which requires the issuance of the Commission 
decision granting the marketing authorisation. 


5.1.11.  How and when can I withdraw my application? Rev. Dec 2015 


If the applicant wishes to withdraw their application for marketing authorisation during assessment, it 
should inform the EMA Procedure Manager by providing a withdrawal letter stating that the applicant 
withdraws their application, specifying whether in full or partly (e.g. only a certain strength), and 
indicating reasons for the withdrawal. 


The Letter should be signed by the authorised representative of the applicant. Applicants are advised 
that letters for withdrawal of marketing authorisation applications (in case of a full withdrawal) will be 
published on the EMA’s website (after redaction of protected personal data). 


Applicants can address the withdrawal request to the EMA at any point during the assessment (from 
validation of the application up until adoption of the final CHMP Opinion). 


Of note, the Agency will charge the fee for the application at the start of the procedure, irrespective of 
its outcome (positive, negative or partial/full withdrawal) and publish information on withdrawn 
applications. 


References 


• Procedural advice on publication of information on withdrawals of applications related to the 
marketing authorisation of human medicinal products 


• Fees payable to the European Medicines Agency 


5.1.12.  Can EMA assessment or inspection documents be shared with third 
parties? 


Marketing Authorisation Holders (MAH) or applicants for centrally authorised products (CAPs) may 
share EMA assessment or inspection documents with third parties for their products. 


This can be done, provided that the MAH/applicant assumes any and all liabilities for any disclosure, 
particularly with regard to the need to redact certain references in the documents where appropriate or 
legally needed (e.g. personal data of the assessor/inspector, quality and manufacturing commercial 
information). In all cases, including when the MAH/applicant redacts the Assessment Reports, they 
should ensure that the EMA is still recognised as the source of the original documents. 


MAHs or applicants may request EMA to share directly assessment or inspection documents with 
regulators from authorities or organisations outside EU. In general EMA has no objections to share 
these documents. Confidentiality arrangements currently exist between EMA and the following 
international partners: US-FDA, Japan PMDA/MHLW, Health Canada, TGA Australia, Swissmedic and 
WHO. When MAHs/applicants request EMA to share assessment or inspection documents with non-EU 
regulators for which there is no Confidentiality Arrangement in place, they should consent to EMA 
sharing these documents.  
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EMA has developed a template to facilitate the MAH/applicant to give consent to EMA to share 
assessment and inspection documents, with non-EU authorities/organisations with whom there is no 
Confidentiality Arrangement in place. The template can be found here. 


 


5.2.  Inspections 


5.2.1.  When can I expect a pre-authorisation GMP inspection and how are 
they conducted? Rev. Dec 2015 


5.2.1.1.  Legislative Basis 


Directive 2001/83/EC as amended states that Manufacturing Authorisation Holders are obliged to 
comply with the Good Manufacturing Practice (GMP) for medicinal products and to use as starting 
materials only active substances that have been manufactured in accordance with the detailed 
guidelines on Good Manufacturing Practice for starting materials.  


The principles and guidelines for GMP for medicinal products for human use are stated in Directive 
2003/94/EC. Compliance with these principles and guidelines is mandatory within the European 
Economic Area (EEA), interpretation of these requirements is provided in part I of the Guide to Good 
Manufacturing Practice, published in Volume 4 of Eudralex. Part II of this guide provides for the 
detailed guidelines on Good Manufacturing Practice for active substances used as starting materials. 
These guidelines are supplemented by a series of Annexes. Part III of the guide includes other related 
guidance. 


Inspections will follow “The compilation of Community procedures on Inspections and exchange of 
information” which is published by EMA on behalf of the European Commission 
(http://www.ema.eu.int/Inspections/GMPhome.html). 


5.2.1.2.  Pre-submission notification 


In their notification of intention to submit, Applicants should mention:  


• The name and the address of the proposed manufacturer(s) of the active substance(s) and finished 
product 


• The name and address of the proposed site(s) in the EEA responsible for batch release of the 
medicinal product 


• If the medicinal product is imported from a third country, it should also include information on GMP 
inspections of the site(s) concerned carried out in the last 2-3 years by EEA competent authorities 
and/or by competent authorities of countries where a Mutual Recognition Agreement (MRA) is in 
operation, where this is applicable.  


• Final manufacturing and batch release arrangements will have to be provided when submitting the 
application 


• A description of the roles of all different sites involved. A flow chart is recommended for complex 
operations.  


The manufacturing sites mentioned should be in compliance with Good Manufacturing Practice (GMP) 
and hence be "inspection ready" at the time of submission of the application and throughout the 
assessment.  
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Manufacturing sites in third countries should be aware of European Union GMP requirements as 
mentioned below.  


Once the application is received, it is normally not permitted to add a new site or to change the steps 
of manufacture/release described in the dossier during the 210-day assessment procedure. Any 
additional site should be submitted as a variation after the granting of the marketing authorisation. 


5.2.1.3.  Submission 


On receipt of the application, EMA reviews the information provided on the GMP status of the 
manufacturing sites involved and determines together with Rapporteur and co-Rapporteur whether to 
recommend that CHMP makes a request for inspection of the manufacturer of either the active 
substance or the medicinal product in order to complete the assessment. In addition an inspection 
request may be triggered by specific issues and questions raised during the assessment of the 
application. 


The performance of these inspections by the EEA competent authorities will be co-ordinated by EMA. 


5.2.1.4.  Inspection Team 


The inspection team will be drawn from the inspection services of the Supervisory and/or other 
competent authorities of the EEA. On the advice of the Rapporteur and/or Co-Rapporteur the 
Inspection Team may include scientific experts and/or a Rapporteur for the Inspection as referred to in 
the provisions of Article 8 of Regulation (EC) No 726/2004. 


5.2.1.5.  Type of inspection 


Inspections may be carried out to verify compliance with European Community Good Manufacturing 
Practice principles and guidelines and/or to cover product or process related issues arising from the 
assessment of the application. Inspections may cover the following activities: 


5.2.1.6.  Manufacture of the Active Substance 


The detailed guidelines on Good Manufacturing Practice adopted by the EEA for the manufacture of the 
active substance are contained in part II of the EU Guide to Good Manufacturing Practice (Good 
Manufacturing Practice for Active Pharmaceutical Ingredients) in "The Rules Governing Medicinal 
Products in the European Union - Volume 4".  


5.2.1.7.  Manufacture of the Medicinal Product 


The GMP principles and guidelines applying to the manufacture of medicinal products for the EEA are 
laid down in Commission Directive 2003/94/EC, which are restated along with part I of the EU Guide to 
Good Manufacturing Practice in "The Rules Governing Medicinal Products in the European Union - 
Volume 4". 


Where a manufacturing site is located in the EEA it is normally not necessary to request an inspection 
to confirm its GMP status as it is required by the above-mentioned Directive to be regularly inspected 
by the relevant authorities by virtue of holding a manufacturing authorisation. 


An inspection will normally be requested to confirm the GMP compliance status of manufacturing sites 
in third countries unless satisfactory information is available from an inspection of the same or similar 
category of product carried out during the last 2-3 years by an EEA competent authority or by the 
competent authority of a country where a MRA is in operation, when applicable. 
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In all cases (for sites in the EEA and third countries), an inspection may be requested to cover product 
or process related issues arising from the assessment of the application. In this case the Rapporteur 
and/or Co-Rapporteur will provide the Inspection Team with a list of questions/issues, which should be 
addressed during the inspection. 


5.2.1.8.  Importing Site - Site located in the EEA 


Importing sites in the EEA are required by the provisions of title IV of Directive 2001/83/EC as 
amended, to hold a manufacturing authorisation. Inspections of importing sites to confirm their GMP 
compliance status are not normally requested in connection with applications for marketing 
authorisations. Inspections may however be requested to cover product or process related issues 
arising from the assessment of the application. In this case the Rapporteur and/or Co-Rapporteur will 
provide the Inspection Team with a list of questions/issues, which should be addressed during the 
inspection. 


5.2.1.9.  Timetable for Inspections 


Inspection(s) requested in connection with an application for a marketing authorisation must be carried 
out and the final report(s) sent to EMA and submitted to the CHMP in accordance with the 210 day 
time limit for the evaluation of the application by the CHMP.  


Once an inspection request is adopted by the CHMP EMA will write to: 


• the applicant explaining that an inspection(s) will take place, giving details (target date for carrying 
out the inspection, inspection team, scope of the inspection, contact person in the relevant 
authority responsible for arranging the inspection)  


• the Rapporteur and Co-Rapporteur for information. 


The Inspection Team will contact the Company to agree inspection dates within the agreed target date. 
Inspections usually take place in parallel with the “clock stop” period and will approximately be 
conducted within two months from the adoption of the inspection request. 


5.2.1.10.  Inspection Reports 


Inspectors will send the draft Inspection Report to the manufacturer within fifteen days of the 
Inspection for comments on major factual errors, point of disagreement or remedial actions. Where 
necessary, the manufacturer should respond within a further fifteen days to provide comments and, if 
necessary an action plan with a timetable for implementation. This will be considered during the 
finalisation of the Inspection Report. 


The timing of any discussions, further actions and/or the provision of additional information arising 
from the inspection will be agreed with the Inspectors and communicated by the Inspectors to the 
Rapporteur, the Co-Rapporteur and EMA. 


Inspectors will finalise the report and send it to EMA by Day 180 at the latest and the Rapporteur, Co-
Rapporteur will receive a copy. In case of a non-satisfactory inspection outcome, a non-compliance 
statement may be issued and it will not be possible to have a positive opinion until the relevant issues 
have been resolved. 


5.2.1.11.  Documents for inspection 


A site master file for use in preparing and carrying out the inspection will be necessary. The preferred 
format is given in Part III of the GMP guide and is the same as that recommended by the 
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Pharmaceutical Inspection Co-operation Scheme (PIC/S). The Applicant should supply this document 
directly to the Inspection Team when requested by it. The site master file is  not required to be 
submitted to EMA. 


5.2.1.12.  Accelerated Assessment 


In case a need for inspection is identified for an application under accelerated assessment, the 
inspection will be requested as early as possible. Please refer also to question “Is my product eligible 
for an Accelerated Assessment”. 


References 


• Regulation (EC) No 726/2004  


• Directive 2003/94/EC 


• Directive 2001/83/EC  


• The rules governing medicinal products in the European Community, Good Manufacturing Practice, 
Volume 4 


5.2.2.  When can I expect a pre-approval GCP inspection and how are they 
conducted? Rev. Dec 2015 


Clinical trials included in any marketing authorisation application (MAA) in the EU and in any 
subsequent application to the initial one are required to be conducted in accordance with Good Clinical 
Practices (GCP). GCP inspections are conducted in accordance with Article 15 of Directive 2001/20/EC. 
The requirements which apply for the conduct of clinical trials included in a MAA are set out in Recital 
16 and Article 6(1) of Regulation (EC) No 726/2004 as well as in Annex I to Directive 2001/83/EC, as 
amended (Introduction and general principles - sections 4 and 8 - and Part I - Module 5).  
Requirements for the conduct of clinical trials and GCP inspections are published in Volume 10 of the 
Rules governing Medicinal Products in the European Community. 


The EMA relies for the scientific review of centralised applications for marketing authorisations for 
medicinal products on the expertise located in the Member States. The same approach exists in the 
area of inspections, where inspections are conducted by Member States' inspectorates if requested by 
the CHMP. These inspections are co-ordinated by the EMA if they pertain to centralised applications 
and in the case of GCP inspections, they are conducted by Member States' inspectorates in accordance 
with Article 15 of Directive 2001/20/EC. There is a GCP Inspectors Working Group, composed of GCP 
inspectors from the Member States, which meets quarterly at the EMA.  


EMA inspection sector reviews all new applications for evidence of GCP compliance and other validation 
aspects. All new applications are examined to assess the need for GCP inspection(s). The EMA 
Inspections Sector liaises closely with the Procedure Manager, Rapporteur and Co-Rapporteur during 
the pre-submission phase and in the period during and after validation to discuss the need to request 
GCP inspection(s). A need for inspection(s) may be identified at this stage, based on previous relevant 
experience of the Inspections Sector and the Member States’ national inspectorates. In addition, a 
need for GCP inspection(s) may also be identified during the review by the assessors, in particular 
during the initial assessment phase up to day 120. In case a need for inspection is identified for an 
application under accelerated assessment, the inspection will be requested as early as possible. Please 
refer also to question “Is my product eligible for an Accelerated Assessment”. 


GCP inspection issues are usually addressed in the List of Questions (although the inspection may 
commence earlier once adopted by CHMP), and therefore are usually adopted at Day 120. The GCP 
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inspection(s) of the concerned site(s) can then take place in parallel with the “clock stop” period. 
However, GCP inspection(s) may be requested by CHMP at any stage of the assessment. 


It should be noted that clinical data submitted as a result of specific obligations/follow-up measures, or 
within variations, extensions or other information received after the initial authorisation (e.g. in 
relation to safety updates, risk management plan etc...) may also trigger a GCP inspection request. 


The Reporting Inspector appointed is usually from the inspectorate of the Member State of the CHMP 
Rapporteur or Co-rapporteur unless the site(s) to be inspected are located in a single EEA state (or 
small number (3 or less) of EEA states), in which case that Inspectorate is usually designated as the 
Reporting Inspectorate. 


In addition to the Reporting Inspector, one Lead Inspector is designated per site to be inspected. The 
Lead Inspector is usually from the Inspectorate of the Member State where the site to be inspected is 
located (for inspections in the EEA). The Reporting Inspector may also be the Lead Inspector for one or 
more sites. 


In the case of third country inspections, the Reporting Inspectorate and the inspectors are usually from 
the Rapporteur/Co-Rapporteur country inspectorates.  


The applicant is asked to provide information in the application in order to facilitate the review and 
where needed the preparation of GCP Inspections. This information should be provided in the 
Individual Clinical Study Reports and their Appendices (Module 5) in line with the “Note for Guidance 
on the Inclusion of Appendices to Clinical Study Reports in Marketing Authorisation Applications” 
(CHMP/EWP/2998/03), and the “Note for Guidance on Structure and Content of Clinical Study Reports” 
(CPMP/ICH/137/95). Some of the key information to be provided for each study are listed below with 
the specific references to the section numbers given in the “Note for Guidance on Structure and 
Content of Clinical Study Reports” (CPMP/ICH/137/95): 


• A clear description of the study administrative structure (clear identification of the sponsor and of 
the parties who have performed the monitoring, data management, statistics, laboratory 
assessments, randomization, site(s) of manufacture, site of release in Europe, medical writing, 
other applicable activities and the location of the trial master file) preferably in a tabular form and 
indicating name and address of the site where each activity was performed, responsibilities and 
scope of each activity. These should be identified in the clinical study report of each study, for 
instance in section 6, or appendix 16.1.4.  


• A list of investigators (name, address, country), preferably in a tabular form, showing the number 
of patients enrolled by each site, and the total number of sites. In addition a table with the number 
of patients enrolled per country should be included. These should be identified in the clinical study 
report of each study, for instance in section 10.1 or appendix 16.1.4. 


• Audit certificates (indicating the sites audited, the dates of audit, the type of audit and the 
auditor). These should be identified in the clinical study report of each study, for instance in 
appendix 16.1.8. 


• Signature of the principal or coordinating investigator(s) according to Annex I to Directive 
2001/83/EC as amended and in line with the “Note for Guidance on Structure and Content of 
Clinical Study Reports” (CPMP/ICH/137/95), and not only the signature of the sponsor’s 
responsible medical officer. These should be identified in the clinical study report of each study, 
for instance in appendix 16.1.5. 


A list of inspection(s) conducted or planned by other regulatory authorities, related to the product and 
trial sites involved, should also be provided, preferably attached to the Application cover letter. 
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Each clinical study report should contain a statement indicating whether the study was performed in 
compliance with Good Clinical Practices (GCP), including the archiving of essential documents.  


According to the Notice to Applicant, Volume 2B, the clinical overview (Module 2), should assess the 
quality of the design and performance of the studies and also include a statement regarding GCP 
compliance.  


In addition, in accordance with Article 6(1) of Regulation (EC) No 726/2004, a statement to the effect 
that clinical trials carried out outside the European Union meet the ethical requirements of Directive 
2001/20/EC should be provided, where applicable, in Module 1.9. This statement should indicate that 
“clinical trials carried out outside the European Union meet the ethical requirements of Directive 
2001/20/EC” together with a listing of all trials (protocol number) and countries (outside the EU) 
involved. 


Regarding the importance of GCP compliance for marketing authorisation applications, 
applicants/marketing authorisation holders are invited to refer to the EMA Position paper on the non-
acceptability of replacement of pivotal clinical trials in cases of GCP non-compliance in the context of 
marketing authorisation applications in the centralised procedure. 


References 


• The Rules governing Medicinal Products in the European Community, Volume 2B, Notice to 
Applicants, Common Technical Document 


• Directive 2001/20/EC  


• Directive 2001/83/EC, as amended  


• Regulation (EC) No 726/2004 


• “Note for Guidance on the Inclusion of Appendices to Clinical Study Reports in Marketing 
Authorisation Applications” (CHMP/EWP/2998/03) 


• “Note for Guidance on Structure and Content of Clinical Study Reports” (CPMP/ICH/137/95) 


• “Clinical trials”, The Rules governing Medicinal Products in the European Community, Notice to 
Applicants, Volume 10  


5.2.3.  What is the fee for a GMP/GCP/GLP pharmacovigilance inspection? 
Rev. Dec 2015 


For all inspections requested by the CHMP in respect of an application under the Centralised Procedure 
fees are payable by the applicant under Regulation (EC) No 297/95. 


For information on the level of fees applying, including cancellations please refer to the latest version 
of the Rules for the implementation of Council Regulation (EC) No 297/95 on fees payable to the 
European Medicines Agency and other measures and the Explanatory note on fees payable to the 
European Medicines Agency (see references below). 


The fee will become due on the date of the start of the on-site inspection and after approximately 15 
days an invoice will be sent to the applicants billing address held on the Agency’s file. 


For inspections outside the EEA/European Union the applicant is also required to pay the travel and 
accommodation expenses of the Inspector(s) and any Experts or Rapporteur involved in carrying out 
the inspection(s). These expenses are to be paid directly by the applicant to the inspector’s Authorities. 
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References 


• Fees payable to the European Medicines Agency 


• How to pay 
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1.  Introduction (background) 26 


Since recognition of BSE in the 1980’s, the use of bovine material in the manufacture of medicinal 27 
products, including many vaccines, prompted action by European and National regulatory authorities to 28 
assure the continued safety of the products. The appearance of new variant Creutzfeldt-Jakob Disease 29 
(vCJD) and its association with BSE, underlined the importance of the measures taken and increased 30 
concern regarding any potential risk associated with use of bovine material. 31 


2.  Scope 32 


This is an update of the information in the Public Statement on the Evaluation of Bovine Spongiform 33 
Encephalopathies (BSE) - risk via the use of materials of bovine origin in or during the manufacture of 34 
vaccines1 and the Questions and Answers on Bovine Spongiform Encephalopathies (BSE) and 35 
Vaccines2. The public statement and Q&A were intended to provide an assessment of the risk due to 36 
BSE of the use of bovine materials in vaccines when they were drafted in 2001. Since 2001, 37 
understanding of the risks associated with BSE has progressed significantly and a routine review of 38 
EMA guidelines identified this document as requiring updating. It includes information on the use of 39 
bovine derived materials in vaccine manufacture. Risk assessment of other TSE-susceptible animal 40 
species is covered in the Note for guidance on minimising the risk of transmitting animal spongiform 41 
encephalopathy agents via human and veterinary medicinal products3 and the use of materials of 42 
human origin is reviewed in the CHMP position statement on Creutzfeldt-Jakob disease and plasma-43 
derived and urine-derived medicinal products4. 44 


3.  Summary 45 


Any bovine-derived material used in the manufacture of a vaccine is regulated according to the 46 
mandatory TSE guideline  which has been continuously updated in the light of scientific knowledge. 47 
The guideline dictates that a risk assessment is performed during development and authorisation of all 48 
medicinal products. The risk assessment involves controlling the geographical source of the animals 49 
used, the nature of the tissue used (risk of infectivity) and the method of production. Safe 50 
geographical sourcing of animals is based on the latest Organisation Internationale des Epizooties 51 
classification5 of countries according to their BSE status. The safety of the tissue used for processing is 52 
ensured by categorisation according to the WHO tables on Tissue Infectivity Distribution in 53 
Transmissible Spongiform Encephalopathies6. Finally, production methods are assessed for their ability 54 
to inactivate or remove the agent responsible for BSE. The CHMP and regulatory authorities within 55 


                                                      
1 Public Statement on the Evaluation of Bovine Spongiform Encephalopathies (BSE)- risk via the use of materials of bovine origin in 
or during the manufacture of vaccines 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003717.pdf 
2 Questions and &Answers on Bovine Spongiform Encephalopathies (BSE) and Vaccines 
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2009/09/WC500003715.pdf 
3 Note for guidance on minimising the risk of transmitting animal spongiform encephalopathy agents via human and veterinary 
medicinal products 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003700.pdf. First adopted in 1991 
and entered into force in 1992 
4 CHMP position statement on Creutzfeldt-Jakob disease and plasma-derived and urine-derived medicinal products 
http://www.ema.europa.eu/docs/en_GB/document_library/Position_statement/2011/06/WC500108071.pdf 
5 OIE List of Bovine Spongiform Encephalopathy Risk Status of Member Countries 
http://www.oie.int/animal-health-in-the-world/official-disease-status/bse/list-of-bse-risk-status/ 
6 WHO Tables on Tissue Infectivity Distribution in Transmissible Spongiform Encephalopathies. Updated 2010. 
http://www.who.int/bloodproducts/tablestissueinfectivity.pdf 



http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003717.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Other/2009/09/WC500003715.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003700.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Position_statement/2011/06/WC500108071.pdf

http://www.oie.int/animal-health-in-the-world/official-disease-status/bse/list-of-bse-risk-status/
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member states of the European Union undertake benefit/risk assessments before any vaccine is 56 
authorised. The final benefit/risk decision includes the BSE risk assessment discussed above.  57 


The CHMP and its experts historically conducted a review on the use of bovine material in the 58 
manufacture of vaccines licensed within the EU to ensure that the sourcing of animals and of tissues 59 
used up to that point in time was according to the TSE guideline. Subsequently, the assessment of all 60 
new products includes an assessment of the BSE risk in line with the TSE guideline.  61 


Based on the above measures being taken, the CHMP considers that the risk of BSE contamination of 62 
vaccines used within the EU is extremely low. Nevertheless, in order to provide the highest level of 63 
assurance, manufacturers have replaced materials of bovine origin, wherever possible. 64 


There is no evidence to date that any vaccines have been contaminated with the agent which causes 65 
BSE. Taking into consideration the measures already employed to ensure the safety of vaccines with 66 
respect to BSE, the EMA concludes there is a very high level of assurance against the risk of BSE 67 
contamination and therefore reiterates the benefits of vaccination. There is no evidence to relate 68 
vaccines to the development of vCJD. Consequently, on the basis of current scientific evidence and of 69 
measures being taken to avoid any possible contamination of vaccines with BSE, the EMA is of the 70 
view that appropriate measures are in place to protect public health.  71 


4.  Questions and answers on Bovine Spongiform 72 
Encephalopathy (BSE) and variant CJD 73 


What is BSE? 74 


BSE (Bovine Spongiform Encephalopathy) is a disease of cattle which is sometimes known as Mad Cow 75 
disease. BSE belongs to a group of diseases called TSEs (Transmissible Spongiform Encephalopathies). 76 
BSE was recognised for the first time in 1986 in the UK. A similar disease in sheep, called scrapie, has 77 
been recognised for over two centuries. Due to the eradication measures, this epidemic has declined 78 
worldwide and as of 2017, there are only a few cases reported annually7. In the UK, where the most 79 
cases have been reported, the incidence of BSE has decreased from 37,280 in 1992 at the height of 80 
the epidemic, to 0 cases in 2016.  81 


All TSE diseases are associated with the appearance of tiny particles in brain and nerve cells. These 82 
particles consist of an abnormal form of prion protein and are responsible for TSE diseases (see “What 83 
are prions” below). 84 


The most obvious symptoms of TSE diseases are in co-ordination of movements and mental 85 
deterioration. Once a TSE disease becomes established, it becomes progressively more serious.  86 


TSEs are said to be ‘transmissible’, because if certain tissues of an affected animal are given by 87 
injection or by mouth to other animals, the disease may be passed on to them. Brain and spinal cord 88 
are the tissues which are the highest risk in this respect.  89 


How did the outbreak appear in animals? 90 


The outbreak probably started as a result of feeding of animal derived meat-and-bone meal to cattle. 91 
There is strong evidence and general agreement that the outbreak was then amplified by the 92 
continued feeding of meat-and bone meal prepared from infected cattle. 93 


 94 


                                                      
7 http://www.oie.int/animal-health-in-the-world/bse-specific-data/number-of-cases-in-the-united-kingdom/ 
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 95 


Does this kind of diseases occur in humans? 96 


Yes, but these human diseases are very rare. They include classical (or sporadic) Creutzfeldt-Jakob 97 
Disease (CJD/sCJD), variant CJD (vCJD), Kuru (transmission via cannibalism in Papua New Guinea) 98 
and fatal familial insomnia. Classical CJD has been well studied for more than 70 years and occurs 99 
sporadically worldwide at a rate of about 1 case per 1 million people and is not linked to BSE.  100 


Can BSE be transmitted to humans? 101 


In 1996, the first cases of a variant of Creutzfeldt-Jacob Disease (vCJD) were reported in the UK 102 
(Lancet, 1996, 347: 921-925). There is strong scientific evidence indicating that vCJD and BSE are 103 
caused by the same infectious prion agent and strong epidemiological and experimental scientific 104 
evidence for the association between the ingestion of BSE contaminated food and vCJD. Experts 105 
believe that certain types of meat (mechanically recovered meat which at that time contained high risk 106 
tissues) or certain high risk tissues (brain) used in the preparation of industrial minced meat could 107 
have played a major role in spreading the human form of TSE (vCJD). 108 


Emergence of variant CJD (vCJD) was noted in the UK in 1996 and a total number of 178 definite or 109 
probable cases have been reported so far in the UK8. Although the number of cases has been in 110 
decline in the UK since 2001, isolated cases of vCJD are still being identified in the UK as in other 111 
countries. 112 


Further information can be found in the CHMP position statement on Creutzfeldt-Jakob disease and 113 
plasma-derived and urine-derived medicinal products.  114 


vCJD generally affects younger people (average age of onset: 28 years) than classical CJD and the 115 
clinical symptoms are different.  116 


What are prions? 117 


Prions are proteins that are found in all animal species and in humans. Abnormal forms of prion protein 118 
are found in TSEs such as BSE, scrapie and all forms of CJD. Abnormal forms of prion proteins are 119 
closely associated with the spread of the disease. Unlike other infectious particles such as bacteria or 120 
viruses, prions do not carry any genetic material. Prions are extremely difficult to destroy: they are 121 
resistant to elevated temperatures and standard chemical conditions which would normally kill bacteria 122 
and viruses.  123 


How do prions cause BSE? 124 


Spongiform encephalopathies (also known as prion diseases) are degenerative neurological disorders 125 
characterised by the presence of massive amounts of modified (structurally abnormal) prion proteins. 126 
For an unknown reason, the normal protein can be transformed into a different conformation, by 127 
contact with a modified prion protein. This can happen mainly in the brain where a cascade of 128 
progressive degeneration may start. It is thought that the ingestion of a critical amount of this 129 
modified protein could trigger the disease. 130 


There is no diagnostic test available yet to identify the disease prior to the start of clinical symptoms 131 
and the development of a characteristic neurological pattern. However, for detecting BSE in 132 
slaughtered animals, diagnostic tests are available and in use.  133 


                                                      
8 http://www.cjd.ed.ac.uk/data-and-reports/variant-cjd-cases-worldwide 



http://www.cjd.ed.ac.uk/data-and-reports/variant-cjd-cases-worldwide
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No medicinal product is available to combat the disease, and no vaccine has been developed to protect 134 
animals or people.  135 


Why is the risk of BSE transmission being raised in relation to vaccines for human use? 136 


Material of animal origin, including bovine derived materials, is used in the manufacture of some 137 
vaccines. 138 


However, the European Medicines Agency (EMA) has been advised by a panel of international experts 139 
that the risk of BSE contamination of vaccines used in the EU is extremely low. There are no 140 
indications that vCJD is linked to the use of vaccines, and it is felt that the risk posed by the use of 141 
bovine material is very remote as substantiated by the experience to date. 142 


5.  Vaccines and risk of BSE transmission 143 


5.1.  Questions and answers on bovine materials used in the manufacture 144 
of vaccines 145 


What are vaccines and how do vaccines work?  146 


Vaccines are medicinal products, which are given to protect individuals against viral or bacterial 147 
infections. Some contain small amounts of inactivated viruses or bacteria, while others may contain 148 
micro-organisms which, although alive, no longer cause disease (live attenuated vaccines). Vaccines 149 
may also be composed of purified fractions of these micro-organisms or of components derived from 150 
recombinant DNA technology. Vaccines act by stimulating the body’s own defences (the immune 151 
system), so that when he or she comes in contact with the relevant virus or bacterium, he/she will be 152 
protected against infection. Tetanus vaccine is an example of a bacterial vaccine and measles vaccine 153 
is an example of a viral vaccine.  154 


How are vaccines manufactured? 155 


Vaccines are made by growing cultures of these viruses or bacteria, or cells which have undergone 156 
recombinant manipulation, under controlled conditions.  Some vaccines are then inactivated by 157 
chemical treatment. Other vaccines are attenuated (live, but no longer able to cause the disease). 158 
Bacteria require complex culture media for their growth. Viruses need to grow in cells and these cells 159 
also require complex culture media. Recombinant cells can be either bacterial, insect or mammalian 160 
and have similar complex nutritional needs. The culture media provide numerous nutritious elements 161 
and growth factors, sometimes obtained from materials of animal origin, such as serum, milk and milk 162 
derivatives, gelatin, meat extract or extracts from other muscular tissues (“peptones”).  163 


After the processes of bacterial fermentation, viral growth in cell cultures or growth of recombinant 164 
cells are completed, there is a purification process reducing these growth supplements to trace 165 
amounts.   166 


The bacterial or viral components of the vaccine are then diluted to the desired strength and prepared 167 
into a finished product. Vaccines are presented in vials or pre-filled syringes containing the desired 168 
bacterial, viral or recombinant components together with ingredients such as stabilisers. After 169 
production, vaccines are given in defined doses which are proven to be safe and effective in clinical 170 
trials. 171 


Are any materials of bovine origin used in the manufacture of vaccines? 172 
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Bovine derived materials are used at some stages in the manufacture of some, but not of all vaccines. 173 
These bovine materials are one source of nutrients and growth factors for the growth of bacteria or for 174 
the cells used to grow viruses. These elements are essentially provided from materials of animal origin. 175 


Generally they are used only in the early stages of the manufacturing process of the vaccine 176 
component(s), and then they are reduced to trace amounts during the further purification and dilution 177 
steps. 178 


In other cases, highly processed derivatives of a bovine material are used, e.g. as a stabiliser of the 179 
finished product. For example polysorbates, (which are manufactured using very high temperature and 180 
extreme chemical conditions which have been shown to inactivate prions) are used in a small number 181 
of vaccines.  182 


Manufacturers of vaccines strictly control the quality of the materials derived from animals by 183 
obtaining them only from known, well controlled sources with systems in place to ensure the materials 184 
do not pose a risk of contamination with BSE, and by only sourcing the materials from animals which 185 
are fit for human consumption (see “How safe is the bovine material used in the manufacture of 186 
vaccines?” below).  187 


Is it possible to replace bovine materials used in the manufacture of vaccines with non-188 
animal materials? 189 


Over the past years there have been many attempts to find a way to replace growth media containing 190 
bovine derived materials by plant-derived or more synthetic media. This has often been successful. 191 
However, not all attempts have succeeded in providing bacteria, viruses or cells with all the nutrients 192 
present in the bovine material. In many cases, it has been possible to replace most or all of the animal 193 
materials used during the production of vaccines. Researchers continue their efforts to eliminate 194 
materials of animal origin in the manufacturing process. 195 


Manufacturers were encouraged to re-establish their Working Seed/Cell Banks (WSB/WCB) if they 196 
contained material where not all of the relevant information was available to demonstrate compliance 197 
with the TSE Note for Guidance, even if there were no demonstrable TSE risks associated with their 198 
use. The new WSB/WCB should be prepared using material for which all relevant information is 199 
available9. As a general precautionary measure, manufacturers of medicinal products are encouraged 200 
not to use materials of bovine origin at all, if possible.  201 


How safe is the bovine material used in the manufacture of vaccines? 202 


Gelatin 203 


Gelatin is extracted from different tissues (usually from skin and bone) from different animal species 204 
(usually from cattle and pig). It is used directly in medicinal products, for example in capsules. Gelatin 205 
is not made from a high risk material like brain or spinal cord, but it cannot be excluded that a small 206 
amount of high risk material could be a contaminant in bones from which gelatin is extracted. BSE 207 
infectivity has never been detected in bovine skin3.   208 


The production of gelatin from bones involves grinding, degreasing, heating followed by a hydrochloric 209 
acid bath for several days. The gelatin may then be further treated with strong alkali or acid. In 210 
addition there is a heat sterilisation step at a minimum of 133°C or 138°C. These processes have been 211 
shown to have high capacity to reduce or eliminate any contaminating BSE prions.   212 


                                                      
9 Re-establishment of Working Seeds and Working Cell Banks using TSE compliant materials EMEA/22314/02 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003702.pdf 
 



http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003702.pdf
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 213 


 214 


Bovine serum 215 


Bovine serum is very rich in vitamins, growth factors and other components necessary to grow the 216 
cells needed for viral vaccine production. The following measures are taken into account to ensure the 217 
safety of serum regarding the risk of transmission of contamination with BSE:   218 


- Bovine serum is obtained only from countries with a negligible or controlled BSE risk  219 


- Bovine serum is obtained only from animals which are fit for human consumption.  220 


- Each batch of serum or plasma is traceable to the slaughterhouse to ensure that material 221 
of unknown quality/TSE risk does not enter the supply chain. Methods of animal stunning 222 
and slaughter are controlled to reduce/avoid the risk of cross-contamination of blood with high 223 
risk tissues such as brain.  224 


- The maximum age of cattle at slaughter is strictly limited   225 


- The presence of the BSE prion has not been conclusively detected in the blood of cattle which 226 
are sick or incubating the disease3.  227 


Milk and milk derivatives (for example lactose) 228 


- Bovine milk has always been considered as non-infectious, regardless of the country of origin. 229 
Within the limits of experimental testing, BSE prion has not been detected in the milk of cattle 230 
which are sick or incubating the disease9.  231 


- Lactose is a natural sugar present in milk. Milk used for lactose production must be collected 232 
under the same conditions as milk for human consumption. This ensures that milk comes from 233 
healthy animals, controlled by veterinary welfare systems.  234 


Meat extracts 235 


Meat extracts are mainly derived from muscular tissues. All of the tissues from which meat extracts 236 
are derived are classified in the no or low risk categories by the WHO3 and high risk material is 237 
excluded. This material is collected from countries with a negligible or controlled BSE risk. Taking these 238 
criteria into consideration, meat extracts do not represent a risk of BSE transmission. 239 


Polysorbate (Tallow derivatives) 240 


Tallow derivatives are prepared from tallow (fat) which is derived from animal fat tissue. The tallow 241 
starting material is prepared by separating it from the protein fraction. It has been shown that BSE 242 
infectivity (experimentally added to the animal fat tissue) is never found in the tallow fraction, but can 243 
be found in the protein fraction (which is not used in the manufacture of tallow derivatives). Tallow 244 
derivatives are made from tallow starting material by very high temperature and extreme chemical 245 
treatment. Tallow derivatives are extremely unlikely to pose any risk of transmitting BSE. Examples of 246 
tallow derivatives are stearates (used in many tablets) and polysorbate (occasionally used to stabilise 247 
vaccines). In most cases, animal-derived polysorbate has been replaced by plant-derived polysorbate. 248 


5.2.  Questions and answers on vaccines and the measures taken to 249 
prevent the transmission of BSE 250 


What measures are applied to vaccines to prevent BSE infection? 251 
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All medicinal products, including vaccines, have been thoroughly evaluated before they are authorised 252 
to be marketed. To receive this authorisation to market their product, a pharmaceutical company has 253 
to describe in detail (in a dossier) the results of all the studies demonstrating the quality, safety and 254 
efficacy of the medicinal product. The dossier also documents the method of production and control of 255 
each component of the medicinal product and all factors concerning the risk of BSE transmission are 256 
presented. The dossier is evaluated by the relevant National Authorities or the EMA, taking into 257 
account all existing guidelines and legal texts. It is only when a dossier is complete and fully 258 
satisfactory that a marketing authorisation for a medicinal product is granted. 259 


For all bovine materials used in the manufacture of vaccines (and all other medicinal products) an 260 
assessment is made of the risk of BSE contamination. This is carried out in accordance to the European 261 
Note for guidance on minimising the risk of transmitting animal spongiform encephalopathy agents via 262 
human and veterinary medicinal products. This legally mandatory guideline was first applied in 1991, 263 
and has been regularly updated since. Factors taken into special account are: 264 


- The country of origin of the animals used,  265 


- The nature of the tissue used (for example, brain is considered the highest risk, serum and 266 
muscle tissue are of the lowest risk), 267 


- Information on traceability (origin and follow-up of herds, type of feed, etc.), 268 


- Whether the manufacturing processes of both the materials of bovine origin and the vaccine 269 
could reduce or destroy any BSE, if it were to be present. 270 


Therefore, safety related to the risk of transmitting BSE is assessed by taking into account not only the 271 
geographical origin of animals but also their feeding, their age at slaughter, technique of slaughter and 272 
carving, nature of tissues used, as well as manufacturing processes which must comply with European 273 
guidelines, directives and recommendations. It is the assessment of all these criteria, which ensures 274 
the freedom of a medicinal product from contamination with the agent that causes BSE before it is 275 
authorised and marketed.  276 


In June 2000, the European Medicines Agency (EMA) conducted a review of the safety of all vaccines 277 
(including those which were licensed prior to the introduction of the Note for guidance on minimising 278 
the risk of transmitting animal spongiform encephalopathy agents via human and veterinary medicinal 279 
products) on the EU market with respect to BSE contamination and concluded that all vaccines are 280 
indeed safe. Therefore, all vaccines authorised to date, have been reviewed for safety with respect to 281 
BSE, against the above criteria. 282 


5.3.  Questions and answers on the evidence that vaccines do not transmit 283 
BSE.  284 


What evidence is there that vaccines were not the cause of the vCJD cases in the UK?  285 


The majority of vCJD cases occurred in the UK between 1996 and 2005. The same vaccines that were 286 
given to these people in the UK in their early life were also used in other countries at the same time. 287 
No vCJD cases occurred in these other countries despite administration of identical vaccines, from the 288 
same manufacturers and using identical materials.  289 


Furthermore, most vCJD patients from the height of the epidemic were vaccinated prior to the 290 
occurrence of BSE in British herds (most vaccines are given in the first two years of life). Thus, the 291 
vaccines used to immunise children who developed vCJD in later life had been produced in the years 292 
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before the BSE epidemic and so the agent that causes BSE could not have been present in the doses of 293 
vaccine given to these children.  294 


What is the experts’ opinion on the safety of vaccines with respect to BSE?  295 


Vaccines have played, and continue to play, a crucial role in the prevention and eradication of viral 296 
infectious diseases, such as measles, mumps, rubella, polio and smallpox, and of bacterial infectious 297 
diseases such as diphtheria, tetanus and pertussis. Vaccines currently in use have an excellent safety 298 
record. A reduction in use of vaccines is likely to result in the spread of damaging or fatal diseases.  299 


In 2001, the European Medicines Agency (EMA) was advised by a panel of international experts that 300 
the risk of BSE contamination of vaccines used in the EU is vanishingly small.  To date there are no 301 
indications that vCJD is linked to the use of any vaccines, and that the risk posed by the use of bovine 302 
materials is very remote as substantiated by the experience to date. 303 


To date, there are no indications that vCJD is linked to the use of any vaccines, and that the risk posed 304 
by the use of bovine materials is very remote as substantiated by the experience to date. 305 
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Executive summary 12 


This guideline describes the information on the quality aspects to be included in the Product 13 
Information (PI) of vaccines for human use. 14 


1.  Introduction (background) 15 


The purpose of this document is to provide applicants and regulators with harmonised guidance on the 16 
quality aspects to be considered in the Summary of Product Characteristics (SmPC), Package Leaflet 17 
(PL) and labelling for vaccines for human use. This guideline should be read in conjunction with other 18 
guidelines/documents which are referenced in this document. Applicants are advised to take this 19 
guideline into account when submitting applications for Marketing Authorisation (MA) for new vaccines, 20 
and may consider it on the occasion of applying for renewals or updates of the product information of 21 
already approved vaccines for human use. 22 


2.  Scope 23 


The guideline provides guidance on the content and presentation of the pharmaceutical particulars and 24 
quality aspects applicable to the product information (SmPC, labelling, and PL) for vaccines for human 25 
use intended for the prevention of infectious diseases, whether administered before infection occurs or 26 
for post-exposure prophylaxis. The need for special guidance arises from the complexity of many 27 
aspects of vaccine composition and formulation and use.  28 


Guidance specific to the description of strains for influenza vaccines appears in the “Guideline on 29 
influenza vaccines – submission and procedural requirements”1, published by the Agency. All other 30 
aspects of this guideline apply to influenza vaccines. 31 


3.  Legal basis 32 


This guideline has to be read in conjunction with the introduction and general principles (4) and part I 33 
of the Annex I to Directive 2001/82 or 2001/83 as amended, as well as the Guideline on Summary of 34 
Product Characteristics2, Guideline on the acceptability of names for human medicinal products 35 
processed through the centralised procedure, Guideline on Excipients in the label and package leaflet 36 
of medicinal products for human use, Note for guidance on stability testing of new drug substances and 37 
products, Note for guidance on stability testing of existing drug substances and products, Note for 38 
guidance on maximum shelf life of sterile products after first opening or following reconstitution and 39 
Guideline on declaration of storage conditions: A: in the product information of medicinal products B: 40 
for active substances.    41 


42 


                                                
1 Guideline on influenza vaccines – submission and procedural requirements 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2017/03/WC500223481.pdf 
2 Guideline on Summary of Product Characteristics http://ec.europa.eu/health/sites/health/files/files/eudralex/vol-
2/c/smpc_guideline_rev2_en.pdf 
 



http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2017/03/WC500223481.pdf

http://ec.europa.eu/health/sites/health/files/files/eudralex/vol-2/c/smpc_guideline_rev2_en.pdf

http://ec.europa.eu/health/sites/health/files/files/eudralex/vol-2/c/smpc_guideline_rev2_en.pdf





 
Guideline on quality aspects included in the product information for vaccines for human use   
EMA/CHMP/BWP/133540/2017 Page 3/14 
 


SUMMARY OF PRODUCT CHARACTERISTICS 43 


The quality sections of the SmPC are 1, 2, 3, 6.1, 6.2, 6.3, 6.4, 6.5 and 6.6. 44 


For some aspects, sections 4.3, 4.4 and 4.8 are also referred to. 45 


In general promotional statements e.g. serum-free cells, preservative-free, latex-free are not allowed to be 46 
included. 47 


1. NAME OF THE MEDICINAL PRODUCT 48 
 49 
The entries under Section 1 in the SmPC for vaccines should appear in the following order: 50 
 51 
- Invented name, 52 
- [strength], 53 
- pharmaceutical form, 54 
- common name of the vaccine, 55 
 56 
and take into account the following guidance: 57 
 58 
Invented name of the medicinal product 59 
 60 
European Rules for invented names for medicinal products should be observed. For vaccines composed of 61 
several serotypes the invented name may include the number of serotypes present3.  62 
 63 


Strength  64 


The strength should be included if different concentrations of a vaccine are approved for different age and 65 
risk groups in one MA. In all other cases it is acceptable not to include the strength. 66 


 67 


Pharmaceutical form  68 


The pharmaceutical form should be stated for all vaccines. The appropriate single full Standard Term4 of 69 
the European Pharmacopoeia, or a combined Standard Term, should be used to express the pharmaceutical 70 
form. This is particularly important in case of a particular safety reason or risk of misadministration of the 71 
vaccine (e.g. nasal spray suspension, oral suspension). 72 


The container should not be included in the pharmaceutical form unless it is part of the Standard Term. 73 
 74 
As a result, in the case of a pre-filled syringe presentation of a vaccine, the pharmaceutical form of the 75 
pre-filled syringe presentation should always be expressed as “<solution>  <suspension> for injection in 76 
pre-filled syringe”. 77 
 78 


Common name of the vaccine 79 


The common name should be understood to mean the title of the relevant European Pharmacopoeia 80 
monograph, where one exists. In cases where there is no European Pharmacopoeia monograph, the 81 
stylistics and precedents of European Pharmacopoeia monograph titles should be observed5. Generally the 82 
common name is defined by the infectious agents it is intended to protect from, e.g. meningococcocal 83 
group B vaccine, Ebola vaccine, dengue vaccine, or the disease it is intended to prevent, e.g., Herpes 84 
zoster vaccine. The following terms should be included in parenthesis, if applicable: 85 


                                                
3 Guideline on the acceptability of names for human medicinal products processed through the centralised procedure 
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2014/06/WC500167844.pdf 
4 List of standard terms for pharmaceutical dosage forms, routes of administration, and containers 
https://www.edqm.eu/en/standard-terms-590.html 
5 Technical Guide for the elaboration of monographs on vaccines and other immunological human medicinal products 
https://www.edqm.eu/en/technical-guides-589.html 
 



http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2014/06/WC500167844.pdf

https://www.edqm.eu/en/standard-terms-590.html

https://www.edqm.eu/en/technical-guides-589.html
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− Adsorbed: the vaccine antigen is adsorbed to aluminium salts. 86 
− Adjuvanted: the vaccine contains an adjuvant or a mixture of adjuvants.  87 
− Inactivated: the vaccine contains killed organisms. 88 
− rDNA: the vaccine antigen is manufactured using recombinant DNA technology. However the 89 


word ‘rDNA’ should not be added to the common name if only a carrier protein is made by 90 
recombinant DNA technology. 91 


− Live: the vaccine consists of replicating infectious organisms. The word “attenuated” should not 92 
be included in the common name. 93 


 94 
For vector-based and chimeric vaccines the term “rDNA” should be used. If the strain is replication 95 
competent “live” should also be added. As regards multivalent vaccines, no wording on the serotypes 96 
should be included in the common name.  97 


2. QUALITATIVE AND QUANTITATIVE COMPOSITION 98 


The principal entries under Section 2 in the SmPC should appear in the following order: 99 


- Qualitative and quantitative declaration of each active substance, 100 


- Qualitative and quantitative declaration of any adjuvant or adsorbant present, 101 


- Origin of the active substance, if applicable 102 


- Residues of clinical relevance, if applicable 103 


- Excipients with known effects, if applicable 104 


- a reference to the full list of excipients in 6.1, 105 


and take into account the following guidance: 106 


Active substance(s) 107 


The content of the active substance(s), should be expressed per dose unit (e.g. “One dose (0.5 ml) 108 
contains:”). The amount (range) of the carrier protein should be given here as well. Examples are provided 109 
in the Annex. 110 


For multivalent vaccines containing various serotypes of a pathogen, all serotypes need to be specified. 111 
For combination vaccines such as DTaP vaccines, the active substances would ideally appear in the order 112 
of the relevant monograph title of the European Pharmacopoeia, where one exists. 113 


Abbreviations for active substance names (including carrier protein) should not be used in the product 114 
information. However the abbreviation CRM197 (a non-toxic mutant of diphtheria toxin) is considered to 115 
be acceptable. 116 


Directive 2001/83/EC requires that in section 2 of SmPCs, the usual common name of active substances 117 
shall be used. As there are no INNs for vaccine antigens, each active substance name should be in 118 
conformity with European Pharmacopoeia monograph terminology for vaccine antigens in so far as is 119 
possible. For non-pharmacopoeial active substances, the active substance name should ideally be 120 
expressed according to its formal Latin/Greek name, or according to the disease being protected against, 121 
taking historical and pharmacopoeial precedents for the naming of similar vaccine antigens into account. 122 


Taxonomic names for cellular microorganisms should be italicised. Names of microbial genera should not 123 
be abbreviated. Generally, for bacteria and viruses, the strain, serotype or other appropriate sub-species 124 
designation should be included in the name of each antigen, if relevant. 125 


The origin of the active substance should be defined briefly. Thus the nature of any cellular system(s) used 126 
for production and if relevant, the use of recombinant DNA technology should be described, following the 127 
pattern set by the following examples:  128 


- “produced in human diploid (MRC-5) cells”; 129 


- “produced in Escherichia coli cells by recombinant DNA technology”; 130 



https://en.wikipedia.org/wiki/Diphtheria_toxin
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- “produced in chick-embryo cells”.  131 


For combination vaccines, the information on the cellular system(s) used for production may be presented 132 
as (a) footnote(s) within section 2. 133 


Otherwise, the inclusion of a mention of the production process in vaccine active substance names should 134 
normally be restricted to the use of the following terms: 135 


- "Live, attenuated" (in the case of vaccines containing living micro-organisms),  136 


- "Inactivated" (in the case of vaccines containing killed micro-organisms).  137 


In case the vaccine consists of genetically modified organisms the following sentence should be added: 138 


− “This product contains genetically modified organisms (GMOs)”. 139 


Adjuvants/adsorbants 140 


If an adjuvant or adsorbant is present in the vaccine, it should be included in Section 2. Qualitative and 141 
Quantitative Composition. European Pharmacopoeia nomenclature should be employed where possible, 142 
with the exception that “aluminium hydroxide, hydrated, for adsorption” should be written as “aluminium 143 
hydroxide, hydrated” and “aluminium phosphate for adsorption” should be given as “aluminium 144 
phosphate”. 145 


Aluminium compounds are normally referred to as adsorbants. The quantitative declaration of aluminium 146 
compounds should be in terms of the quantity of Al3+ per dose.  147 


For multivalent and combination vaccines in particular, and also for monovalent vaccines where this is 148 
found convenient, the qualitative and quantitative particulars for the adjuvant(s)/adsorbant(s) may be 149 
presented as (a) footnote(s) within section 2 of the SmPC. Footnotes should be linked to the active 150 
substance(s) concerned (see Attachment 2). 151 


Residues of clinical relevance 152 


For residues of clinical relevance a statement should be included e.g. the vaccine may contain traces of 153 
neomycin. Reference to section 4.3 and/or sections 4.4 and/or 4.8 should be made as applicable. 154 


Excipients 155 


Excipients known to have a recognised action or effect should be listed qualitatively and quantitatively 156 
under the heading ‘Excipient(s) with known effect’. The content should be given in micrograms or 157 
milligrams using the spelled out terms instead of µg or mg respectively. 158 


Reference to sections 4.3, 4.4 and/or 4.8 should be made as applicable. 159 


For all other excipients, a reference should be included ‘For the full list of excipients, see section 6.1. 160 


 161 


3. PHARMACEUTICAL FORM 162 


The pharmaceutical form should be described by the same Standard Term as used in section 1. In case the 163 
container has a tradename this needs to be included in section 3. 164 


A visual description of the appearance of the different vaccine items, if applicable should be given here. In 165 
case of vaccines to be reconstituted or mixed before use, the appearance before reconstitution or mixing 166 
should be stated in section 3. Appearance of the vaccine after reconstitution or mixing should be stated in 167 
sections 4.2 and 6.6. 168 


4. CLINICAL PARTICULARS 169 


Certain residuals such as residues of antibiotic, other antimicrobial agents, host cell proteins and some 170 
chemicals used in production of vaccines are known allergens with a potential for inducing undesirable 171 
effects.  172 
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For residues of clinical relevance and excipients with known effect, contraindications and/or warning 173 
statements as well as adverse events specific to excipients or residues should be included in the relevant 174 
sections 4.3, 4.4 and/or 4.8 as appropriate6.  175 


In section 4.4 the following statement on traceability should be included: 176 


Traceability 177 
In order to improve the traceability of biological medicinal products, the name and the batch number of 178 
the administered product should be clearly recorded. 179 


 180 


6 PHARMACEUTICAL PARTICULARS 181 


6.1 List of Excipients 182 


The excipients should be listed in accordance with the SmPC Guideline2 using the appropriate common 183 
names. As with all excipients, preservatives should be listed qualitatively but not quantitatively in section 184 
6.1. 185 


Residues of reagents used in production should not be listed in section 6.1. Certain residues such as 186 
residues of antibiotic or other antimicrobial agents used in production that are known allergens with a 187 
potential for inducing undesirable effects should, however, be mentioned in section 2 with reference to 188 
section 4.3,4.4 or 4.8 as applicable. 189 


For vaccines, which are presented in more than one container or in dual-chamber syringes, the excipients 190 
should be listed per container or per chamber. 191 


For established media with widely–known composition used as complex-multicomponent diluents in the 192 
formulation of vaccine drug products, suitable short descriptions may be acceptable in place of very long 193 
lists of all the substances present in the media, if justified. In this case, it is recommended to summarise 194 
the composition of the media in broad terms (e.g. Medium 199 containing vitamins, mineral salts and 195 
amino acids). Media components with known effect (e.g. phenylalanine) should still, however, be 196 
mentioned in the appropriate sections. 197 


Abbreviations for excipients should not be used in the SmPC or PL. However, where justified by space 198 
constraints, abbreviations for excipient names may appear on the labelling, on condition that these 199 
abbreviations are designated in SmPC section 6.1 and in the respective section of the PL. 200 


Adjuvants and adsorbants should not be listed in section 6.1. However, if such materials are present in the 201 
vaccine, a reference to section 2 should be made.  202 


6.2 Incompatibilities 203 


Only pharmaceutical (i.e. physical, chemical or biological) incompatibilities should be stated in section 204 
6.2. 205 


The appropriate standard QRD7 statement i.e. <Not applicable>, <In the absence of compatibility studies, 206 
this vaccine must not be mixed with other medicinal products>, or <This vaccine must not be mixed with 207 
other medicinal products except those mentioned in section 6.6> should appear. 208 


6.3 Shelf life 209 


The shelf-life declaration(s) should be in accordance with the SmPC Guideline and with related guidance 210 
documents8,9,10addressing the shelf lives of un-reconstituted and reconstituted vaccines as necessary. 211 


                                                
6 Guideline on Excipients in the label and package leaflet of medicinal products for human use 
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-2/c/guidelines_excipients_july_2013_rev_1.pdf (currently under 
revision); refer also 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001683.jsp&mid=WC0b01ac05808c01f6 
7 QRD product information templates for Summary of Product characteristics (SmPC), labelling and Package leaflet (PL) Compilation 
of QRD decisions on stylistic matters in product information and Compilation of QRD decisions on the use of terms are updated and 
published here: http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000134.jsp 
8 Note for guidance on stability testing of new drug substances and products, 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500002651.pdf 



https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-2/c/guidelines_excipients_july_2013_rev_1.pdf

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001683.jsp&mid=WC0b01ac05808c01f6

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000134.jsp

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500002651.pdf
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The expression of the shelf-life should be in accordance with the current QRD template. 212 


6.4 Special precautions for storage 213 


The statement on storage and/or transport conditions included in section 6.4 of the SmPC is intended to 214 
inform the end user only. Compliance to Good Distribution Practice should be respected in all 215 
circumstances.  216 


The declaration of the precautions for storage should be in accordance with the SmPC Guideline2 and with 217 
related guidance documents,,11 218 


In case appropriate stability data are available which confirm the quality of the vaccine, when stored at 219 
non-standard temperatures, this information might be added in section 6.4. However the storage at non-220 
standard temperatures should be limited to a maximum period of 72 hours. The statement on storage at 221 
non-standard temperatures should be expressed as given in the example below: 222 


“Stability data indicate that the vaccine components are stable for x hours when stored at 223 
temperatures from y°C to z°C. At the end of this period <Invented Name> should be used 224 
immediately or discarded”. 225 


6.5 Nature and contents of container 226 


The declaration of the nature and contents of the container(s) should be in accordance with the SmPC 227 
Guideline and with related guidance documents (see list of references). 228 


In the case of multidose presentations, the number of doses per container should be stated.  229 


6.6 Instructions for disposal <and other handling> 230 


In the case of vaccines intended for reconstitution, the appearance of the vaccine before reconstitution is 231 
described in section 3, while the appearance of the vaccine following reconstitution needs to be given here.  232 


For all vaccines, there should be instructions to check the appearance of the vaccine before administration. 233 
Additional instructions on the handling should be added as necessary.  234 


Information necessary for the pharmacist or other healthcare professional to prepare the vaccine before 235 
administration should appear in section 6.6.  236 


For the safe disposal of the vaccine, any material which has come into contact with the vaccine, and/or 237 
waste material, appropriate instructions should be given in accordance with local requirements. 238 


                                                                                                                                                        
9 Note for guidance on stability testing of existing drug substances and products 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003466.pdf 
10 Note for guidance on maximum shelf life of sterile products after first opening or following reconstitution 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003476.pdf 
11 Guideline on declaration of storage conditions: A: in the product information of medicinal products B: for active substances 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003468.pdf 


 


 



http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003466.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003476.pdf

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003468.pdf
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LABELLING 239 


European guidance documents and templates provide comprehensive guidance on labelling (see 240 
references). For vaccines, the following additional guidance should be taken into account. 241 


Outer Packaging  242 


For the statement of active substances, the active substance(s), and the adjuvant/adsorbant, if present, 243 
should be expressed qualitatively, and quantitatively per dose unit, as they appear in section 2 of the 244 
SmPC, with the exception that, in the case of space constraints, abbreviations for certain adjuvants or 245 
adsorbants, as designated in the SmPC, may be acceptable in special circumstances. 246 


For multidose presentations, the number of doses in the container(s) should be stated. Information about 247 
the cellular systems used as production substrates may be omitted from the carton labelling. 248 


The list of excipients should appear on the carton labelling and be expressed as in section 6.1 of the 249 
SmPC. However, where there are space constraints, abbreviations for certain excipients, as designated in 250 
the SmPC, may be acceptable. 251 


For cartons containing ancillary items such as swabs, needles the labelling should include a list of all 252 
components. In case the container has a tradename it needs to be stated on the outer packaging. 253 


A full statement of the precautions for disposal of unused product and/or waste material should appear on 254 
the outer packaging, unless space constraints prevent this, in which case a reference to the appearance of 255 
the disposal directions in the PL is sufficient. 256 


Small immediate packaging  257 


The common name may be abbreviated in case of severe space constraints (e.g. MMRV vaccine). 258 
Pharmaceutical form short terms according to the current “List of Standard Terms of the European 259 
Pharmacopoeia” will be considered on a case-by-case basis in case of space constraints. If used, the 260 
pharmaceutical form, patient-friendly term should be added in brackets in section 3 of the SmPC. In cases 261 
of severe space constraints, the pharmaceutical form may be omitted.  262 


Peel-off labels  263 


MA Holders may consider the addition of peel-off labels to the immediate packaging in the context of 264 
improving traceability, which could be used for inserting immunisation details into patient records. 265 


PACKAGE  LEAFLET (PL) 266 


European guidance documents and templates provide comprehensive guidance on PLs. As required by 267 
Directive 2001/83/EC, the package leaflet should be drawn up in accordance with the SmPC, and be 268 
written in clear and understandable terms for the user. As in the SmPC, the full Standard Terms should be 269 
used in section 6, as there are no space limitations in the PL.  270 


The nature of any cellular system used for production, and if relevant the use of recombinant DNA 271 
technology, should be mentioned in section 6 of the PL in a manner consistent with the SmPC, including 272 
the use of the expression “produced in XXX cells <by recombinant DNA technology>” and including the 273 
statement “This product contains genetically modified organisms (GMOs)”, where appropriate. 274 


In case the container has a tradename it needs to be included in sections 3 and 6 of the PL. 275 


In section 6 of the PL the word “micrograms” should be used instead of the abbreviation “µg”. 276 


Where an adjuvant or adsorbant is present in a vaccine, section 6 of the PL should include the following 277 
or an equivalent statement: “Substance-X is included in this vaccine as an <adjuvant>,<adsorbant>. 278 
<Adjuvants> <Adsorbants> are substances included in certain vaccines to accelerate, improve and/or 279 
prolong the protective effects of the vaccine”. 280 
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If the vaccine contains established media as excipients, the same description as given in section 6.1 of the 281 
SmPC (e.g. Medium 199 containing vitamins, minerals salts and amino acids), should be used in section 6 282 
of the PL.  283 


Complete information regarding instructions for use, handling and disposal by the user should be included 284 
in the PL. 285 


286 
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Annex 287 


The Annex provides examples on the appropriate use of the common name, examples how to present 288 
the qualitative and quantitative composition as well as on the nature and contents of container in the 289 
Smock of vaccines for human use 290 


ATTACHMENT 1 – Examples of common names in SmPC section 1 for novel and combination 291 
vaccines 292 


Examples for novel vaccines 293 


Dengue vaccine (rDNA, live) 294 


Ebola vaccine (rDNA, live) 295 


Ebola vaccine (rDNA) 296 


Examples for combination vaccines 297 


Diphtheria, tetanus and pertussis vaccine (adsorbed). 298 


Diphtheria, tetanus and pertussis (acellular, component) vaccine (adsorbed). 299 


Diphtheria, tetanus, pertussis (acellular, component) and hepatitis B (rDNA) vaccine (adsorbed). 300 


Hepatitis A (inactivated) and hepatitis B (rDNA) vaccine (adsorbed). 301 


Diphtheria, tetanus, pertussis (acellular, component) and haemophilus type b conjugate vaccine 302 
(adsorbed). 303 


Diphtheria, tetanus, pertussis (acellular, component), hepatitis B (rDNA) and poliomyelitis (inactivated) 304 
vaccine (adsorbed). 305 


Diphtheria, tetanus, pertussis (acellular, component), hepatitis B (rDNA), poliomyelitis (inactivated) and 306 
Haemophilus type b conjugate vaccine (adsorbed). 307 


ATTACHMENT 2 – Examples of how to present section 2. Qualitative and Quantitative Composition 308 


Diphtheria, tetanus, pertussis (acellular, component), hepatitis B (rDNA), poliomyelitis (inactivated) and 309 
haemophilus type b conjugate vaccine (adsorbed) 310 


After reconstitution one dose (x ml) contains:  311 
Diphtheria toxoid1 


      not less than x International Units (IU)  312 
Tetanus toxoid1        not less than x International Units (IU)  313 
Bordetella pertussis antigens  314 
Pertussis toxoid (PT)1       x micrograms  315 
Filamentous Haemagglutinin (FHA)1     x micrograms  316 
Pertactin (PRN)1


       x micrograms  317 
Hepatitis B surface antigen (HBs)2,3


     x micrograms  318 
Poliovirus (inactivated) (IPV)  319 
type 1 (Mahoney strain)4      x D-antigen unit  320 
type 2 (MEF-1 strain)4       x D-antigen unit  321 
type 3 (Saukett strain)4       x D-antigen unit  322 
Haemophilus influenzae type b polysaccharide    x micrograms  323 
(polyribosylribitol phosphate, PRP) 3  324 
conjugated to tetanus toxoid as carrier protein approximately      x micrograms  325 


x milligrams Al3+ in total 326 
1


 adsorbed on aluminium hydroxide, hydrated (Al(OH)3) 327 
2 produced in yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology  328 
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3 adsorbed on aluminium phosphate (AlPO4)  329 
4 propagated in VERO cells 330 


 331 


Hepatitis A (inactivated) and hepatitis B (rDNA) vaccine (adsorbed) 332 


One dose (x ml) contains: 333 


Hepatitis A virus <strain> (inactivated)1, 2 x ELISA Units (EU) 334 


Hepatitis B surface antigen 3, 4 x micrograms 335 


x milligrams Al3+ in total 336 
1Produced on human diploid (MRC-5) cells.  337 
2Adsorbed on aluminium hydroxide, hydrated  338 
 3Produced in yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.  339 
4Adsorbed on aluminium phosphate  340 


 341 


Meningococcal group B vaccine (rDNA, adsorbed) 342 


One dose (x ml) contains: 343 


Neisseria meningitidis serogroup B fHbp subfamily A1,2,3  x micrograms 344 


Neisseria meningitidis serogroup B fHbp subfamily B1,2,3  x micrograms 345 
1 Recombinant lipidated fHbp (factor H binding protein) 346 
2 Produced in Escherichia coli cells by recombinant DNA technology 347 
3 Adsorbed on aluminium phosphate (x milligram Al3+ in total)  348 


 349 


Meningococcal group B Vaccine (rDNA, component, adsorbed) 350 


One dose (x ml) contains: 351 


Recombinant Neisseria meningitidis group B NHBA fusion protein 1, 2, 3     x micrograms 352 


Recombinant Neisseria meningitidis group B NadA protein 1, 2, 3                            x micrograms 353 


Recombinant Neisseria meningitidis group B fHbp fusion protein 1, 2, 3             x micrograms 354 


Outer membrane vesicles (OMV) from Neisseria meningitidis group B strain NZ98/254 measured as 355 
amount of total protein containing the PorA P1.4 2                                     x micrograms 356 
1 produced in E. coli cells by recombinant DNA technology 357 
2 adsorbed on aluminium hydroxide (x milligrams Al³+ in total) 358 


³ NHBA (Neisseria Heparin Binding Antigen), NadA (Neisserial adhesin A), fHbp 359 


(factor H binding protein) 360 


 361 


Measles, mumps and rubella vaccine (live) 362 


After reconstitution, one dose (x ml) contains: 363 


Measles virus1 <strain> (live, attenuated) not less than x CCID50
2 364 


Mumps virus1 <strain> (live, attenuated)  not less than x CCID50
2 365 


Rubella virus1 <strain> (live, attenuated)  not less than x CCID50
2 366 
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1produced in < cellular system used for production> cells. 367 
250% cell culture infectious dose. 368 


 369 


Human Papillomavirus vaccine (rDNA, adjuvanted, adsorbed) 370 


One dose (x ml) contains: 371 


Human Papillomavirus1 type 16 L1 protein2,3,4    x micrograms 372 


Human Papillomavirus1 type 18 L1 protein2,3,4    x micrograms 373 
1Human Papillomavirus = HPV 374 
2adjuvanted by AS04 containing: 375 


3-O-desacyl-4’- monophosphoryl lipid A (MPL)3  x micrograms 376 
3adsorbed on aluminium hydroxide, hydrated (Al(OH)3)  x milligrams Al3+ in total 377 
4L1 protein in the form of non-infectious virus-like particles (VLPs) produced by recombinant DNA 378 
technology using a Baculovirus expression system which uses Hi-5 Rix4446 cells derived from 379 
Trichoplusia ni. 380 


 381 


Human Papillomavirus Vaccine (rDNA, adsorbed) 382 


One dose (x ml) contains approximately: 383 


Human Papillomavirus1 Type 6 L1 protein2,3  x micrograms 384 


Human Papillomavirus1 Type 11 L1 protein2,3  x micrograms 385 


Human Papillomavirus1 Type 16 L1 protein2,3  x micrograms 386 


Human Papillomavirus1 Type 18 L1 protein2,3  x micrograms 387 


Human Papillomavirus1 Type 31 L1 protein2,3  x micrograms 388 


Human Papillomavirus1 Type 33 L1 protein2,3  x micrograms 389 


Human Papillomavirus1 Type 45 L1 protein2,3  x micrograms 390 


Human Papillomavirus1 Type 52 L1 protein2,3  x micrograms 391 


Human Papillomavirus1 Type 58 L1 protein2,3  x micrograms 392 
1Human Papillomavirus = HPV. 393 
2L1 protein in the form of virus-like particles produced in yeast cells (Saccharomyces cerevisiae 394 
CANADE 3C-5 (Strain 1895)) by recombinant DNA technology. 395 
3Adsorbed on amorphous aluminium hydroxyphosphate sulphate adjuvant (x milligrams Al3+ in total). 396 


 397 


Pneumococcal polysaccharide conjugate vaccine (adsorbed) 398 


One dose (x ml) contains:  399 
Pneumococcal polysaccharide serotype 11,2      x micrograms  400 
Pneumococcal polysaccharide serotype 41,2      x micrograms  401 
Pneumococcal polysaccharide serotype 51,2      x micrograms  402 
Pneumococcal polysaccharide serotype 6B1,2      x micrograms  403 
Pneumococcal polysaccharide serotype 7F1,2      x micrograms  404 
Pneumococcal polysaccharide serotype 9V1,2      x micrograms  405 
Pneumococcal polysaccharide serotype 141,2      x micrograms  406 
Pneumococcal polysaccharide serotype 18C1,3      x micrograms  407 
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Pneumococcal polysaccharide serotype 19F1,4      x micrograms  408 
Pneumococcal polysaccharide serotype 23F1,2


      x micrograms  409 
1 adsorbed on aluminium phosphate x milligram Al3+ in total 410 
2 conjugated to protein D (derived from non-typeable Haemophilus influenzae) carrier protein  411 
x micrograms  412 
3


 conjugated to tetanus toxoid carrier protein x micrograms  413 
4 conjugated to diphtheria toxoid carrier protein x micrograms  414 
 415 
Examples for novel vaccines: 416 
 417 


Herpes zoster vaccine (rDNA, adjuvanted) 418 


After reconstitution, one dose (x ml) contains: 419 


 Varizella Zoster Virus1 Glycoprotein E antigen,2,3  x micrograms 420 
1 Varicella Zoster Virus = VZV  421 
2 adjuvanted by AS01B containing: 422 


plant extract Quillaja saponaria Molina, fraction 21 (QS-21)   x micrograms 423 


3-O-desacyl-4’-monophosphoryl lipid A (MPL) from Salmonella minnesota  x micrograms 424 
3Glycoprotein E (gE) produced in Chinese Hamster Ovarian (CHO) cells by recombinant DNA technology  425 


 426 


Dengue vaccine (rDNA, live) 427 
 428 
After reconstitution, one dose (x ml) contains: 429 
Chimeric yellow fever* dengue virus serotype 1 (live, attenuated)** x CCID50*** 430 
Chimeric yellow fever* dengue virus serotype 2 (live, attenuated)** x CCID50*** 431 
Chimeric yellow fever* dengue virus serotype 3 (live, attenuated)** x CCID50*** 432 
Chimeric yellow fever* dengue virus serotype 4 (live, attenuated)** x CCID50*** 433 
*Yellow fever vaccine strain 17D-204  434 
**Produced in < production cells> by recombinant DNA technology. This product contains genetically 435 
modified organisms (GMOs).   436 
***CCID50: 50% Cell Culture Infectious Dose. 437 
 438 
Ebola vaccine (rDNA, live) 439 
 440 
One dose (x ml) contains: 441 
Vesicular Stomatitis Virus expressing glycoprotein GP of Ebola virus <strain>1  …not less than x 442 
CCID502  443 
 444 
1 Produced in < production cells> by recombinant DNA technology. This product contains genetically 445 
modified organisms (GMOs).   446 
2 CCID50: 50% cell culture infectious dose  447 
 448 
Ebola vaccine (rDNA) 449 
One dose (x ml) contains: 450 
Chimpanzee Adenovirus Virus serotype 3 expressing glycoprotein GP of Ebola virus <strain>1 ….not less 451 
than x CCID502 452 
 453 
1 Produced in < production cells> by recombinant DNA technology. This product contains genetically 454 
modified organisms (GMOs).   455 
2 CCID50: 50%cell culture infectious dose  456 
 457 
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ATTACHMENT 3 - Examples of entries under SmPC section 6.5 Nature and Contents of Container 458 


Example 459 


0.5 ml suspension in pre-filled syringe (Type I glass) with plunger stopper (chlorobutyl rubber) with or 460 
without needle in pack sizes of 5 or 10. 461 


Not all pack sizes may be marketed. 462 


Example 463 


1.0 ml suspension in a vial (type I glass) with stopper (chlorobutyl rubber) with needle, in a pack size of 1. 464 
 465 
Example  466 
 467 
0.5 ml suspension and 0.5 ml of solution in prefilled syringe (Type I glass) with dual chambers, a plunger 468 
stopper (chlorobromobutyl rubber blend), a tip cap (bromobutyl rubber) and a by-pass stopper 469 
(bromobutyl rubber), in a pack size of 1. 470 
 471 
Example 472 
 473 
10ml (20 x 0.5ml doses) suspension in a vial (Type I glass) with stopper (bromobutyl rubber), in a pack 474 
size of 1. 475 
 476 


Example 477 


1.5 ml of oral suspension in a squeezable tube (polyethylene) fitted with a membrane and a tube cap 478 
(polypropylene) in pack sizes of 1, 10 or 50. 479 
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Dear Dr. Heller:


During an inspection of your firm located in Somerset, New Jersey on October 21,
2017 through November 17, 2017, an investigator from the United States Food and
Drug Administration (FDA) determined that your firm manufactures Class II, medical
lasers, including but not limited to EpiCare and Q-Clear. Under section 201(h) of the
Federal Food, Drug, and Cosmetic Act (the Act), 21 U.S.C. § 321(h), these products
are devices because they are intended for use in the diagnosis of disease or other
conditions or in the cure, mitigation, treatment, or prevention of disease, or to affect
the structure or any function of the body.


This inspection revealed that these devices are adulterated within the meaning of
section 501(h) of the Act, 21 U.S.C. § 351(h), in that the methods used in, or the
facilities or controls used for, their manufacture, packing, storage, or installation are
not in conformity with the current good manufacturing practice requirements of the
Quality System regulation found at Title 21, Code of Federal Regulations (CFR), Part
820.


We received your response, dated December 8, 2017, concerning our investigator’s
observations noted on the Form FDA 483 (FDA 483), List of Inspectional
Observations, that was issued to your firm. We address this response below, in
relation to each of the noted violations. These violations include, but are not limited to,
the following:


1.    Failure to establish and maintain procedures to control product that does not
conform to specified requirements, which shall address the identification,
documentation, evaluation, segregation, and disposition of nonconforming product, as
required by 21 CFR 820.90(a).


Specifically, you are not implementing your Non-conformance procedure, QSP-830-
000, Rev 2, Effective Date: 06/13/2016 in that:
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a.  Section 6.7.1 requires that all Non-conformances be documented.


1.  Of the (b)(4) Non-conformances (NC) reviewed from your Nonconformance
Index, 4 NCs (#NC00029, NC00020, NC00015, NC00007) could not be located
during the inspection.


2.  Per Quality Manager, Non-conformances have not been documented since
August 2016.


b.  Section 6.9.1, requires that NC records be reviewed; and to monitor the actions
and progression to closure for each NC. However, you were not able to provide
documentation to demonstrate that each NC was reviewed. Examples include, but are
not limited to: NC #00026, #00025, and #00022.


c.  Section 6.5, requires an investigation to determine the root cause or potential root
cause; and section 6.6, requires risk assessment, for each NC. You were not able to
provide documentation to demonstrate that an investigation nor risk assessment were
conducted for the following open NCs, of which the devices have since been shipped:


1.  NC #00026, opened 06/16/2016, involved a Q-Clear, serial #701-16-525,
which was mislabeled with incorrect serial number and incorrect voltage. There
was no evaluation/investigation documented.


2.  NC #00025, opened 02/03/2016, involved a EpiCare Duo-C, serial #502-16-
663-DUO-C for shutter failure twice during the final QA testing and other units
were reported with failures in the field. There was no investigation, root cause,
assessment, risk level, or risk rationale documented.


3.  NC #00022, opened 11/22/2015, involved a EpiCare Duo, serial #502-15-
661-DUO-C with lack of proper indication of hand piece status, in/out of the
calibration port. There was no evaluation/investigation, root cause, assessment,
risk level, nor risk rationale documented.
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We reviewed your firm’s response and conclude that your response is not adequate.
Your corrective actions do not include a retrospective review of all Non-conformances
to ensure that they have all been investigated. It also did not include a retrospective
review of device history records to assure that all out-of-specification results recorded
since August of 2016 in the DHR and documented on a Non-conformance form, are
investigated. Additionally, you have not provided any documentation to demonstrate
that the Non-conformances listed above, were adequately investigated and
appropriate corrective actions were taken. Further, your response states that your NC
procedure requires more streamlining and mandatory training of appropriate
personnel, however, you have not provided an updated SOP or associated training
records. Please provide supporting documentation to demonstrate that your firm has a
clear understanding of how to investigate and document NCs to ensure Non-
conforming products are not distributed.


2.    Failure to establish and maintain procedures for receiving, reviewing, and
evaluating complaints by a formally designated unit, as required by 21 CFR
820.198(a). Specifically, Complaint Investigation Procedure, QSP-919-000, Rev: 1,
dated 07/01/15, is not being implemented in that:


a.  Section 6.1.2 requires that complaints have a root cause investigation unless an
investigation has already been performed; and Section 6.1.2.2. requires that if a root
cause investigation is not conducted, a rationale should be included. Examples of
complaint cases that did not include a root cause investigation nor rationale for not
conducting the investigation, include but are not limited to: Case #00012, #00094,
#00118.


b.  Of the (b)(4) complaints reviewed during the inspection, you were not able to
provide or locate three of these complaints, including: Case #00070, #00077, and
#00107.
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We reviewed your firm’s response and conclude that it is not adequate. You have not
provided documentation to demonstrate that you have conducted a retrospective
review of complaints or that you have revised your complaint handling system to
ensure that complaints are adequately identified and investigated. Your response
states that your Product Realization, Customer Communication Procedure, QSP-723-
000, Rev: H. also covers complaints, however, the procedure states that Sales and
Service is responsible for handling customer complaints. Your response also did not
provide the complaints which could not be located during the inspection or an
explanation for the lack of records. Further, you state that for Case #00012 and
#00118, that these were not complaints but rather, customer requests for information.
Please note that a complaint means any written, electronic, or oral communication
that alleges deficiencies related to the identity, quality, durability, reliability, safety,
effectiveness, or performance of a device after it is released for distribution.


3.    Failure to establish and maintain procedures for implementing corrective and
preventive actions (CAPA), a required by 21 CFR 820.100(a). Specifically, your
Corrective and Preventive Action (CAPA) procedure, QSP-852-000, Rev 1, Effective
Date: 07/15/2015 is not adequately implemented in that;


a.  Section 6.5 of your procedure requires that modifications to any previously
approved CAPA Action Plan shall require a rationale. Your CAPA index included (b)(4)
CAPAs that were opened from January 2015 through present of which you cancelled
(b)(4) of these CAPAs with no documented rationale and no actions were
implemented.


b.  Section 6.5 also requires that the CAPA Action Plan and Effectiveness Plan be
documented with a target of no more than (b)(4) days of CAPA initiation. However, (b)
(4) of the (b)(4) CAPAs that were opened, had no actions implemented. Examples
include, but are not limited to CAPA 1255 (opened 08/16/2016) and 1258 (opened
09/07/2016).
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c.  Section 6.11 of your procedure requires that the CAPA review board meets on a
regular basis, however, you were not able to provide documentation to demonstrate
that the meetings were held since 2015.


We reviewed your firm’s response and conclude that the adequacy of the corrective
action cannot be determined at this time. Your response states that you have opened
a CAPA related to this issue, to identify root-cause analysis and effectiveness checks,
however, while you have provided the CAPA 1263, dated 10/30/2017, the report
lacked information as to who the CAPA was assigned, root cause, nor investigation.
Additionally, your response states that the CAPA procedure and forms are in the
process of being streamlined and revised and that training will be conducted related to
when to open a CAPA. However, you have not provided the revised SOP or
associated training records. Please provide this documentation, along with any other
supporting documentation, to demonstrate that your firm understands when a CAPA
should be open and how each CAPA should be investigated, and closed within a
timely manner with appropriate effectiveness checks assigned.


4.    Failure to establish and maintain procedures which include requirements for
analyzing processes, work operations, concessions, quality audit reports, quality
records, service records, complaints, return product, and other sources of quality data
to identify existing and potential causes of nonconforming product or other quality
problems required by 820.100(a)(1). Specifically,


a.  Complaint Investigation Procedure, QSP-919-000, Rev: 1, dated 07/01/15, Section
6.1.3.2.1 requires that analysis of complaint trends will be continually monitored and
formally reviewed at (b)(4) intervals, however, you were not able to provide
documentation of complaint trending.


b.  Complaint Investigation Procedure, QSP-919-000, Rev: 1, dated 07/01/15Section
6.5 requires that complaint metrics will be maintained and formally reviewed on a (b)
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(4) basis by the Continuous Improvement Board. However, you were not able to
provide documentation of these complaint metrics reviews.


We reviewed your firm’s response and conclude that the adequacy of the corrective
action cannot be determined at this time. We acknowledge that your firm provided a
chart with the number of complaints received from April 2016 through March 2017,
however, there was no data beyond March 2017 and no indication that complaint
metrics are reviewed by the Continuous Improvement Board. Further, your response
states that the Director of Product Operations trends product-related complaints
based on feedback from Sales and reports findings to Executive Management (b)(4),
however, you provided no supporting documentation to demonstrate this trending
data. Further, it is not clear if Sales personnel are trained in identifying
complaints/MDRs and no indication that the quality department is involved in this
process.


5.    Failure to review, evaluate, and investigate complaints involving the possible
failure of a device to meet its specifications, as required by 820.198(c).


Specifically, Advisory Notice and Recalls Procedure, QSP-915-000, Rev: F, dated
01/16/2014, requires that each complaint received must be reviewed by the
Management Representative for possible medical device report and adverse event
action or recall. However, your customer complaint forms for the following cases, of
which involve possible injury, Cases #00012 (Keloid scarring), #00094 (burn), and
#00118 (rash), lacked adequate documentation to demonstrate that this review was
conducted.


We reviewed your firm’s response and conclude that it is not adequate. While your
response provides your investigation into each of these complaints, it did not address
conducting a retrospective review of all complaints to evaluate possible injury or that
you have revised your complaint handling system to ensure that complaints, which
involve possible injury are adequately identified and investigated. Please provide
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supporting documentation to demonstrate your complaint handling procedures and
processes have been evaluated and revised to ensure that complaints are being
adequately identified and investigated by personnel that are trained in the
requirements of complaint handling and MDR reporting.


6.    Failure of management with executive responsibility to review the suitability and
effectiveness of the quality system at defined intervals and with sufficient frequency
according to established procedures, to ensure the quality system satisfies the
requirement of part 820, as required by 21 CFR 820.20(c).


Specifically, your Management Review Procedure, QSP-561-000, Rev 2, dated
04/25/2017, requires that management review meetings are held at least once a year.
However, there were no management reviews documented for 2015 and 2016.


We reviewed your firm’s response and conclude that the adequacy of the corrective
action cannot be determined at this time. While your response provided a training
record, dated 02/03/2015, on How to Conduct an Effective Management Review, in
addition to an attendance record for the Management Review, dated 04/12/2016, your
Quality Manager was not able to provide information related to these meetings during
the inspection.


7.    Failure to establish procedures for quality audits and conduct such audits to
assure that the quality system is, in compliance with, established quality system
requirements and to determine the effectiveness of the quality system required by 21
CFR 820.22.


Specifically, Internal Audit Procedure, QSP-822-00, Rev G, dated 06/30/2016,
requires that internal audits are conducted at planned intervals, however, the
frequencies have not been defined. Additionally, your firm was not able to provide
documentation to demonstrate that you conducted an internal audit of your quality
system since 2015.
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We reviewed your firm’s response and conclude that it is not adequate. While we
acknowledge that your firm opened CAPA 1262, dated 10/30/2017, to address the
lack of documentation for internal audits and frequency, the CAPA report lacks
information as to who the CAPA was assigned, root cause, nor investigation. Further,
you state that internal audits were conducted in 2015, 2016, and 2017, however, you
have not provided supporting documentation to demonstrate that they were
conducted by individuals who do not have responsibility for the area being audited.
For example, your response states that the Quality Director conducted a high-level
audit of the quality system in 2016. Please provide supporting documentation to
demonstrate that management has ensured that the adequacy of your quality system
has being adequately assessed by appropriate personnel at defined frequencies.


8.    Failure to maintain a device master record (DMR), as required by 21 CFR
820.181.


Specifically, your firm failed to establish and maintain a device master record for the
EpiCare Zenith device, that includes or refers to the location of all device, quality,
production and process, packaging, labeling, and installation specifications.


We reviewed your firm’s response and conclude that it is not adequate. Your response
states that an updated DMR was under review during the inspection, however, the
EpiCare Zenith has been on the market since at least 2012, and you have not
maintained an approved DMR for this device. Further, while you have provided an
updated DMR for EpiCare Zenith, the record does not reference where the labeling
could be located for this device. Please provide documentation to demonstrate that
you have manufactured this device in accordance with established specifications for
the EpiCare Zenith devices that have been, and will be, distributed.


9.    Failure to establish and maintain procedures to ensure that equipment is routinely
calibrated, inspected, checked and maintained as required by 21 CFR 820.72(a).
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Specifically, you have not calibrated or maintained calibration records for the
following, including but not limited to:


a.  The (b)(4), serial # (b)(4), model: (b)(4). This test unit was used during the
production of EpiCare Zenith, serial # 504-17-718 ZTH. (b)(4) serial #(b)(4), requires
an (b)(4) calibration, however, there were no calibration records for 2014, 2015, and
2016.


b.  The (b)(4) serial # (b)(4), was used during the production of EpiCare Zenith, serial
# 504-17-718 ZTH. The (b)(4), serial # (b)(4), requires an (b)(4) calibration, however,
there were no calibration records for 2015 and 2016.


We reviewed your firm’s response and conclude that it is not adequate. While your
response included calibration certificates for 2014, 2015, 2016 for the (b)(4) serial #
(b)(4), you were not able to produce these records during the inspection. Additionally,
your response provided a calibration certificate for (b)(4), serial #(b)(4), for 2016,
however, you were not able to locate the certificate for 2015. Further, your response
did not include revised a calibration SOP and does not indicate whether you have
retrospectively reviewed all your test equipment to ensure calibration is current and
associated calibration certificates are maintained.


10.    Failure to maintain device history records to demonstrate that devices are
manufactured in accordance with 21 CFR 820, as required by 21 CFR part 820.184.
For example, the following DHRs lacked critical manufacturing and the devices have
since been distributed, including but not limited to:


a.  EpiCare Zenith, Serial #504-17-718-ZTH


1.  The Optical Module Final Test Report lacked established specifications for
before and after out power and calibration check; final burn in test was not
completed or reviewed; final system pictures were not reviewed; overall
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efficiency for ALEX 755 nm and YAG 1064 nm percentage were not calculated;
and failure to include measured diameter for spatial profile of headpiece.


2.  The User Mode Test and Inspection had changes to before/after output
power, pump chamber burn in tests, and set pulse rate without any justification.


b.  EpiCare, Serial #504-17-719-ZTH


1.  The Optical Module Final Test Report had two different values listed in the
optical measurements section, for the ALEX pump chamber pressure values;
lacked established specifications for the ALEX 755 nm and YAG 1064 nm rate
specification; final burn in test was not reviewed; and final system pictures were
not reviewed.


2.  The User Mode Test and Inspection max fluence (LPX and DUO) at laser
setting 15mm and meter setting 755nm is below the valid fluence range of 20-40
joules/cm². Further, the associated QA checklist was not completed, therefore,
the device was released without QA approval.


c.  EpiCare, Serial #504-17-721-ZTHA


1.  The Optical Module Final Test Report lacked established specifications for
pulse rates; overall efficiency for ALEX percentage was not calculated; and final
burn in test and number of shots was not completed.


2.  The User Mode Test and Inspection had an out of calibration result for the
ALEX pd/calibration value.


3.  The Prepare for Packing section failed to include completion of final
inspection of documentation, quality assurances review, and authorization to
ship approvals.
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We reviewed your firm’s response and conclude that it is not adequate. Your response
states that to address any residual non-conformances in the DHRs, Quality met with
the department personnel involved in the completion of DHRs to identify where
current processes may be streamlined to increase efficiency. However, you have not
provided completed DHRs for the examples listed above. Further, your response does
not indicate whether your firm has retrospectively reviewed all DHRs for devices
which remain on the market to ensure they are complete and that Non-conforming
results have been adequately investigated.


11.    Failure to establish and maintain procedures for the identification,
documentation, validation, or where appropriate verification, review and approval of
design changes before their implementation required by 21 CFR 820.30(i).


Specifically, your firm implemented Engineering Change Notice (ECN) 11-006, dated
01/17/2011, which changed the (b)(4) in (b)(4) and changed (b)(4) for safety reasons
for the EpiCare family of devices. There was no documentation to demonstrate that
this design change was verified or validated and no indication that devices were
manufactured against the revised (b)(4).


We reviewed your firm’s response and conclude that it is not adequate. Your response
states that you made (b)(4) the to comply with international and US standards, and
your ECN stated that you conducted the design change for safety reasons. While your
response provided an example picture of a unit with the updated (b)(4), you did not
provide evidence of validation or verification testing for this design change.


Our inspection also revealed that your firm’s EpiCare LPX is misbranded under
Section 502(t)(2) of the Act, 21 U.S.C. § 352(t)(2), in that your firm failed or refused to
furnish material or information with respect to the device that is required by or under
Section 519 of the Act, 21 U.S.C. § 360i, and 21 CFR Part 803 - Medical Device
Reporting. Significant deviations include, but are not limited to:


Create PDF in your applications with the Pdfcrowd HTML to PDF API PDFCROWD



https://pdfcrowd.com/doc/api/?ref=pdf

https://pdfcrowd.com/?ref=pdf




image8.emf
Warning letter  Daito Kasei Kogyo Co.pdf


Warning letter Daito Kasei Kogyo Co.pdf


Search FDA 


Home   Inspections, Compliance, Enforcement, and Criminal Investigations   Compliance Actions and Activities   Warning Letters


Daito Kasei Kogyo Co Ltd 1/18/18


 


  


 


 


 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 


 
Via UPS                                                                                 Warning Letter 320-18-
26
Return Receipt Requested
 
January 18, 2018
           
 
Mr. Kazumasa Koyama
Plant Manager
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Daito Kasei Kogyo Co., LTD., Okayama Factory
441 Kadani, Bizen
Okayama, 705-0035
Japan
 
Dear Mr. Koyama:
 
The U.S. Food and Drug Administration (FDA) inspected your drug manufacturing
facility, Daito Kasei Kogyo Co., LTD., at 441 Kadani, Bizen, Okayama, from July 18 to
21, 2017.
 
This warning letter summarizes significant deviations from current good
manufacturing practice (CGMP) for active pharmaceutical ingredients (API).
 
Because your methods, facilities, or controls for manufacturing, processing, packing,
or holding do not conform to CGMP, your API are adulterated within the meaning of
section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), 21
U.S.C. 351(a)(2)(B).
 
We reviewed your August 8, 2017, response in detail, and acknowledge receipt of
your subsequent correspondence.
 
During our inspection, our investigator observed specific deviations including, but not
limited to, the following.
 
1.      Failure to ensure that, for each batch of API, appropriate laboratory tests
are conducted to determine conformance to specifications.
 
You released numerous drugs without completing all required testing. You claimed
that the drugs were tested for identity and assay, and met required specifications for
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these attributes. However, these tests were never conducted, so you had no
assurance that the drugs conformed to specification. Your actions may have put
consumers at risk in at least two ways: first, through use of potentially ineffective (b)
(4), and second, through possible exposure to toxic impurities such as (b)(4) and (b)
(4).
 
In your response, you said that the former quality control manager decided that
identification tests would not be required if “…identification tests of raw materials were
confirmed with COA provided by the raw material manufacturers” and that “The QC
manager at the time approved the product without testing…” Your revised SOP for
issuing COA requires confirmation of raw data.
 
Your response was inadequate because you have not shown how you intend to
confirm such data, who is responsible for conducting tests, and how you intend to
ensure the integrity of this data. You also failed to conduct a risk assessment on the
effects of the lack of release testing on the quality of drugs you distributed.
 
In response to this letter, provide:


A detailed description of how you plan to test each component for conformity with
all appropriate written specifications for identity, purity, strength and quality.


A detailed description of how you plan to test bulk API to determine conformance to
specifications.


A detailed explanation of who will conduct raw material and finished API testing
and how you plan to assure the suitability of test methods and the reliability of test
results.


A risk assessment for any API within the re-test date and distributed within the
United States that were released with inaccurate COA. 


2.      Failure to completely report test results on certificates of analysis.
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During the inspection, we reviewed certificates of analysis (COA) for batches of (b)(4)
API that you manufactured and released between June 2011 and February 2016.
Your quality control unit signed these COA, which indicated that all required tests had
been conducted on these batches. However, you told our investigator during the
inspection that you signed these COA without having conducted all the tests for which
you reported results on these COA. For example, your COA reported the results of
identity and impurities tests that you never conducted.
 
You falsified the COA you issued to your customers. Regulators and customers rely
on COA for accurate information about the quality and sourcing of drugs and their
components. Falsifying information about the quality of your drugs on COA
compromises supply chain accountability and traceability, and may put consumers at
risk.
 
We acknowledge that, due to our inspection, your firm conducted a voluntary recall of
all lots of (b)(4) API that you produced between June 2011 and February 2016.
 
In your response to the inspection, you said you had no standard operating procedure
(SOP) that required you to check the raw data before issuing COA, and that the
quality control manager decided identity tests could be assessed by COA of raw
materials. In addition, you said the quality control manager deleted columns for the
results of these tests from your Product Analysis Data Sheet, and that although “…
subsequent personnel involved in quality control had recognized this deviation, it
continued without being corrected.”
 
Your response was inadequate. You did not identify the extent of falsification at your
facility, or provide details of your plans to correct the conditions that led to falsification
of your COA. 
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CGMP consultant recommended
 
Based upon the nature of the deviations we identified at your firm, we strongly
recommend engaging a consultant qualified to evaluate your operations and assist
your firm in meeting CGMP requirements. Your use of a consultant does not relieve
your firm’s obligation to comply with CGMP. Your firm’s executive management
remains responsible for fully resolving all deficiencies and ensuring ongoing CGMP
compliance.
 
Data Integrity Remediation
 
Your quality system does not adequately ensure the accuracy and integrity of data to
support the safety, effectiveness, and quality of the drugs you manufacture. We
strongly recommend that you retain a qualified consultant to assist in your
remediation. In response to this letter, provide the following.
 
A.  A comprehensive investigation into the extent of the inaccuracies in data records
and reporting.
 
B.  A current risk assessment of the potential effects of the observed failures on the
quality of your drugs. Your assessment should include analysesof the risks to patients
caused by the release of drugs affected by a lapse of data integrity, and risks posed
by ongoing operations.
 
C.  A management strategy for your firm that includes the details of your global
corrective action and preventive action plan.
 
Conclusion
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Deviations cited in this letter are not intended as an all-inclusive list. You are
responsible for investigating these deviations, for determining the causes, for
preventing their recurrence, and for preventing other deviations.
 
FDA placed your firm on Import Alert 66-40 on October 25, 2017.
 
Until you correct all deviations completely and we confirm your compliance with
CGMP, FDA may withhold approval of any new applications or supplements listing
your firm as a drug manufacturer.
 
Failure to correct these deviations may also result in FDA continuing to refuse
admission of articles manufactured at Daito Kasei Kogyo Co., LTD., Okayama
Factory, 441 Kadani, Bizen, Okayama, into the United States under section 801(a)(3)
of the FD&C Act, 21 U.S.C. 381(a)(3). Under the same authority, articles may be
subject to refusal of admission, in that the methods and controls used in their
manufacture do not appear to conform to CGMP within the meaning of section 501(a)
(2)(B) of the FD&C Act, 21 U.S.C. 351(a)(2)(B).
 
After you receive this letter, respond to this office in writing within 15 working days.
Specify what you have done since our inspection to correct your deviations and to
prevent their recurrence. If you cannot complete corrective actions within 15 working
days, state your reasons for delay and your schedule for completion.
 
Send your electronic reply to CDER-OC-OMQ-Communications@fda.hhs.gov or mail
your reply to:
 


LT Matthew Schnupp, PharmD.
Consumer Safety Officer
U.S. Food and Drug Administration
White Oak Building 51, Room 4359
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMINISTRATION 



DISTRICT OFFICE ADDRESS ANO PHONE NUMBER 


404 BNA Drive 
BLDG 200, STE 500 
Nashville, TN 37217 (6 15) 366-7801 


Industry Information: www.fda.gov/oc/industry 


DATE(S) OF INSPECTION 


12/ 12/20 17 - 12/ 14/2017; 12/18/2017; 
12/22/2017 


FEI NUMBER'


3004578635


NAME ANO TITLE OF INDIVIDUAL TO VVHOM REPORT IS ISSUED 


TO: Randal J. Davis, Owner 
FIRM NAME 


The Wellness Center Pharmacy, Inc., dba Designer Drugs 


STREET ADDRESS 


7304 Jarnigan Road 


CllY, STATE ANO ZIP CODE 


Chattanooga, TN 3742 1 


lYPE OF ESTABLISHMENT INSPECTED 


Producer of Sterile and Non-Sterile Drugs 


THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; ANO DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION. OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION. YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF 
YOU HAVE ANY QUESTIONS, PLE.ASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE. 


DURING AN INSPECTION OF YOUR FIRM (I) {WE) OBSERVED: 


Observation I : 


Non-microbial contamination was observed in your production area. 


Specifically, on 12/12/2017, rust-like stains were observed on the clean room (non-hazardous buffer room - ISO 7) 
floor adjacent to the Laminar Air Flow Hood (ISO 5 area). Additionally, rust-like stains were observed on the seat 
of a metal stool located in the clean room (non-hazardous buffer room). This stool was used during aseptic 
processing on 12/ I 2/17. 


Observation 2: 


Media fills were not performed that closely simulate aseptic production operations incorporating, as appropriate, 
worst-case activities and conditions that provide a cha llenge to aseptic operations. 


Specifically, your firm's large batch media fill consists of[(o) (4 ) j however your firm routinely produces a 
sterile ophthalmic product (Cataractive 3) with a batch volume of i{D) (4) ' which is packaged in (15) (4 individual 
units. 


Observation 3: 


The ISO 5 classified aseptic processing areas contained dust-collecting overhangs without adequate and frequent 
cleaning. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Drive 
BLDG 200, STE 500 
Nashville, TN 37217 (615) 366-7801 


Industry Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Randal J. Davis, Owner 
FIRM NAME 


The Wellness Center Pharmacy, Inc., dba Designer Drugs 


CITY, STATE AND ZIP CODE 


Chattanooga, TN 37421 


STREET ADDRESS 


7304 Jarnigan Road 


DATE(S) OF INSPECTION 


12/12/2017 - 12/14/2017; 12/18/2017; 
12/22/2017 


FEI NUMBER 


3004578635 


TYPE OF ESTABLISHMENT INSPECTED 


Producer of Sterile and Non-Sterile Drugs 


Specifically, on 12/12/2017, I observed the cleaning of the Laminar Air Flow Hood (ISO 5 area) by your Lab 
Coordinator prior to aseptic processing. During the cleaning of the hood canopy the plastic cover became 
dislodged exposing the inner housing of canopy/light fixture. The inner housing of canopy/light fixture and 
overhang is not included in your firm's cleaning procedures. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMINISTRATION 



DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, 1N37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Infonnation: www.fda.gov/oc/industry 


DATE(S) OF INSPECTION 


I l/27/2017-01/05/2018 


FEI NUMBER 


3004153061 


NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME 


Pharl.\1EDium Services, LLC. 


CITY, STA TE ANO ZIP CODE 


Cleveland, MS 38732-2106 


STREET ADDRESS 


913 N. Davis Ave. 
TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTAT1VE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION llVITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF 
YOU HAVE ANY QUESTIONS, PLEASE CONT ACT FDA AT THE PHONE NUMBER ANO ADDRESS ABOVE. 


DURING AN INSPECTION OF YOUR FIRM (I) €9oBSERVED: 


OBSERVATION # I 


Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not 
established, written, and followed. 


****THIS IS A REPEAT OBSERVATION FROM THE 2013 & 2015 INSPECTIONS**** 


Specifically, 


1) On 11127/2017 and 11/28/2017, we observed the firm' s technicians preforming aseptic processing for sterile 
drug products and the following significant aseptic technique deficiencies were observed, which were also 
deviations from the firm's SOP CPS-313, titled "ASEPTIC TECHNIQUE AND CLASSIFIED AREA 
MANAGEMENT'', Version 4 Effective Date: 02/28/17: 


a) We observed compromise of the ISO 5 work areas by technicians leaning and over-reaching into the hoods to 
retrieve material that had been placed behind the product being filled on several occasions. This action placed the 
technician's arm in front of the laminar air flow allowing for turbulence to occur above the product. 


b) We observed technicians not sanitizing hands/wrist with sterile[(5) -(4 )] prior to entering/re-entering ISO 5 work 
areas on numerous occasions. 


c) We observed technicians to have continuous rapid movements in the ISO 5 hood work areas during aseptic 
processing especially while observing for particulate matter after filling plastic IV bags. 


2) A review of the firm's security surveillance video, ef(b) (4) bregarding 3 mcg/mL Fentanyl Citrate and 
0.05% Bupivacaine HCL in Sodium Chloride 0.9% Lot# l 72760060C dated l 0/04/2017 that failed endotoxin 
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DEPARTMENT OF HEALTH ANO HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
N ashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Information: w\vw.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME 


PharMEDiurn Services, LLC. 
CITY, STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


DATE(S} OF INSPECTION 


l l/27/2017-01/05/2018 


FEI NUMBER 


3004153061 


STREET ADDRESS 


913 N. Davis Ave. 


TYPE OF.ESTABLISHMENT INSPECTED 


Outsourcing Facility 


testing, noted the fol lowing significant aseptic technique deviations, which were also deviations from the firm's 
SOP CPS-313, entitled "ASEPTIC TECHNIQUE AND CLASSIFIED AREA MANAGEMENT" Version 4 
Effective Date: 02/28/17: 


a) The technician did not sanitize their gloves upon re-entering the ISO 5 hood work area at least 41 times during 
processing of this lot. 


b) The technician was observed leaning and over-reaching into the ISO 5 hood work area at least 19 times during 
processing of this lot. 


c) The technician was observed touching items in the trash container on 3 occasions and then re-entering the ISO 5 
hood work area without sanitizing/changing their gloves during processing of this lot. 


d) The return airflow to the ISO 5 hood was observed to be blocked by the technician and equipment at least 6 
times during processing of this lot. 


e) The technician used the 1~~~~~~~~~~~~~~ 
(b) (4 ) J in the ISO 5 hood work area without sanitizing


the unit at least 4 times during processing of this lot. 


f) The technician placed an electronic weigh scale into the ISO 5 hood work area without sanitizing the unit during 
processing of this tot. 


OBSERVATION #2 


Control procedures are not established which validate the performance ofthose manufacturing processes that may 
be responsible for causing variabiljty in the characteristics of in-process material and the drug product. 



Specifically, 



Your firm has been experiencing potency (over and under) failures with combo drug families such as; Fentanyl/ 

Bupivacaine and Fentanyl/Ropivacaine from the 2 mcg/mL to 7 mcg/mL concentration. Also, your firm has been 
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Marvin D. Jones, Investigator 
01105/2018 Saundrea A. Munroe, Investigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville., TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry lnfonnation: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO \fl/HOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME 


PharMEDium Services, LLC. 


CITY. STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


DATE(S) OF INSPECTION 


11127/2017-0J /05/2018 


FEI NUMBER 


3004153061 


STREET ADDRESS 


913 N. Davis Ave. 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


experiencing potency failures with non-combo drug families such as; Hydromorphone with the concentrations of 
0.04 mg/mL to 2 mg/mL and Morphine with the concentrations of lmg/mL to lOmg/mL Per the firm's CAPA 
#055 dated 07/13/2017, the firm has had a total of 152 Total Confirmed Potency Failures from 01/16/2017 to 
I 0/26/20l 7. 


The (b) (4) deliver the quantity of each active drug ingredient and the diluent 
for the (b) (4 ) per specification for each drug product. As of 11 /07/2017, the (b) (4) are no longer 
utilized for drug product lots that require active drug ingredients of(b) (4) . Drug lots that require (b) (4) 


4lhH > are currently (b) (4 ) by (b) (4) . This change was based on an 
analysis offailure results where a majority of the failures were (b) (4) of the active drug ingredient 
delivered by the (b) (4 ) The equipment manual for the (b) (4 ) declares 
"Acceptable volume ranges between(b) (4) " 


Your firm has been using b 4 since 2013 for the ..,_,b) ___4) , which contain active drug 
ingre die n ts and the diluent. 


..,_~~~~~~~~~--


A review ofnumerous opened and closed Nonconforrnance Reports (NCR), noted that it appears that your (b) (4) 
are not capable ofconsistently deJivering the proper amount of active drug ingredients or diluent to ensure that 
finished drug products are within acceptable specifications. Therefore, your firm is relying solely on finished drug 
product testing to release drug products for distribution. The NCRs reviewed noted the following: 


a) NCR #CNC-17-322 dated 10/03/2017 regarding the over potency testing results for Lot #l72750002C and Lot 
#1727 50004C. 


Per this investigation, based on the potency result of 0.225 mg/ml for Lot# l 72750002C, the (b) 4 of 
bydromorpbone HCL 10 mg/ml delivered to the 4hH > (b) (4 ) was (b) (4) . This was (b) (4) 
(b) 4 thantherecipearnount l(D) (~) The b 4 ofdiluentdeliveredwas b 4 
<h><4> which amounted to an under-delivery of(b) (4 ) . 


Per this investigation, based on the potency result of 0.214 mg/ml for Lot #172750004C, the t:> 4) of 
hydromorphone HCL 10 mg/ml delivered to the t:> 4 was t:> 4 . This was b 4 


--~----
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION 


404 BNA Dr., Bldg. 200, Ste 500 11127/2017-01/05/2018 
Nashville, 1N 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 FEI NUMBER 


Industry Information: www.fdagov/oc/industry 
3004153061 


NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME 


PharMEDium Services, LLC. 


CITY, STATE AND ZIP CODE 


Cleveland, MS 3 8732-2 l 06 


STREET ADDRESS 


913 N. Davis Ave. 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourci.ng Facility 


ofdiluent delivered was (b) (4) 


b) NCR #CNC-17-324 dated 10/04/2017 regarding the over potency testing results for Lot# l 72760009C. 


Per this investigation, based on the potency result of 0.211 mg/ml for Lot# l72760009C, the b 4) 
hydromorphone HCL 10 mg/ml delivered to the (b) (4 was b 4 . This was b 4) 
(b) (4) than the recipe amount (15) (4) The (b) (4) ofdiluent delivered was (b) (4) 
which amounted to an under-delivery o (b) (4) . 


c) NCR #CNC-17-327 dated 10/05/2017 regarding the over potency testing results for Lot #l72770003C. 


Per this investigation, based on the potency result of 0.215 mg/ml for Lot# l 72770003C, the (b) (4) 
hydromorphone HCL I0 mg/ml delivered to the (b) (4) was (b) (4) . This was (b) (4) 
(b)(4) than the recipe amount 15 4 The (b)(4) ofdiluent delivered was (b)(4) 
which amounted to an under-deJivery of b 4 


d) NCR #CNC-17-383 dated 10/l 0/2017 regarding the under-potency testing results for Lot #l 72830001C. 


Per this investigation, the under-delivery ofdrug solution, coupled with the over-delivery of diluent could possibly 
explain the out-of-limit (OOL). A procedural change to CPS-606 has been submitted and approved for 
implementation on 11/05/2017 to (o) (4) CAPA-055 will be 
closed, and a new CAPA (corporate-wide) will continue to monitor the effectiveness of this change by noting any 
effect on the number and rate ofpotency OOL's. It should be noted that the above NCRs for over/under potency 
drug products used the frrm's (b) (4) for delivery of b) 4) of the active drug ingredients to 
b) 4) 


OBSERVATlON #3 


Equipment and utensils are not maintained at appropriate intervals to prevent contamination that would alter the 
safety, identity, strength, quality or purity ofthe drug product. 


SEE 
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PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 


FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste· 500 
Nashville, TN 37217-2597 
Phone: (6 15) 366-780 1 Fax: (615) 366-7802 


Tndustry Infonnation: www.fda.gov/oc/industry 


DATE(S) OF INSPECTION 


11/27/2017-01/05/2018 


FEI NUMBER 


3004153061 


NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME 


PharMEDium Services, LLC. 


STREET ADDRESS 


9 13 N. Davis Ave. 


CITY, STA TE AND ZIP CODE 


Cleveland, MS 38732-2106 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


****THlS IS A REPEAT OBSERVATION FROM THE 20 13 INSPECTION**** 


Specifically, 


During a walk-through ofyour facility on 11/27/17 and 11/28/17, we observed the following objectionable 
conditions during compounding operations in your ISO 5 and 7 environments: 


a) Rusted metal hinges on plastic totes used to store in-process and finished drug products in your ISO 7 
cleanroom 


b) White film residue on wall surfaces of three ofyour ISO 5 hoods 


c) Chipped paint on floor surface ofyour ISO 7 cleanroom 


d) Gray paint residue on walls in your ISO 7 cleanroom 


e) Foreign material residue on rubber whee.ls, located on your metal carts used to transport materials through-out 
your ISO 7 cleanroom 


OBSERVATION #4 


Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 


Specifically, 


Environmental monitoring for non-viable particulates is not performed at sufficient frequencies to represent 
routine production conditions within the ISO 5 and ISO 7 areas ofyour cleanroom. According to CPS-707, 
Microbiological and Environmental Testing, Version 23, Effective Date: 10/06117, your firm performs non-viable 
monitoring in the JSO 5 areas on a f(b) (4) I basis. You stated your ISO 7 cleanroom area also follows this same 
monitoring schedule. 


SEE 
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PAGE 


EMPLOYEE($) SIGNATURE EMPLOYEE(S) NAME AND TITLE (Print or Type) 


Marvin D. Jones, [nvestigator 
Saundrea A. Munroe, Investigator 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES 
FOOD ANO DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS ANO PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Infonnation: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT JS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME 


PharMEDium Services, LLC. 


CITY, STATE ANO ZIP CODE 


Cleveland, MS 38732-2106 


OBSERVATION #5 



Aseptic processing areas are deficient regarding systems for maintaining any equipment used to control the aseptic 
conditions. 


Specifically, 


a) Your firm had the ISO 7 compounding room (cleanroom) floor resurfaced on two occasions, from 09/01/2017 
to 09/04/2017 and from 09/14/2017 to 09/17/2017 by an outside contractor. Prior to this resurfacing on both 
occasions, all i«i of the ISO 5 LAFHs and other processing equipment were covered with plastic and moved to an 
unclassified area for storage during this timeframe. After completion of resurfacing on both occasions, the ISO 5 
hoods were moved back into the ISO 7 compounding room. Sterile drug processing began in these hoods on 
0910512017 after the first resurfacing and on 09/l 7/2017 after the second resurfacing. The ISO 5 hoods were not 
recertified until 09/22/201. 7 and the ISO 7 compounding room was not recertified until 09/23/2017. Your firm 
failed to recertify the ISO 7 cleanroom and ISO 5 LAFHs prior to processing sterile drug products to ensure that 
the hoods and compounding room were operating within acceptable specification. 


b) The certification ofyour ISO 5 Laminar Airflow Hoods, which is performed and documented every [(b) ( 4) I, 
indicates repairs for HEPA Filter Leaks in the following Hoods: 


• 
4


Hood (b) < >(b) ( 4) 2017 documented HEPA Filter Leaks) 
• Hood~(b) (4) 2017 documented HEPA Filter Leaks) 
• Hood(b) 4< )(b) (4) 2017 documented HEPA Filter Leaks) 
• Hood 4 


(b) < September 20 17 documented HEPA Filter Leak) 
•Hood Fi. C(b) (4 ) J2017 documented HEPA Filter Leaks) 
•Hood# (1>)(''.C(b) (4 ) 2017 documented HEPA Filter Leaks) 
• Hood # H•I (September 2017 documented HEPA Filter Leak) 
• Hood # (1>)(•) (March 2017 documented HEP A Filter Leak) 
•Hood # 1


H' (September 2017 documented HEPA Filter Leak) 
• Hood# L'.<f(of(4) 2017 documented HEPA Filter Leaks) 


DA TE(S) OF INSPECTION 


11/27/2017-01/05/2018 


FEI NUMBER 


3004153061 


STREETADDRESS 


913 N. Davis Ave. 
TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME STREET ADDRESS 


PharMEDium Services, LLC. 913 N. Davis Ave. 


CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED 


Cleveland, MS 38732-2106 Outsourcing Facility 


DATE(S) OF INSPECTION 


11/27/2017-01105/2018 


FEI NUMBER 


3004153061 


• Hood# ~C.'"'""(1 b,....)....(4 ....) ______ ; 2017 documented HEPA Filter Leaks) 


Hood #'sj(b) (4 ) Ihad documented HEPA Filter Leaks during both the[(b) (4 ) Jand 
(b) (4 ) I20 17 certifications. Your firm failed to take corrective actions regarding sterile drug products 
processed, inside the above listed ISO 5 Hoods, between documented repairs for HEPA Filter Leaks. 


OBSERVATJON#6 


Samples taken of drug products for determination ofconformance to written specifications are not representative. 


Specifically, 


A review of processing records noted concerns with your firm's current sampling methods for sterile injectable 
finished drug products. For example, your firm is only pulling :(b) (4 ) ' for sterility/endotoxin (sample pulled 
needs to be Kb) (4 ) Jfor testing) and [(b) (4) I for potency/ID (sample pulled needs to be[(b) (4 ) I for 
testing) testing. Per management, the largest finished batch size processed at this facility is approximately ~b) (4) 


~ units of finished sterile drug product. These samples are pulled only on ar(b) ( 4 ) t basis which is not 
representative of the entire batch manufacturing process (beginning, middle, and end). 


Also, the largest~(4) Jbatch size is approximately[(o) (4) I(b) (4) of finished drug product. The firm 
does not sample 


1
(t:>) (4 ) 1for potency. Per the firm's CAPA #055 dated 07/13/2017, the firm has been 


having quantity delivery concerns with the Kb) (4 )] delivering the required amount ofactive drug ingredients and 
diluent, which has a direct impact on potency. 


OBSERVATION #7 


Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room and equipment 
to produce aseptic conditions. 


****THIS IS A REPEAT OBSERVATION FROM THE 2015 INSPECTION**** 


SEE 

REVERSE 

OF THIS 


PAGE 


EMPLOYEE(S) NAME AND TITLE (Print or Type) DATE.ISSUEDEMPLOYEE(S) SIGNATURE 


Marvin D. Jones, Investigator 
01/05/2018 Saundrea A. Munroe, Investigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 


FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 

Nashville, TN 37217-2597 

Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME 


PharMEDium Services, LLC. 
CITY, STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


Specifically, 


1. Your firm conducted an efficacy study to support a OCb) ( 4) ltime for [(b) (4) I. Your2017 
microbial/environmental logs document, on numerous occasions, spore-forming bacteria in your ISO 5 and ISO 7 
zones despite cleaning efforts. Although a disinfectant effectiveness study appears to have demonstrated that a EJ 
(b) (4) I time was sufficient for the sporicide, the supplier recommends a [(b) (4) I time. 


2. Sterile cleaning solutions are compounded and assembled (ifnot ready to use) in an unclassified area and then 
transferred into the ISO 7 and ISO 5 environments for use. 


3. Your firm uses unfiltered, non-sterile Kb) (4) Jin the preparation of an r<b) (4) j 
solution, which is used in the sanitization process as a sporicidal agent for the cleaning of injection sites (vial 
stoppers and lV ports) prior to aseptic processing. This solution is also prepared in an unclassified area prior to 
being utilized in the ISO 5 classified area. 


4. According to your firm's SOP CPS-310, entitled "SANITATION OF VIAL STOPPERS AND BAG 
INJECTION PORTS INCLUDING PREPARATION OF SANITIZATION SOLUTION" Version 5. Effective 
Date: 05/22/17;{1:>) (4 ) owever, 
your fi rm has not conducted any studies supporting the[(b) (4) Jdocumented in your SOP. 


OBSERVATION #8 


There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been already 
distributed. 


****THIS JS A REPEAT OBSERVATION FROM THE 2015 lNSPECTION**** 


Specifically, 


Your firm has had several media fill failures, which indicate that your aseptic techniques are not properly 
performed. During 2016 and 2017, your firm had a total of9 media fill fai lures. Your firm's investigations do not 


DATE(S) OF INSPECTION 


11/2712017-01/05/2018 


FEI NUMBER 


3004153061 


STREET ADDRESS 


913 N. Davis Ave. 
TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


DATE ISSUED EMPLOYEE(S} NAME AND TITLE (Print or Type)EMPLOYEE(S) SIGNATURE 


SEE 
REVERSE ~ Marvin D. Jones, investigator~OF THIS Oli05/2018Saundrea A. Munroe, InvestigatorPAGE ~e·t- -----­
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, TN 37217-2597 
Phone: (615) 366-780 1 Fax: (615) 366--7802 


Industry Information: www.fda .gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME · 


PharMEDium Services, LLC. 
. CITY, STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


DATE(S) OF INSPECTION 


11/27/2017-01/05/2018 


FEI NUMBER 


3004153061 


STREET ADDRESS 


913 N. Davis Ave . 


lYPE OF ESTABLISHMENT INSPECTED 


Outsourcing facility 


properly address the products that were processed by the technicians that failed the media fi lls. 
;1til, 


For example: Per CNC-17-075 dated 02/20/20 17, the technician ~b) (6) ) had two media fill failures on 02/15/~ ~c:>S 
The failed test results, regarding the two media fills, were not obtained until 02/20/2017. The investigation 
concluded that the video footage provided substantial evidence that the processing technician (\(bfl6~) had multiple 
procedural violations relating to improper sanitizations during aseptic processing per CPS-313. Your firm did not 
perform any type ofcorrective actions/investigations as to the sterile drug products that were produced by the 
technician «b> (6)D on the 02/15/2017, 02/16/2017, 02/J 7/2017, and 02/20/2017, which included Lot #'s 
170450032C, 170460041C, 170460048C, 170460026C, 17048000IC, 1704700 15C, l70470038C, 170500024C, 
170500032C, and l 70500034C. These Lots were released for distribution. 


OBSERVATION#9 


The production area air supply Jacks an appropriate air filtration system. 


****THIS IS A REPEAT OBSERVATION FROM THE 2013 INSPECTION**** 


Specifically, 


A review of the firm's dynamic smoke study videos, dated March 2017 of the ISO 7 cleanroom environment 
certification, indicated that the pressure differential (airflow) between the cleanroom and ante rooms appeared 


5neutral. According to the smoke study report, signed by QA on 04/03/17, 'ib>< j recommends that an[(b) (4) ~
(t>) (4) 
{Bt(4) 
f(b)(4) I." 


 


OBSERVATION #10 


There are no WTitten procedures for production and process controls designed to assure that the drug products have 
the identity, strength, quality, and purity they purport or are represented to possess. 


SEE 
REVERSE 

OF THIS 



PAGE 


EMPLOYEE{$) SIGNATURE EMPLOYEE(S) NAME AND TITLE (Print or Type) DATE ISSUED 


Marvin D. Jones, Investigator 
OJ /05/2018 Saundrea A. Munroe, Investigator 
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DEPARTMENT OF HEALTH A ND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 

Nashville, TN 37217-2597 

Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Information: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO \/\/HOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME STREET ADDRESS 


PharMEDium Services, LLC. 913 N. Davis Ave. 


CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED 


Cleveland, MS 38732-2106 Outsourcing Facility 


DATE($) OF INSPECTION 


1 l/27/2017-01/05/2018 


FEINUMBER 


3004153061 


****THIS IS A REPEAT OBSERVATION FROM THE 2015 INSPECTION**** 


Specifically, 


a) Your firm uses a (b) (4) to remove particulate matter during the(b) (4) process of all finished sterile drug 
products except Ephedrine drug products. Your firm has not validated the use ofthese (b) (4) to determine the 
compatibility of the (b) (4) with the products nor is the (b) (4) use/lot number documented in the batch record. 


b) Your firm uses a(b) (4 in the processing of sterile Ephedrine drug products (j different item codes) 
during the o 4 process. Your firm has not validated the use of this (b) (4) to determine the compatibility of the 
(b) (4) with the product nor is the (b) (4) use/lot number documented in the batch record. Also, the firm does not 
perform a b) (4 after use of this (b) (4) 


c) Your fom has not validated the process for manufacturing sterile finished drug products contained in 250 mL 
b 4 Bags (<»<•i product codes), 250 mL Blue Cassettes,lbH41product codes), 250 mL Yellow Cassettes C'.'.J product 


codes), and 250 mL White cassettes C:: product codes). 


d) Your firm does not perform daily checks on scales )(•) total scales) prior to use. These scales are (b) 4) 
(o) (4) depending upon usage. The scales are used for weighing o 4 (b) (4)ofactive ingredient,(b) (4) 
(b) ( 4) containing diluent and active ingredient, and finished product containers. Per management, these 

scales are calibrated in house every b) (4 1. 



OBSERVATION #11 



Containers and closures are not tested for conformance with all appropriate written procedures. 



****THIS IS A REPEAT OBSERVATION FROM THE 2013 INSPECTION**** 



Specifically, 



Your firm does not conduct any sampling/testing upon receipt of ster.ile fin ished injectable drug ingredients, 

DATE ISSUED EMPLOYEE{$) NAME AND TITLE (Print or Type) EMPLOYEE(S) SIGNATURE 


SEE 

REVERSE 
 Marvin D. Jones, Investigator 
OF THIS 0 1/05/2018 Saundrea A. Munroe, Investigator PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Infonnation: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME 


PharMEDium Services, LLC. 
CITY. STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


DATE(S) OF INSPECTION 


11/27/2017-01105/2018 


FEI NUMBER 


3004153061 


STREET ADDRESS 


913 N. Davis Ave. 
TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facil ity 


product containers or closures; they are approved/released by Quality Assurance without testing. Since raw 

materials are not tested upon receipt to your facility, potentially defective products are released by your quality 

unit and utilized in compounding operations. On 11128/17, your firm initiated a supplier corrective action request 

(SCAR) for missing graduations on syringes used to produce lot 1733 10013C HYDROmorphone HCl lmg/mL on 

I 1/28/1 7. Since initiation of the SCAR, your firm continued to use this lot ofsyringes to compound eight (8) 

additional lots of finished product (173340014C, l 73340016C, 173340017C, l 73340018C, l 73340019C, 

173340020C, "173340021 C, l 73340022C). All products listed have been released by your QA department without 

resolution of this investigation. 



OBSERVATION #12 


Container closure systems do not provide adequate protection against foreseeable external factors in storage and 

use that can cause deterioration or contamination of the drug product. 



****THIS IS A REPEAT OBSERVATION FROM THE 2013 INSPECTION**** 


Specifically, 


On 11127/17 during a walk-through ofyour facility , we observed the storage of two (2) clear in-process containers 
fi lled with 10 mcg/ml Fentanyl Citrate in Sodium Chloride 0.9% Lot# 173300032C contained in plastic fV bags, 
which was awaiting labeling in the staging area. Additionally, we observed one (1) opaque container ofMorphine 
Sulfate lmg/mL Lot# l73250006C located in the finished product vault. The lid to the storage container was left 
aj ar, allowing light to contact the product. According to labeling on both raw ingredients and compounded 
products, both are light sensitive and specify to "protect from light." Your SOP, CPS-013, "Storage and Handling 
of Inventory" Version 13, Effective Date: 06/29/17 also states, '\(b) ( 4 ) J 


·--~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~__. 


)." 


OBSERVATION#13 


Batch production and control records do not include complete labeling control records, including specimens or 

copies of all labeling used for each batch ofdrug product produced. 



DATE ISSUED EMPLOYEE(S} NAME AND TITLE (Print or Type)EMPLOYEE($) SIGNATURE 


SEE 

REVERSE 
 Marvin D. Jones, Investigator 
OF THIS 01/05/2018 


PAGE Saundrea A. Munroe, Investigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD ANO DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION 


404 BNA Dr., Bldg. 200, Ste 500 l l/27/2017-01/05/2018 
Nashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 FEI NUMBER 


Industry lnfonnation: www.fda.gov/oc/industry 
3004153061 


NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME 


PharMEDium Se1vices, LLC. 
CITY. STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


Specifically, 


A review of several batch records revealed that these records do not contain samples ofthe original approved 

primary, secondary, and case labels applied to the finished drug product. 



OBSERVATION # 14 



Procedures describing the handling ofall written and oral complaints regarding a drug product are not followed. 



Specifically, 



On 09/11117, your firm performed a recall (RE- 17-017) that originated from a consumer complaint regarding 

illegible expiration date on product label. Per your SOP CPS-007, Recall Procedure, Version 8 Effective Date: 

05/04/17, you "will remove the product from the field and then notify the appropriate FDA District office." Your 

firm did not notify the FDA until inquiry during this inspection. 



Additionally, there were 6 recalls performed in 2015 in which zero (0) of them were reported to the FDA. Three 

(3) (HHE- 15-017, HHE-15-020, HH-15-023) were potency related due to stability failures. HHE-015-002 was 
initiated due to broken syringe caps, HHE-15-022 was initiated due to a cut offexpiry date, and HHE-015-026 
was initiated due to syringe discoloration. All recalls listed, except for identified stability failures, originated from 
consumer complaints. 


OBSERVATION#l5 


Laboratory controls do not include the establishment of scientifically sound and appropriate test procedures 
designed to assure that drug products confonn to appropriate standards of identity, strength, quality and purity. 


****THIS IS A REPEAT OBSERVATION FROM THE 2013 INSPECTION**** 


Specifically, 


STREET ADDRESS 


913 N . Davis Ave. 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


DATE ISSUED EMPLOYEE(S) NAME AND TITLE (Print or Type)EMPLOYEE($) SIGNATURE 


Sff 
REVERSE Marvin D. Jones, Investigator OF THIS 01/05/2018


Saundrea A. Munroe, Investigator PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Infom1ation: www.fda.gov/oc/industry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 
FIRM NAME STREET ADDRESS 


PharMEDium Services, LLC. 913 N. Davis Ave. 
CITY, STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


DATE(S) OF INSPECTION 


11127/2017-01/05/2018 


FEI NUMBER 


3004153061 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


a) All but 20 of the drug products manufactured by your firm contain preservatives. Your firm does not perform 
preservative testing on finished sterile injectable drug products that contain preservatives to ensure the 
concentration is within acceptable specification. 


b) Your firm does not test the pH for finished sterile injectable drug products. 


c) Your firm does not perform negative controls during the microbial testing ofenvironmental monitoring 

samples. 



OBSERVATION#I6 



The labels ofyour outsourcing facility's drug products do not include information required by section 503B(a)(10) 

(A). 



Specifically, 



The following information is not found on your drug product labels: 



a) The date that the drug was compounded. 

b) A list of active and inactive ingredients, identified by established name and the quantity or proportion ofeach 

ingredient. 



Examples of drug product labels that do not contain this information include: 



•Morphine Sulfate l mg per mL in 0.9% Sodium Chloride Injection (55 mL in 60 mL BD syringe) 
•Morphine Sulfate I. mg per mL Injection (2 mL in BD syringe) 
• Fentanyl Citrate 2 mcg per mL and Bupivacaine HCI 0.125% in Sodium Chloride 0.9% Injection (100 mL, 250 
mL) 
• Morphine Sulfate 5 mg per mL in 0.9% Sodium Chloride Injection (30 mL in 35 mL Monoject Barrel, 50 mL 
Cassette Reservoir) 


SEE 
REVERSE 
OF THIS 


PAGE 


DATE ISSUED EMPLOYEE($) NAME AND TITLE (Print or Type)EMPLOYEE(S) SIGNATURE 


Marvin D. Jones, Investigator 
01/05/2018Saundrea A. Munroe, Investigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMINISTRATION 



DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


404 BNA Dr., Bldg. 200, Ste 500 
Nashville, TN 37217-2597 
Phone: (615) 366-7801 Fax: (615) 366-7802 


Industry Information: www.fda.gov/odindustry 
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Brenda L. Womack, General Manager 


FIRM NAME 


PharMEDium Services, LLC. 


CITY, STATE AND ZIP CODE 


Cleveland, MS 38732-2106 


DATE(S) OF INSPECTION 


11/27/2017-01/05/20 LS 


FEI NUMBER 


3004153061 


STREET ADDRESS 


913 N. Davis Ave. 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


• Fentanyl Citrate 20 mcg per mL in Sodium Chloride 0.9% (100 mL) 
• Fentanyl Citrate 2 mcg per mL and Ropivacaine HCl 0.2% in Sodium Chloride 0.9% Injection (100 mL) 
• Fentanyl Citrate 10 mcg per mL in Sodium Chloride 0.9% (250 mL) 
• HYDROmorphone HCl 1 mg/mL in Sodium Chloride 0.9% (30 mL) 
• Lidocaine HCl 2% 20 mg per mL (10 mL) 
• Midazolam HCJ 2 mg per mL in Sodium Chloride 0.9% (50 mL) 
• Rocuronium Bromide 10 mg per mL Injection (5 mL) 
• Ropivacaine HCI 0.2% in Sodium Chloride 0.9% (100 rnL yellow cassette reservoir) 


Db5~,.,,,..4~..., D~let~. MD:S ·\/Sf~P/t=-


Yottf"et1tse~usiag faeil-ity.has a.ot st:tbmitted a ref!Grt to FDA idert~ifying tt prod1:1et sompm:1aood dt:triAg the 
~ber l, 2016, thfe1:1gh May 31, 2017, 1epoffittg petiod as requhed by section 593B(b)E2)(A) .. 


8peeH1etrltr, 


1'he followisg eembination drngf'rodncts were compounded and not ideatified on yum June 2617 teport: 


·~Uiemamt'Cihate and Bupivacaine IICJ i11 8.9% Sodiwn Cttlor'Rle 
• Stifetttanit-Gitt:ate aRd Ropilzacaine HCI itt-6':9% Soalum-Cn[orioe 
•"Festaflyl ~tratg....and BupivacaiRe HCI ifl 0.~% Socl1um Chlmicte 
• fentan, I Citntte aRa R:epii.ia~affie l::lGl in 9-:9% Sotlitnn Cfilonae 
•'ifydtomorplmne Hel and Bapiv~nin~ tiCI m 0.9% SmHum -etmnide 


t / s/;Jotf-': Hyoromorptnme Hel and R:opi 11crc::iiae HCI irt 9.9% Sed~ Gh.1.oRE:k. ~~ 


SEE 

REVERSE 

OF THIS 
PAGE 


j •. ~, 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 



FOOD AND DRUG ADMINISTRATION 



DISTRICT OFFICE ADDRESS AND PHONE NUMBER 


FDA 

4040 North Central Expressway Suite #300 

Dallas, TX 75204 

(214) 253-5200 


Industry Information: www.fda.gov/oc/industry 


DATE(S) OF INSPECTION 


01/ 10/2018-01/24/2018 


FEI NUMBER 


3011887629 


NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED 


TO: Mr. Arta Shaun Noorian, Founder and CEO 
FIRM NAME 


Empower Pharmacy 


STREET ADDRESS 


5980 West Sam Houston Parkway North Suite 300 


CITY, STATE AND ZIP CODE 


Houston, TX 77041 


TYPE OF ESTABLISHMENT INSPECTED 


Outsourcing Facility 


THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF 
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE. 


DURING AN INSPECTION OF YOUR FIRM (I) (WE) OBSERVED: 


Observation # 1 


There is a failure to thoroughly investigate any unexplained discrepancy or failure of a batch, regardless of 
whether the batch has been distributed, or a failure to expand an investigation to assess other batches that may also 
be impacted. 


Specifically, 


A review of your firm's endotoxin failure, occurring on 10/25/2017 for Lot No. 36029; Tri-Amino CL-Arginine 

HCL/L-Citrulline/L-Omithine) 100/100/100 mg/mL, revealed that the investigation was incomplete in that: 

1) Your firm failed to document a root-cause for the endotoxin failure. 

2) Your firm did not implement any corrective actions or preventative measures to assure that future endotoxin 

failures will not occur when manufacturing this product. 

3) Your firm did not evaluate whether other associated lots were impacted. 



Review of your firm's potency failure, occurring on 10/16/2017 for Lot No. 35979; HCG Lyophilized 3000 IU/ 

vial, revealed that the investigation was incomplete in that: 

1) Your firm failed to document a root-cause for the potency failure. 

2) Your firm did not implement any corrective actions or preventative measures to assure that future potency 

failures will not occur when manufacturing this product. 

3) Your firm did not evaluate whether other associated lots were impacted. 



THIS IS A REPEAT OBSERVATION 


DATE ISSUED 


01/24/2018
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EMPLOYEE(S) NAME AND TITLE (Print or Type) 


Jason R. Caballero, CSO 
Sha'tina Alridge, CSO 
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Good ANDA 
Submission Practices 


Guidance for Industry 
 
 


 
 
 
 


DRAFT GUIDANCE 
 
 This guidance document is being distributed for comment purposes only. 
 
Comments and suggestions regarding this draft document should be submitted within 60 days of 
publication in the Federal Register of the notice announcing the availability of the draft 
guidance.  Submit electronic comments to https://www.regulations.gov.  Submit written 
comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630 
Fishers Lane, Rm. 1061, Rockville, MD 20852.  All comments should be identified with the 
docket number listed in the notice of availability that publishes in the Federal Register. 
 
For questions regarding this draft document, contact (CDER) Lisa Bercu at 240-402-6902.  
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Additional copies are available from: 
Office of Communications, Division of Drug Information  


Center for Drug Evaluation and Research 
Food and Drug Administration 


10001 New Hampshire Ave., Hillandale Bldg., 4th Floor  
Silver Spring, MD 20993-0002  


Phone: 855-543-3784 or 301-796-3400; Fax: 301-431-6353 
Email: druginfo@fda.hhs.gov  


https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm 
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Good ANDA Submission Practices  1 
Guidance for Industry1 2 


 3 


 4 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 5 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 6 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 7 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 8 
for this guidance as listed on the title page.   9 
 10 


 11 
 12 
 13 
I. INTRODUCTION  14 
 15 
This guidance is intended to assist applicants preparing to submit to FDA abbreviated new drug 16 
applications (ANDAs).  This guidance highlights common, recurring deficiencies that may lead 17 
to a delay in the approval of an ANDA.  It also makes recommendations to applicants on how to 18 
avoid these deficiencies with the goal of minimizing the number of review cycles necessary for 19 
approval.    20 
   21 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  22 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 23 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 24 
the word should in Agency guidances means that something is suggested or recommended, but 25 
not required. 26 
 27 
 28 
II. BACKGROUND 29 
 30 
The Generic Drug User Fee Amendments (GDUFA I)2 was signed into law on July 9, 2012.  31 
Based on an agreement negotiated by FDA and industry,3 GDUFA I was designed to increase the 32 
likelihood that American consumers have timely access to low cost, safe, effective, and high-33 
quality generic drugs and to improve the predictability of the ANDA review process.  Under 34 
GDUFA I, FDA constructed a modern generic drug program that resulted in a significant and 35 
sustained increase in communications between FDA and industry, ANDA regulatory actions, and 36 
ANDA approvals.   37 
 38 
                                                 
1 This guidance has been prepared by the Office of Generic Drugs and the Office of Pharmaceutical Quality in the 
Center for Drug Evaluation and Research at the Food and Drug Administration.  
2 Public Law 112-144.  
3 This agreement is reflected in the Generic Drug User Fee Act Program Performance Goals and Procedures letter, 
available at https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM282505.pdf. 
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Despite the advances made under GDUFA I, approximately half of all ANDAs with GDUFA 39 
review goals required three or more review cycles to reach approval or tentative approval.4  40 
Multiple review cycles are highly inefficient, require significant resources from applicants and 41 
FDA, and delay timely patient access to more affordable generic drugs. 42 
 43 
Accordingly, after receiving public input, FDA and industry negotiated a revised agreement, 44 
reflected in the GDUFA Reauthorization Performance Goals and Program Enhancements Fiscal 45 
Years 2018-2022 letter (GDUFA II Commitment Letter),5 and GDUFA was reauthorized 46 
(GDUFA II)6 on August 18, 2017.  GDUFA II includes important program enhancements that 47 
are designed to improve the predictability and transparency of ANDA assessments7 and to 48 
minimize the number of review cycles necessary for approval.  These program enhancements are 49 
intended to foster the development of high-quality submissions, ensure the timely resolution of 50 
filing reconsideration requests, promote the correction of deficiencies in the current review cycle, 51 
and support the development of high-quality resubmissions.  52 
 53 
This guidance has been developed as part of FDA’s “Drug Competition Action Plan,” which, in 54 
coordination with the GDUFA8 program and other FDA activities, is expected to increase 55 
competition in the market for prescription drugs, facilitate entry of high-quality and affordable 56 
generic drugs, and improve public health.  In conjunction with this guidance, FDA is issuing a 57 
Good ANDA Assessment Practices Manual of Policies and Procedures, which establishes good 58 
ANDA assessment practices for the Office of Generic Drugs and the Office of Pharmaceutical 59 
Quality to increase their operational efficiency and effectiveness.  This guidance and the Manual 60 
of Policies and Procedures are intended to build upon the success of the GDUFA program and to 61 
help reduce the number of review cycles for an ANDA to attain approval. 62 
 63 
This guidance describes common, recurring deficiencies identified during FDA’s substantive 64 
assessment of an ANDA with respect to (1) patents and exclusivities, (2) labeling, (3) product 65 
quality, and (4) bioequivalence (BE).9  This guidance also provides recommendations to 66 


                                                 
4 A tentative approval is a notification from FDA that an ANDA otherwise meets the requirements for approval 
under the Federal Food, Drug, and Cosmetic Act (FD&C Act) but cannot be approved until the expiration of a 
period of patent and/or exclusivity protection; until the expiration of a 30-month stay of approval; or, because of a 
court order in patent litigation, before a specific date.  See 21 CFR 314.3(b) and 314.105(d). 
5 The GDUFA II Commitment Letter is available at 
https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf. 
6 Pub. Law 115-52. 
7 Going forward, the Office of Generic Drugs and the Office of Pharmaceutical Quality will generally use the term 
assessment in place of review.  Assessment means the process of both evaluating and analyzing submitted data and 
information to determine whether the application meets the requirements for approval and documenting that 
determination.  
8 In this guidance, GDUFA refers to the generic drug user fee program codified in the Generic Drug User Fee 
Amendments of 2012 and the Generic Drug User Fee Amendments of 2017. 
9 The deficiencies and accompanying recommendations in this guidance are organized by FDA’s review disciplines 
and generally follow the same order as the electronic common technical document.  Information on the electronic 
common technical document format is available at 
 



https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf
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applicants on how to avoid these deficiencies.  FDA comprehensively communicates deficiencies 67 
identified during a substantive review10 of an ANDA in complete response letters.11  Applicants 68 
may address the deficiencies identified by FDA by submitting an amendment to their 69 
application.12    70 
 71 
This guidance does not include a comprehensive list of all of the deficiencies identified during 72 
ANDA assessment.  In addition, it is each applicant’s responsibility to submit a high-quality, 73 
complete application that FDA can approve in the first review cycle.  FDA strongly encourages 74 
applicants to review FDA regulations and all applicable guidances for industry13 to understand 75 
FDA’s current thinking on each topic.   76 
 77 
 78 
III. PATENT AND EXCLUSIVITY DEFICIENCIES  79 
 80 
The timing of ANDA approval depends on, among other things, the patent and exclusivity 81 
protections for the reference listed drug (RLD) on which the applicant relies in seeking approval.  82 
An applicant must provide, in its ANDA, information related to any patents listed for the RLD in 83 
FDA’s Approved Drug Products With Therapeutic Equivalence Evaluations (the Orange 84 
Book).14  In particular, an ANDA applicant generally must submit to FDA one of four specified 85 
certifications regarding the patents for the RLD under section 505(j)(2)(A)(vii) of the Federal 86 
Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 355(j)(2)(A)(vii)).   87 
 88 
                                                                                                                                                             
https://www.fda.gov/drugs/developmentapprovalprocess/formssubmissionrequirements/electronicsubmissions/ucm1
53574.htm. 
10 Prior to a substantive review, FDA communicates with ANDA applicants that deficiencies were identified during 
the filing review of their submitted application either through a notification to the applicants (if fewer than 10 minor 
deficiencies were identified) or in a refuse-to-receive decision.  Please see FDA’s guidance for industry ANDA 
Submissions — Refuse-to-Receive Standards for additional information on how FDA conveys to applicants 
deficiencies identified during the filing review and for a non-exhaustive list of deficiencies that may or will lead to a 
refuse-to-receive determination by FDA.  We update guidances periodically.  For the most recent version of a 
guidance, check the FDA guidance web page at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.          
11 It should be noted that the Agency also issues discipline review letters, which are defined in the GDUFA II 
Commitment Letter as “a letter used to convey preliminary thoughts on possible deficiencies found by a discipline 
reviewer and/or review team for its portion of the pending application at the conclusion of the discipline review.”  In 
addition, information requests are communications “sent to an applicant during a review to request further 
information or clarification that is needed or would be helpful to allow completion of the discipline review.” 
GDUFA II Commitment Letter. 
12 For information on amendment classifications and categories, please see FDA’s draft guidance for industry ANDA 
Submissions — Amendments to Abbreviated New Drug Applications Under GDUFA.  When final, this guidance will 
represent FDA’s current thinking on this topic.    
13 Applicants may review the Center for Drug Evaluation and Research’s Manuals of Policies and Procedures, which 
are Federal directives and documentation of internal policies and procedures that are made available to the public at 
https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ManualofPoliciesProc
edures/default.htm.  
14 The Orange Book is available at https://www.accessdata.fda.gov/scripts/cder/ob/. 



https://www.fda.gov/drugs/developmentapprovalprocess/formssubmissionrequirements/electronicsubmissions/ucm153574.htm

https://www.fda.gov/drugs/developmentapprovalprocess/formssubmissionrequirements/electronicsubmissions/ucm153574.htm

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm

https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ManualofPoliciesProcedures/default.htm

https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ManualofPoliciesProcedures/default.htm

https://www.accessdata.fda.gov/scripts/cder/ob/
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If the Orange Book does not list a patent for the RLD that, in the opinion of the ANDA applicant 89 
and to the best of its knowledge, claims the RLD or that claims a use of such listed drug for 90 
which the applicant is seeking approval,15 the ANDA applicant must certify that such patent 91 
information has not been submitted by the new drug application (NDA) holder for listing in the 92 
Orange Book (a paragraph I certification).16   93 
 94 
With respect to each patent listed in the Orange Book for the RLD, the applicant’s patent 95 
certification must state one of the following: 96 


 97 
• That such patent has expired (a paragraph II certification) 98 
 99 
• The date on which such patent will expire (a paragraph III certification) 100 
 101 
• That such patent is invalid, unenforceable, or will not be infringed by the manufacture, 102 


use, or sale of the new drug for which the application is submitted (a paragraph IV 103 
certification)17 104 
 105 


On or after the date on which FDA has received an ANDA for review,18 an applicant that has 106 
submitted a paragraph IV certification to a listed patent must provide the NDA holder and each 107 
patent owner notice of its paragraph IV certification, including a description of the legal and 108 
factual basis for the ANDA applicant’s assertion that the patent is invalid, unenforceable, or will 109 
not be infringed.19  If a patent is listed at the time an original ANDA is submitted and, in 110 
response to a notice of a paragraph IV certification, the NDA holder or patent owner initiates a 111 
patent infringement action against the ANDA applicant within 45 days of receiving the required 112 
notice, approval of the ANDA generally will be stayed for 30 months from the latter of the date 113 
of receipt of the notice by any owner of the patent or the NDA holder or such shorter or longer 114 
time as the court might order.20   115 
 116 


                                                 
15 If, in the opinion of the applicant and to the best of its knowledge, there are no patents claiming the RLD that are, 
or should have been, listed in the Orange Book, the applicant must include in the ANDA a certification in the 
following form: 


In the opinion and to the best knowledge of (name of applicant), there are no patents that claim the listed 
drug referred to in this ANDA or that claim a use of the listed drug. 


21 CFR 314.94(a)(12)(ii). 
16 21 CFR 314.94(a)(12)(i)(A).   
17 Section 505(j)(2)(A)(vii) of the FD&C Act; see also 21 CFR 314.94(a)(12)(i)(A).   
18 21 CFR 314.101(b). 
19 Section 505(j)(2)(B) of the FD&C Act.  See section III.C of this guidance for more information on notice of a 
paragraph IV certification. 
20 Section 505(j)(5)(B)(iii) of the FD&C Act and 21 CFR 314.107(b)(3)(i).  Note that, in some circumstances, the 
period of the stay may be 7½ years after the date of approval of the RLD rather than 30 months from the date of the 
notice.  See 21 CFR 314.107(b)(3).  
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The statute provides an incentive and a reward to ANDA applicants that expose themselves to 117 
the risk of patent litigation; the statute does so by granting a 180-day period of exclusivity vis-à-118 
vis certain other ANDA applicants to the applicant that is first to file a substantially complete 119 
ANDA that contains, and for which the applicant lawfully maintains, a paragraph IV certification 120 
to a listed patent for the RLD (First Applicant). 121 
 122 


A. Documentation and Notification of a Legal Action Filing 123 
 124 
Applicants that file a paragraph IV patent certification21 must subsequently amend their ANDA 125 
to provide documentation to FDA regarding (1) their notice of certification that was sent to the 126 
patent owner(s) and NDA holder and (2) any legal action that has been taken against the 127 
applicant under that paragraph IV notice.22  Specifically, applicants must amend their ANDAs to 128 
provide documentation: 129 
 130 


• That their notice of a paragraph IV certification was sent on a date that complies with the 131 
time frame provided in the regulations for sending this notice 132 


 133 
• Of the date that this notice was received by the patent owner(s) and NDA holder   134 


 135 
This documentation must be submitted to the ANDA within 30 days after the last date on which 136 
the notice was received by the patent owner(s) and NDA holder.23   137 
 138 
Applicants also must submit documentation “within 14 days of the filing of any legal action filed 139 
within 45 days of receipt of the notice of paragraph IV certification.”24  Any submission 140 
indicating that legal action was initiated against the applicant should include a complete copy of 141 
the civil action.  If a legal action was not filed by either the patent owner(s) or the exclusive 142 
patent licensee within 45 days of its or their receipt of the notice of the paragraph IV 143 
certification, applicants should submit an amendment to their ANDA immediately after the 45-144 
day period elapses stating that no legal action was taken by the patent owner(s) and exclusive 145 
patent licensee.   146 
 147 
However, applicants have often not submitted to FDA written documentation in a timely fashion:  148 
 149 


• Of their timely sending notice of a paragraph IV certification and of the dates that the 150 
patent owner(s) and NDA holder received notice of a paragraph IV certification 151 


 152 
• That the patent owner(s) and/or exclusive patent licensee have filed a legal action 153 
 154 


                                                 
21 Paragraph IV patent certifications are described in 21 CFR 314.94(a)(12)(i)(A)(4). 
22 21 CFR 314.95(e) and 21 CFR 314.107(f)(2). 
23 21 CFR 314.95(e). 
24 21 CFR 314.107(f)(2). 
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• That includes a statement that the patent owner(s) and exclusive patent licensee did not 155 
file a legal action within 45 days of receipt of the notice of the paragraph IV certification 156 


 157 
Applications that lack all required patent/legal documentation or those that do not respond in a 158 
timely manner to a request for information may receive a complete response letter. 159 
 160 


B. Resolution or Appeal of a Legal Action 161 
 162 


If an applicant submitted a paragraph IV certification, litigation is brought against that applicant, 163 
and the court enters a decision in favor of the patent owner(s) and/or NDA holder finding the 164 
patent valid and infringed, that applicant must notify FDA of the court’s decision within 14 165 
days.25    166 
 167 
If the applicant appeals the court decision within the time permitted to appeal, the applicant 168 
similarly must notify the Agency within 14 days.26  If the applicant does not appeal the court’s 169 
decision, the applicant must submit an amendment to change its paragraph IV certification to a 170 
paragraph III certification; this amendment must certify that the patent will expire on a specific 171 
date, or, if applicable, that the applicant is no longer seeking approval for a method of use 172 
claimed by the patent.27   173 
 174 
Similarly, if the litigation results in a district court decision, a court of appeals mandate, or a 175 
settlement order “signed and entered by the . . . district court or court of appeals”28 that specifies 176 
that the patent in question is invalid, unenforceable, or not infringed, the ANDA applicant must 177 
submit to the ANDA:  a copy of the court judgment, written notification of whether or not there 178 
is an appeal within the time for appeal, and/or a copy of any order by the court terminating the 179 
30-month or 7½-year stay of approval.  If the litigation is resolved with written consent to 180 
approval of the ANDA from the patent owner or the exclusive patent licensee, a copy of that 181 
written consent must be submitted.29 182 
 183 
Timely notification that the court has issued a decision or that the court’s decision has been 184 
appealed and, when applicable, submission of a timely amendment of the patent certification are 185 
necessary for FDA to determine the timing of an ANDA’s approval.30 186 
 187 


C. Notice of a Paragraph IV Certification 188 
 189 
An applicant may not provide notice of a paragraph IV certification that was submitted in an 190 
original ANDA to the patent owner(s) and NDA holder until that applicant receives a paragraph 191 
                                                 
25 21 CFR 314.107(e)(2). 
26 Id. 
27 21 CFR 314.94(a)(12)(viii)(A).  
28 21 CFR 314.107(e)(1). 
29 Id. 
30 See 21 CFR 314.107(b)(3). 
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IV acknowledgement letter from FDA.31  Similarly, if an applicant submits an amendment to its 192 
ANDA that includes a paragraph IV certification and FDA has not yet informed the applicant 193 
that the ANDA was received for review, that applicant must wait to provide notice of its 194 
paragraph IV certification to the patent owner(s) and NDA holder until after the applicant has 195 
received a formal acknowledgement letter from FDA that the ANDA was received for review.32  196 
The applicant must send notice of the paragraph IV certification contained in the amendment on 197 
or after the date it receives acknowledgement from FDA that the ANDA was received for 198 
review; this notice must be sent no later than 20 days after the date of acknowledgement from 199 
FDA.33  If FDA has notified the applicant that it has received the ANDA and the ANDA 200 
applicant makes a subsequent amendment that requires a paragraph IV certification (see section 201 
III.E of this guidance), the notice must be sent at the same time that the amendment is 202 
submitted.34 203 
 204 
Notice of a paragraph IV certification that was submitted in an original ANDA or in an 205 
amendment before FDA has received the ANDA for review is invalid.35 206 
 207 


D. New or Revised Information in the Orange Book 208 
 209 
If a new patent is listed for the RLD after an applicant submits an ANDA or information related 210 
to a patent listed for the RLD is revised36 after an applicant submits an ANDA, that applicant 211 
must address these changes to the patent listing for the RLD by submitting an appropriate patent 212 
certification or statement for each patent.37  However, applicants have either:  213 
 214 


• Provided “serial submissions” of amendments with paragraph IV certifications and sent 215 
multiple notices of paragraph IV certifications in anticipation of a newly issued patent 216 
being listed in the Orange Book, which is not permissible under FDA’s regulations38 or 217 


 218 
• Failed to submit an appropriate patent certification or statement for each newly listed 219 


patent or revised patent information   220 
 221 
                                                 
31 21 CFR 314.95(b)(2).  An ANDA acknowledgement letter is the letter that FDA sends when it has determined that 
the ANDA can be received for review.  
32 21 CFR 314.95(b)(1) and 21 CFR 314.95(d)(2). 
33 Id. 
34 21 CFR 314.95(d)(1).  Similarly, if the ANDA applicant submits a supplement to an approved ANDA and that 
supplement requires a paragraph IV certification, its notice must be sent at the same time that the supplement is 
submitted to FDA.  Id.   
35 21 CFR 314.95(d)(2). 
36 For example, if a new use code is added to the Orange Book for a currently listed patent for the RLD, the 
applicant must provide an updated paragraph IV certification or statement to FDA to address the newly listed use 
code.   
37 21 CFR 314.94(a)(12)(i) and 21 CFR 314.94(a)(12)(iii).   
38 81 FR 69610 (Oct. 6, 2016). 
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An applicant must not submit a paragraph IV certification to the ANDA for a newly listed patent 222 
“earlier than the first working day after the day the patent is published in [the Orange Book].”39  223 
FDA recommends that applicants monitor the Orange Book and address newly listed patents and 224 
revised patents in a timely manner to avoid unnecessary delays to ANDA approval.   225 
 226 
In addition, ANDA applicants have failed to address new exclusivities for the RLD, which may 227 
result in a delay in FDA’s approval of an application.  FDA recommends that applicants monitor 228 
the Orange Book and address exclusivities in a timely manner to avoid unnecessary delays to 229 
ANDA approval.   230 
 231 


E. Amendments to an Unapproved ANDA 232 
 233 


An amendment to an unapproved ANDA must contain either: 234 
 235 


• “an appropriate patent certification or statement” or “a recertification for a previously 236 
submitted paragraph IV certification” if approval is sought for (1) a new indication or 237 
other condition of use, (2) a new strength, (3) an other-than-minor change in product 238 
formulation, or (4) a change to the physical form or crystalline structure of the active 239 
ingredient or 240 


 241 
• A verification statement that states that the amendment does not contain one of the those 242 


four types of changes40  243 
 244 


Applicants, however, have failed to provide either: 245 
 246 


• An appropriate patent certification or statement (or recertification) or 247 
 248 
•  The required verification statement in their amendment to an unapproved ANDA when 249 


that amendment did not contain one of the four types of changes described above 250 
 251 
To address this requirement, FDA recommends that applicants provide an appropriate patent 252 
certification or statement (or recertification) or, if applicable, include a verification statement 253 
(stating, e.g., “This amendment does not contain one of the proposed changes under 21 CFR 254 
314.96(d)(1)”) in the cover letter of their amendment to an unapproved ANDA. 255 
 256 


F. Notification of Commercial Marketing 257 
 258 


The 180-day exclusivity period commences upon any First Applicant’s commercial marketing of 259 
its drug product (including the commercial marketing by the First Applicant of the RLD or an 260 
authorized generic).41  Under either scenario, a First Applicant must submit correspondence to its 261 


                                                 
39 21 CFR 314.94(a)(12)(viii)(C)(1)(ii). 
40 21 CFR 314.96(d). 
41 Section 505(j)(5)(B)(iv)(II)(aa) of the FD&C Act and 21 CFR 314.3. 
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ANDA notifying FDA “within 30 days of the date of its first commercial marketing of its drug 262 
product or the reference listed drug.”42  If a First Applicant commences marketing of its 263 
approved drug product (or the RLD or an authorized generic) and does not notify FDA within 264 
this time frame, “the date of first commercial marketing will be deemed [by FDA] to be the date 265 
of the drug product’s approval.”43   266 
 267 
To address this requirement and avoid losing the benefit of part of the 180-day exclusivity 268 
period, FDA recommends that applicants submit the required notification of commercial 269 
marketing to FDA within the 30-day time frame. 270 
 271 
 272 
IV. LABELING DEFICIENCIES  273 
 274 


A. Draft Container Labels and Carton Labeling  275 
 276 
Generally, an ANDA’s labeling must be the same as its RLD’s labeling.44  There are, however, 277 
limited exceptions, including an exception for differences caused by the ANDA and RLD being 278 
produced or distributed by different manufacturers.45  These differences between the ANDA’s 279 
labeling and the RLD’s labeling may include differences (e.g., in the expiration date or in the 280 
formulation) that were made to comply with current FDA labeling guidelines or other guidance 281 
documents.46  FDA reviews ANDA container labels and carton labeling to make certain that 282 
differences from the RLD’s labeling do not raise safety concerns.47  During this review, FDA 283 
considers formatting factors such as the font size, style, and color of the required text; the 284 
labeling’s identification of different product strengths; and other methods used to ensure that the 285 
required information is presented with adequate prominence.48  Applicants sometimes submit 286 
draft container labels and carton labeling that do not accurately represent the formatting factors 287 
that will be used with the final printed labels and labeling, which makes it challenging for FDA 288 
to confirm that the final printed labels and labeling will be adequate. 289 
 290 
To ensure that container labels and carton labeling are adequately evaluated for potential 291 
deficiencies, FDA recommends that the draft version of container labels and carton labeling 292 
“reflect the content as well as an accurate representation of the layout, text size and style, color, 293 
and other formatting factors that will be used with the [final printed labeling].”49  In addition, as 294 
explained in the FDA guidance for industry Acceptability of Draft Labeling to Support ANDA 295 


                                                 
42 21 CFR 314.107(c)(2). 
43 Id. 
44 Section 505(j)(2)(A)(v) of the FD&C Act and 21 CFR 314.94(a)(8)(iv). 
45 Id. 
46 21 CFR 314.94(a)(8)(iv). 
47 FDA guidance for industry Acceptability of Draft Labeling to Support ANDA Approval, at 3. 
48 Id. 
49 Id. 
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Approval, applicants that “receive approval based on draft labeling are responsible for ensuring 296 
the content of the [final printed labeling] is identical to the approved labeling.”50  Failure to 297 
receive this approval may render the product misbranded and an unapproved new drug.51  298 
 299 


B. Color Differentiation for Container Labels and Carton Labeling 300 
 301 
Factors such as the color and format of container labels and carton labeling can help differentiate 302 
multiple strengths within the same product line as well as multiple products within a company’s 303 
product line, thereby reducing the likelihood of medication errors.  Applicants, however, have 304 
submitted container labels and carton labeling for products that lack an adequate differentiation 305 
between various strengths and from other drug products.   306 
 307 
FDA recommends that applicants ensure that the color and/or format of container labels and 308 
carton labeling is adequately differentiated from other pending and approved products in their 309 
product line.  As noted in FDA’s draft guidance for industry Safety Considerations for Container 310 
Labels and Carton Labeling Design to Minimize Medication Errors, when applying color, 311 
applicants “should ensure that the text highlighted by the color has adequate color contrast 312 
against the background color.”52  In addition, “[c]olor differentiation is most effective when the 313 
color used has no association with a particular feature and there is no pattern in the application of 314 
the color scheme.”53   315 
 316 


C. Labeling Format 317 
 318 
FDA requests that labeling be submitted in Microsoft Word, structured product labeling, and 319 
text-based portable document format (PDF) files.54  Labeling submitted in PDF format should be 320 
text based and not scanned to enable the use of search and compare functions.  Applicants should 321 
also ensure consistency in the content between their different formats (i.e., in their Microsoft 322 
Word, structured product labeling, and text-based PDF files).  If the text of the labeling differs in 323 
any of the three requested formats, applicants may be asked to resubmit their labeling for review.   324 
 325 


D. Parenteral Drug Products 326 
 327 


1. Package Type    328 
 329 
Labeling indicating the package type (i.e., single-dose, multiple-dose, or single-patient-use) for 330 
ANDAs of parenteral drug products must be the same as the labeling indicating the RLD’s 331 


                                                 
50 Id. 
51 Id. 
52 FDA draft guidance for industry Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors, at 8.  When final, this guidance will represent FDA’s current thinking on this topic. 
53 Id.  
54 FDA draft guidance for industry ANDA Submissions — Content and Format of Abbreviated New Drug 
Applications.  When final, this guidance will represent FDA’s current thinking on this topic. 
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package type.55  For example, if the RLD is appropriately labeled and packaged in a single-dose 332 
vial, the ANDA should also be labeled and packaged in a single-dose vial. 333 
 334 
Applicants have proposed package types for parenteral drug products that differ from those 335 
approved for the RLD (e.g., an applicant proposed a single-dose vial when the RLD is packaged 336 
in a multi-dose vial), which resulted in a deficiency. 337 
 338 


2. Product Strength 339 
 340 


A parenteral drug product’s strength is critically important information that should be clearly 341 
displayed and correctly expressed on the container label to avoid dosing errors, among other 342 
reasons.  Overdoses have occurred with small-volume parenterals because of end-user failure to 343 
determine the total amount of the drug product in the container.  As described in FDA’s draft 344 
guidance for industry Safety Considerations for Container Labels and Carton Labeling Design to 345 
Minimize Medication Errors,  346 


 347 
[i]n most cases, the user noticed the concentration (e.g., 10 [milligrams] (mg)/[milliliter] 348 
(mL)) but failed to see the net quantity (e.g., 10 mL), which often appears in a different 349 
location on the container label.  This confusion has led to administration of the entire 350 
contents of the container, when only a portion of the total volume was needed.56 351 


 352 
To avoid confusion, “the strength per total volume should be the primary and prominent 353 
expression on the principal display panel of the label, followed in close proximity by strength per 354 
milliliter enclosed by parentheses.” 57  The following format is acceptable:58   355 
 356 


500 mg/10 mL  357 
(50 mg/mL) 358 


 359 
3. Ferrules and Cap Overseals  360 


 361 
The ferrules and cap overseals of injectable drug products should clearly and concisely convey 362 
cautionary statements that will help prevent imminent, life-threatening situations.59  In particular, 363 
FDA recommends that the text on ferrules and cap overseals either “be limited to important 364 
safety messages critical for the prevention of imminent, life-threatening situations” or remain 365 
blank.60  An example of an acceptable cautionary statement is “Warning-Paralyzing Agent.”  366 
                                                 
55 Section 505(j)(2)(A)(v) of the FD&C Act and 21 CFR 314.94(a)(8)(iv). 
56 FDA draft guidance for industry Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors, at 11. 
57 Id. 
58 Id. 
59 FDA draft guidance for industry Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors.  See also U.S. Pharmacopeia (USP) General Chapter <7>. 
60 FDA draft guidance for industry Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors, at 17. 







Contains Nonbinding Recommendations 
Draft — Not for Implementation 


 12 


Applicants should refer to the FDA draft guidance for industry Safety Considerations for 367 
Container Labels and Carton Labeling Design to Minimize Medication Errors for further 368 
information.  369 
 370 
Applicants have submitted proposed labeling for ANDAs covering drug products with integrated 371 
ferrules and cap overseals that does not convey safety information critical for the prevention of 372 
imminent, life-threatening situations.  In other instances, applicants have proposed labeling 373 
containing information on ferrules and cap overseals that is not recommended for certain drug 374 
products (e.g., some ferrules and cap overseals of injectable drug products have displayed lot 375 
numbers, logos, or product names).  Applicants should consider the appropriateness of including 376 
or excluding such information for drug products with integrated ferrules or cap overseals because 377 
this inclusion or exclusion may impact the approvability of a particular application.  378 
 379 
In addition, FDA recommends that applicants state in Module 3.2.P.7 of their ANDA submission 380 
whether text appears on the ferrule and cap overseal and, if so, what the text is.  Applicants 381 
should also indicate the color of the ferrule and cap overseal to ensure that the color black, which 382 
is to be used only with potassium chloride injectable products, is not used for other drug 383 
products.    384 
 385 
 386 
V. PRODUCT QUALITY DEFICIENCIES 387 


 388 
A. Drug Substance 389 


 390 
Applicants are required to submit data and information in their ANDAs about the drug 391 
substance(s) in their proposed drug products.61  To satisfy this requirement, FDA regulations 392 
permit applicants either to provide this information directly in their ANDA or to reference a drug 393 
master file (DMF) in their ANDA.62  Specifically, in their ANDA, applicants may choose to 394 
either (1) include all sections of Module 3.2.S.2 or (2) reference a DMF, which should contain 395 
the same information that would have been provided by the applicant in Module 3.2.S.2.   396 
 397 
The recommendations in this section apply both to applicants that include all sections of Module 398 
3.2.S.2 in their ANDAs and to DMF holders that submit DMFs to FDA.    399 
 400 
The DMF holder is required to notify each person authorized to reference the DMF of any 401 
additions, changes, or deletions to any information contained in the DMF.63  Changes made to a 402 
DMF referenced in an ANDA that may impact the safety, efficacy, quality, or substitutability of 403 
the drug product (e.g., new facilities added by the DMF holder that need to be addressed by the 404 
applicant in an amendment to the ANDA) may be considered unsolicited amendments to the 405 


                                                 
61 21 CFR 314.94(a)(5). 
62 21 CFR 314.420(b). 
63 21 CFR 314.420(c). 
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ANDA and therefore may extend existing GDUFA review goals or create new review goals.64  It 406 
is important for applicants to be aware of when amendments will be submitted to the DMF 407 
because these amendments may affect the adequacy of the DMF to support approval of the 408 
ANDA. 409 
      410 


1. Active Pharmaceutical Ingredient Starting Material 411 


In Module 3.2.S.2, DMF holders65 should include information on the control of materials used in 412 
the manufacture of the drug substance and provide a justification for the starting material 413 
selection for the process.  Often, the designated starting material is a late-stage intermediate, and 414 
DMF holders fail to include: 415 


• The route of synthesis to the proposed starting material to support the starting material 416 
specification (i.e., the impurity control) 417 
 418 


• A discussion on the fate and purge of the potential impurities arising from the starting 419 
material manufacturing process 420 
 421 


• The carry-over studies of reagents/solvents into the final active pharmaceutical ingredient 422 
(API) 423 
 424 


• A demonstration of the suitability of analytical methods used to detect impurities in the 425 
starting material 426 
  427 


Without this information, FDA cannot assess the starting material selection and its impact on 428 
both the manufacturing process and the final drug substance quality. 429 


FDA recommends that DMF holders provide sufficient information, in Module 3.2.S.2, on their 430 
API starting material, including the information specified in the bulleted list in this section.  For 431 
recommendations on the justification and selection of starting materials, DMF holders should 432 
review the International Council for Harmonisation of Technical Requirements for 433 
Pharmaceuticals for Human Use (ICH) guidances for industry Q11 Development and 434 
Manufacture of Drug Substances and Q11 Development and Manufacture of Drug Substances 435 
Questions and Answers.66     436 
 437 


2. API Manufacturing Process 438 


                                                 
64 FDA draft guidance for industry ANDA Submissions — Amendments to Abbreviated New Drug Applications 
Under GDUFA.   
65 As noted above, the recommendations in section V.A of this guidance also apply to applicants that include all 
sections of Module 3.2.S.2 in their application but do not reference a DMF. 
66 ICH guidances for industry can be found on the FDA Drugs guidance web page 
at http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 



http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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DMF holders should fully describe, in their DMF, their API manufacturing process, but they 439 
have commonly failed to include the following information as part of a complete description of 440 
the API manufacturing process:    441 
 442 


• A detailed synthetic scheme 443 
• The molar ratios of starting materials/reagents 444 
• The reaction conditions (e.g., time and temperatures) 445 
• A flow chart of the manufacturing process 446 
• The batch size for each step (i.e., input/output of materials) 447 
• The batch blending or mixing operations 448 
• The recovered solvents, reprocessing, and reworking 449 
• Documentation of the consistent manufacture of the claimed polymorphic form  450 


 451 
FDA recommends that DMF holders provide complete information in Module 3.2.S.2.2 on their 452 
API manufacturing process, including the information in the bulleted list above.  DMF holders 453 
should include a flow chart for every stage, and if the API is synthetic or semisynthetic, they 454 
should provide a complete synthetic scheme from the appropriately supported starting 455 
materials.67   456 
 457 


3. Impurities 458 
 459 
a. API characterization information 460 


 461 
DMF holders should include characterization information for the API, including information on 462 
all potential impurities.  In some cases, however, DMF holders have failed to provide 463 
information on the identification and purge of impurities (i.e., process impurities and 464 
degradants), including those with mutagenic potential.68  465 
 466 
DMF holders should include a discussion of impurities in Modules 3.2.S.2 and 3.2.S.3.  For 467 
information on the limits for potentially genotoxic impurities, FDA recommends that DMF 468 
holders refer to the ICH guidance for industry M7 Assessment and Control of DNA Reactive 469 
(Mutagenic) Impurities in Pharmaceuticals to Limit Potential Carcinogenic Risk (ICH M7).  470 
Applicants should carefully assess and consider all of the control options outlined in ICH M7. 471 
   472 


b. Safety assessment of mutagenic potential for actual and potential 473 
impurities  474 
 475 


The impurity profile of a proposed generic drug should not pose a greater mutagenic risk than the 476 
RLD.  DMF holders should provide an assessment of the actual and potential mutagenic 477 
                                                 
67 FDA guidance for industry Completeness Assessments for Type II API DMFs Under GDUFA, at 11, and ICH 
guidances for industry Q11 Development and Manufacture of Drug Substances and Q11 Development and 
Manufacture of Drug Substances Questions and Answers. 
68 See the ICH guidance for industry M7 Assessment and Control of DNA Reactive (Mutagenic) Impurities in 
Pharmaceuticals to Limit Potential Carcinogenic Risk. 
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impurities resulting from synthesis or degradation of the drug substance and discuss the 478 
corresponding control strategy as outlined in ICH M7.  The bulleted list below describes (1) 479 
information DMF holders have commonly failed to include about their evaluation of actual and 480 
potential genotoxic impurities, and when appropriate, (2) FDA’s recommendations on 481 
conducting these evaluations: 482 
 483 


• An assessment of potential and actual impurities with a risk assessment and a follow-up 484 
evaluation of mutagenicity at the time of the DMF submission.  For impurities that 485 
require an evaluation of the mutagenic potential, a hazard assessment should initially 486 
include conducting either (1) literature and database searches on the carcinogenicity and 487 
bacterial mutagenicity potential or (2) Quantitative Structure-Activity Relationship 488 
((Q)SAR) and Structure Activity Relationship studies.  Failure to include a full 489 
evaluation of potential mutagenic risk at the time of the DMF submission can disrupt the 490 
review process and prevent the timely review of the ANDA.   491 


• Appropriate spike/purge or purging factor studies performed in a manner representative 492 
of the commercial process, with a corresponding validated and fit-for-purpose analytical 493 
method to support Options 3-4 described in ICH M7.69 494 


• A (Q)SAR evaluation that includes both an expert-based and a statistical-based model for 495 
bacterial mutagenicity prediction.  (Applicants have supplied a single model or used 496 
models without submitting sufficient information on their validation.)  Applicants should 497 
submit full study reports for in silico predictions.70   498 


• An appropriately conducted in vitro bacterial reverse mutation assay to address a positive 499 
prediction by a (Q)SAR analysis.  For these assays, applicants should (1) test neat 500 
impurities; (2) test concentrations up to 5,000 micrograms/plate, unless limited by 501 
precipitation or cytotoxicity; and (3) adequately document that an impurity is unstable or 502 
difficult to synthesize and provide a scientific justification of their due diligence to 503 
synthesize the impurity.71   504 


4. Specifications for Isolated Intermediates 505 


DMF holders should justify their specification for isolated intermediates so that FDA reviewers 506 
can understand why the DMF holder set that specification.  The justification should focus on 507 


                                                 
69 As described in ICH M7:  (1) under Option 3, the DMF holder controls potentially genotoxic impurities upstream 
at higher than the threshold of toxicological concern with spike/purge data to less than 30% of that threshold and (2) 
under Option 4, the DMF holder does not use a control based on high chemical reactivity, solubility, and proven 
process-purging capability. 
70 For additional information, see Amberg, A, L Beilke, and J Bercu, et al., 2016, Principles and Procedures for 
Implementation of ICH M7 Recommended (Q)SAR Analyses, Regul Toxicol Pharmacol, 77:13–24; Barber, C, A 
Amberg, and L Custer, et al., 2015, Establishing Best Practise in the Application of Expert Review of Mutagenicity 
Under ICH M7, Regul Toxicol Pharmacol, 73:367–377. 
71 ICH M7; ICH guidance for industry S2(R1) Genotoxicity Testing and Data Interpretation for Pharmaceuticals 
Intended for Human Use; and OECD Guidelines for Testing of Chemicals, Section 4:  Health Effects, available at 
http://www.oecd-ilibrary.org/environment/test-no-471-bacterial-reverse-mutation-test_9789264071247-en.   



http://www.oecd-ilibrary.org/environment/test-no-471-bacterial-reverse-mutation-test_9789264071247-en
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how the impurity specifications for the intermediates were chosen, particularly if that was the 508 
only point in the process where a particular impurity was controlled.  If the DMF holder did not 509 
isolate an intermediate, it should explain why that was a reasonable choice.  FDA also 510 
recommends that DMF holders review the FDA guidance for industry Completeness Assessments 511 
for Type II API DMFs Under GDUFA, which makes recommendations about the information on 512 
intermediates that should be included in a DMF. 513 
 514 


5. Tests for Certain Critical Quality Attributes  515 


Tests for Critical Quality Attributes (CQAs) should be included in the drug substance 516 
specifications, but DMF holders have failed to demonstrate a clear rationale that includes CQAs 517 
when establishing drug substance specifications.  DMF holders should follow the ICH limits or 518 
justify their proposed limits for the existing tests (i.e., the limits for impurities, including the 519 
residual solvents). 520 
 521 
FDA recommends that DMF holders set appropriate limits based on ICH guidances for 522 
industry72 and include a complete justification and the necessary information for qualification of 523 
the limits when they exceed ICH recommendations, as explained in the FDA guidance for 524 
industry ANDAs:  Impurities in Drug Substances.  525 
 526 


B. Drug Product 527 
 528 


1. Establishing Critical Quality Attributes  529 


CQAs describe product characteristics that are chosen to demonstrate that any given drug 530 
product is of sufficient quality to ensure that drug product’s safety and effectiveness.  Failure to 531 
establish appropriate CQAs of the proposed generic drug product (including meaningful ranges 532 
or limits) may lead to a determination that the ANDA cannot be approved. 533 
 534 
FDA recommends that applicants evaluate their drug products using (1) the general and dosage 535 
form-specific recommendations for the relevant characteristics and testing described in the ICH 536 
guidance for industry Q6A Specifications:  Test Procedures and Acceptance Criteria for New 537 
Drug Substances and New Drug Products:  Chemical Substances and (2) the recommendations 538 
on quality target product profiles and CQAs in the ICH guidance for industry Q8(R2) 539 
Pharmaceutical Development.  In their ANDAs, applicants should include information 540 
developed from their use of these two ICH guidances for industry to support their selection of 541 
and rationale for CQAs. 542 
 543 


2. Impurities:  Identification, Control, and Qualification 544 
 545 
a. Identifying and controlling impurities  546 


                                                 
72 ICH guidances for industry Q3A Impurities in New Drug Substances, Q3C Impurities:  Residual Solvents, Q3D 
Elemental Impurities, and ICH M7. 
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Applicants’ identification and control of impurities are important aspects in ensuring the safety 547 
of the drug product.  When applicants have used inadequate protocols for generating and 548 
identifying impurities and have failed to provide an appropriate rationale for their acceptance 549 
criteria for impurities, FDA has refused to approve their ANDAs. 550 
 551 
To develop acceptance criteria for impurities in generic drug products, FDA recommends that 552 
applicants refer to the FDA guidance for industry ANDAs:  Impurities in Drug Products; the 553 
FDA draft guidance for industry Elemental Impurities in Drug Products;73 the ICH guidances for 554 
industry Q3B(R2) Impurities in New Drug Products, Q3C Impurities:  Residual Solvents, Q3D 555 
Elemental Impurities; and ICH M7. 556 
 557 


b. Safety qualification of impurities in drug substances or drug products that 558 
exceed relevant qualification thresholds  559 


Generic drug formulations are expected to have the same safety profile as the RLD.74  Applicants 560 
may qualify drug substance degradants or drug product impurities either by using a comparative 561 
impurity analysis with the RLD75 or by submitting a safety justification for these impurities if 562 
they exceed the relevant qualification thresholds.76  A safety justification for impurities that 563 
exceeds the relevant qualification thresholds should include an assessment of both genetic 564 
toxicology and general toxicity (14- to 90-day) in a single species.  Below is information that 565 
applicants should include in their application but have commonly failed to include:   566 
 567 


• Applicants should provide general toxicity information to qualify their impurity.  568 
Applicants have submitted (Q)SAR evaluations to predict general toxicity, but their in 569 
silico predictions have not been validated for the endpoints of a general toxicity study.  570 
To address this, applicants should submit either safety information such as a repeat-dose 571 
general toxicology study or published literature to characterize the safety of the impurity 572 
for the intended route of administration.   573 


• When providing a justification that an impurity is a metabolite, applicants should provide 574 
qualitative and quantitative information to support this justification.  Applicants have 575 
submitted qualitative information that an impurity is a metabolite but failed to provide 576 
quantitative data to demonstrate the relevant systemic exposure to the proposed impurity 577 
level.  Applicants should provide quantitative information (e.g., plasma levels of the 578 
metabolite in animals and humans at the maximum daily dose or the exposure levels in 579 
animals that equals or exceeds the proposed clinical exposure levels) to demonstrate that 580 
the systemic exposure is at such a level to qualify the proposed level of the impurity.   581 


                                                 
73 When final, this guidance will represent FDA’s current thinking on this topic.   
74 21 CFR 314.3(a). 
75 FDA guidances for industry ANDAs:  Impurities in Drug Substances and ANDAs:  Impurities in Drug Products. 
76 ICH guidances for industry Q3A Impurities in New Drug Substances and Q3B(R2) Impurities in New Drug 
Products. 
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• Applicants should provide full articles of the publications that are cited in their 582 
justification to facilitate a complete review of their ANDA. 583 


Applicants should submit nonclinical information to Module 4 of their submission.  Applicants 584 
that submit a justification for the safety of their impurities should also include references and 585 
hyperlinks between related topics in the quality module (Module 3) and the nonclinical safety 586 
module (Module 4). 587 
 588 


3. Inactive Ingredients  589 
 590 


a. Justification by reference to the Inactive Ingredient Database 591 


Unless otherwise specified in 21 CFR 314.94(a)(9)(ii), applicants must identify and characterize 592 
the inactive ingredients in their proposed drug product and provide information demonstrating 593 
that these inactive ingredients do not affect the safety or efficacy of that product.  The quantity of 594 
an inactive ingredient in a given formulation should be based on a prior determination by FDA of 595 
the safety of that inactive ingredient in an FDA-approved product.  However, applicants have 596 
sought approval for formulations that contain amounts of inactive ingredients at levels higher 597 
than the maximums listed in the Agency’s Inactive Ingredient Database (IID)77 without 598 
providing a justification for exceeding those maximum levels. 599 
 600 
FDA recommends that applicants (1) refer to the IID to determine the previously approved level 601 
of an inactive ingredient in a given drug product and not exceed that level or (2) submit 602 
controlled correspondence to the Agency requesting information on whether the use of a 603 
particular inactive ingredient  is acceptable in an ANDA if it is higher than the maximum listed 604 
in the IID.78  Applicants should provide an adequate justification to the Agency regarding the 605 
safety of that inactive ingredient if the amount exceeds the maximum level indicated in the IID 606 
for the proposed route of administration (see subsection (b) immediately below).   607 
 608 
  b. Justification of the safety of inactive ingredients in generic drug products  609 
   that exceed the maximum level in the IID 610 
 611 
A generic drug formulation should include inactive ingredients that have a well-defined safety 612 
profile for the proposed context of use (i.e., dose, route of administration, duration of use, and 613 
patient population) and maintain a similar safety profile as the RLD.  Applicants, however, 614 
should provide a safety justification for inactive ingredients that exceed FDA-approved levels for 615 
the route of administration.  Below is information that applicants should include in a safety 616 
justification for inactive ingredients that exceed FDA-approved levels: 617 
 618 


• Applicants should provide a justification to demonstrate that an inactive ingredient is safe 619 
for the proposed context of use (i.e., dose, route of administration, duration of use, and 620 


                                                 
77 FDA’s IID is available at https://www.accessdata.fda.gov/scripts/cder/iig/index.cfm. 
78 See FDA’s draft guidance for industry Controlled Correspondence Related to Generic Drug Development.  When 
final, this guidance will represent FDA’s current thinking on this topic.   



https://www.accessdata.fda.gov/scripts/cder/iig/index.cfm
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patient population).  Applicants have submitted justifications that fail to address context-621 
specific information that is necessary to evaluate the safety of a proposed dose, route of 622 
administration, or duration of use for an inactive ingredient in a specific patient 623 
population.  Additionally, applicants have proposed inactive ingredients without a well-624 
established safety profile, which has led to FDA’s refusal to approve the ANDA.  Generic 625 
drug formulations do not undergo clinical safety studies during ANDA development, so 626 
inactive ingredients without an established safety profile should not be included in a 627 
generic drug formulation.   628 


• Applicants should provide a complete account of the composition of complex mixtures of 629 
inactive ingredients (e.g., flavors and fragrances) — including the mixtures’ individual 630 
components and quantities — in either the ANDA or by referencing a DMF.  Applicants 631 
should identify each component of a complex mixture, including its synonyms, the 632 
Chemical Abstracts Service Number, and any applicable citations to the Code of Federal 633 
Regulations that are relevant to its proposed use.  In addition, applicants should include 634 
safety information for each component, including a history of the component’s prior use 635 
and safety profile (i.e., the component’s general safety and genetic toxicity).  636 


• Applicants should provide a justification supporting the safety of a proposed inactive 637 
ingredient grade when relying on the established safety information from a similar grade 638 
of inactive ingredient.79  The grades of an inactive ingredient may have different 639 
manufacturing processes, impurity profiles, and chemical or physical characteristics.  640 
Because these factors may result in different safety profiles for each grade of inactive 641 
ingredient, FDA needs sufficient details to identify the proposed inactive ingredient grade 642 
and to determine whether similarities or differences between grades may affect safety.   643 


4. Validating Analytical Methods  644 


Analytical methods that applicants use for the characterization or analysis of drug products 645 
should be validated by the applicant to determine if these methods are suitable for such use.  646 
However, applicants have failed to appropriately validate their analytical methods, which has led 647 
to incorrect results and incorrect conclusions about the drug product quality because the 648 
analytical methods were not specific, accurate, or precise.  This failure has contributed to FDA’s 649 
refusal to approve the ANDAs.   650 
 651 
FDA recommends that applicants (1) refer to the ICH guidance for industry Q2(R1) Validation of 652 
Analytical Procedures:  Text and Methodology to identify the appropriate validation of the 653 
analytical methods used in their drug product analysis and (2) provide method validation reports 654 
in their application.    655 
 656 


C. In Vitro Dissolution (Biopharmaceutics) 657 
 658 


                                                 
79 FDA guidance for industry Nonclinical Studies for the Safety Evaluation of Pharmaceutical Excipients. 
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1. Development and Validation of an In-House Dissolution Testing Method When 659 
Dissolution Testing Cannot Be Standardized  660 


 661 
It is critical that applicants submit a complete method development and validation report when 662 
an in-house dissolution testing method is used.  Below is information that should be included in 663 
the dissolution method development and validation report but applicants have commonly 664 
omitted: 665 


 666 
• Solubility data for the drug substance over the physiologic pH range 667 


 668 
• A detailed description of both the dissolution test being proposed for the evaluation of the 669 


product and the developmental parameters used to select the proposed dissolution method  670 
 671 
• Data (with appropriate statistics) to support the discriminating ability of the selected 672 


dissolution method related to the critical material attributes and critical process 673 
parameters   674 


 675 
• Complete dissolution data (i.e., individual (n=12), mean, range, and percent relative 676 


standard deviation at each time point and mean profiles) and detailed information for all 677 
strengths of the test product and the reference product (e.g., the batch/lot number, 678 
manufacturing date, manufacturing site, testing date, and batch size) in Module 2.7.1   679 


 680 
• Supportive validation data for the dissolution method (e.g., method robustness and 681 


method transfer) and analytical method (e.g., specificity, precision, accuracy, linearity, 682 
and stability) 683 


 684 
FDA recommends that applicants include a summary of the in vitro dissolution development in 685 
Module 3.2.P.2.2.3 with a cross-reference to studies in Module 5, as appropriate.  A justification 686 
for the dissolution specification should be included in Module 3.2.P.5.6.  FDA also recommends 687 
that applicants refer to the U.S. Pharmacopeia (USP) General Chapter <1092> and certain FDA 688 
guidances for industry80 that provide general guidelines on the development and validation of 689 
dissolution procedures.   690 


 691 
2. Dissolution Acceptance Criteria 692 


 693 
The specification for solid oral dosage forms normally includes a test to measure the in vitro 694 
release of a drug substance from the drug product.  Applicants should provide a justification for 695 
the in vitro release specification (i.e., the dissolution method and acceptance criteria) that is 696 
reflective of the dissolution data from the representative batch that underwent in vivo BE testing 697 


                                                 
80 See FDA guidance for industry Dissolution Testing of Immediate Release Solid Oral Dosage Forms and FDA 
draft guidance for industry Dissolution Testing and Specification Criteria for Immediate-Release Solid Oral Dosage 
Forms Containing Biopharmaceutics Classification System Class 1 and 3 Drugs.  When final, the draft guidance 
will represent FDA’s current thinking on this topic.   
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(bio-batch) and supported by exhibit and registration batches that were included for stability.81  698 
Below is information that should be included in the selection of dissolution acceptance criteria: 699 


 700 
Immediate-release solid oral dosage forms: 701 


 702 
• A single-point acceptance criterion where Q=80%82 dissolution occurs  703 
 704 
• The setting of the dissolution acceptance criterion, which is drug product specific and 705 


based on USP Level 2 testing (n=12) (understanding that Level 2 testing and Level 706 
383 testing may be needed) 707 


 708 
• Support for a wider (i.e., more permissive) dissolution specification with an approved 709 


in vitro/in vivo correlation model, a physiologically based absorption and 710 
pharmacokinetic model, or a clinically relevant justification 711 


 712 
Modified-release solid oral dosage forms: 713 


 714 
• Acceptance criteria time points that cover the early, middle, and late stages of the 715 


release profile  716 
 717 
• Dissolution acceptance criteria ranges that are based on (1) a mean target value ±10% 718 


at any given time point and (2) >80% for the last specification time point  719 
 720 


• Support for a wider (i.e., more permissive) dissolution specification with an approved 721 
in vitro/in vivo correlation model, a physiologically based absorption and 722 
pharmacokinetic model, or a clinically relevant justification 723 


 724 
• A two-stage testing approach for delayed-release dosage forms 725 


 726 
Applicants should provide a justification for the in vitro release specification in Module 727 
3.2.P.5.6.  Applicants should also refer to certain FDA guidances for industry84  and ICH 728 
guidance for industry85 that provide general guidelines for dissolution specification settings.  In 729 
addition, the applicant’s dissolution specification should not only confirm adequate formulation 730 
and process control but also ensure consistent in vivo performance to the bio-batch. 731 


                                                 
81 FDA guidance for industry ANDAs:  Stability Testing of Drug Substances and Products. 
82 USP General Chapter <711> defines the quantity, Q, as “the amount of dissolved active ingredient specified in the 
individual monograph, expressed as a percentage of the labeled content of the dosage unit.”    
83 USP General Chapter <711>.  
84 See FDA guidances for industry Extended Release Oral Dosage Forms:  Development, Evaluation, and 
Application of In Vitro/In Vivo Correlations and Dissolution Testing of Immediate Release Solid Oral Dosage 
Forms. 
85 ICH guidance for industry Q6A Specifications:  Test Procedures and Acceptance Criteria for New Drug 
Substances and New Drug Products:  Chemical Substances.   
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 732 
D. Facilities  733 


 734 
1. Identification of Manufacturing Facilities 735 


 736 
Applicants should provide information on their manufacturing facilities both in their Form FDA 737 
356h and in the appropriate module within the application.  However, applicants have not 738 
consistently provided (1) complete manufacturing facility information in their Form FDA 356h 739 
and (2) manufacturing facility information in the correct modules within their application, both 740 
of which have made this information not readily accessible to Agency reviewers and led to 741 
FDA’s refusal to approve the ANDAs.   742 
 743 
For “original (initial) applications . . . CMC supplements, and resubmissions to these submission 744 
types,” applicants should include “complete information on the locations of all manufacturing, 745 
packaging, and control sites for both [the] drug substance and [the] drug product” in Form FDA 746 
356h (i.e., the facility information that is listed in Modules 3.2.S.2 and 3.2.P.3.1).86  Form FDA 747 
356h should include information on:87  748 
 749 


• All drug product (in process material and final) manufacturing and testing sites — 750 
including the stability testing, primary packaging, and labeling sites — that are proposed 751 
to be involved in the commercial manufacture of the drug product88   752 


 753 
• All intermediate (i.e., performing operations governed by the ICH guidance for industry 754 


Q7 Good Manufacturing Practice Guidance for Active Pharmaceutical Ingredients) and 755 
final drug substance manufacturing and testing sites, including the sterilization and 756 
micronization sites, that are proposed to be involved in the commercial manufacture of 757 
the drug substance 758 
 759 


• For combination products,89 all manufacturing sites90 for the non-lead constituent part of 760 
the combination product, including any separate sites responsible for design activities, 761 
that are proposed to be involved in the commercial manufacture of the finished product  762 
 763 


• All current good manufacturing practice (CGMP) storage and warehousing facilities 764 
involved in the manufacture of the drug product  765 


 766 


                                                 
86 Instructions for Filling out Form 356h – Application to Market a New or Abbreviated New Drug or Biologic for 
Human Use, available at https://www.fda.gov/AboutFDA/ReportsManualsForms/Forms/default.htm. 
87 See 21 CFR 314.50. 
88 FDA does not recommend listing facilities (1) that have not performed any functions or (2) for which a 
technology transfer of data has not occurred. 
89 See 21 CFR 3.2(e). 
90 See 21 CFR 4. 



https://www.fda.gov/AboutFDA/ReportsManualsForms/Forms/default.htm
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Applicants do not need to list “bioequivalence testing sites, excipient testing sites, and 767 
container/closure manufacturing and testing establishments” on their Form FDA 356h.91 768 
 769 
Module 3.2.S.2 should include all manufacturing facilities that are listed on Form FDA 356h as 770 
well as all research and development manufacturing and testing sites that generated data to 771 
support the application in accordance with 21 CFR 314.50(d)(1)(ii)(b).  Applicants should list all 772 
laboratories that perform testing, including drug substance characterization and method 773 
comparisons, and functions integral to the control strategy.  This module should also include any 774 
testing sites that generate stability testing or release data to support the application as well as the 775 
testing sites for the planned commercial testing.   776 
 777 


2. Readiness for Inspection 778 
 779 
All manufacturing facilities should be ready for inspection at the time of the ANDA submission, 780 
and applicants should indicate whether each site is ready for inspection on their Form FDA 356h.  781 
In the past, applicants have specified on Form FDA 356h that a manufacturing facility was ready 782 
for inspection, but once FDA was ready to commence inspection, the manufacturing facility 783 
indicated it was not ready for this inspection, which has led to FDA’s refusal to approve the 784 
ANDAs. 785 
 786 
If there are extenuating circumstances that prevent a facility from being ready for inspection, 787 
applicants should indicate this on Form FDA 356h.  FDA considers it a good business practice 788 
for applicants to regularly communicate with manufacturing facilities, including contract 789 
manufacturing facilities, about changes in their inspection status to prevent any problems that 790 
may delay approval of their application. 791 
 792 


3. Selection of Contract Manufacturing Facilities and CGMPs 793 
 794 


Applicants should consider several factors in selecting suitable contract manufacturing facilities, 795 
including their manufacturing capability for the product and compliance with CGMPs.  In the 796 
application, applicants should certify that contract manufacturing facilities are compliant with 797 
CGMPs.92  FDA has observed that applicants have certified that contract manufacturing facilities 798 
are CGMP compliant, but upon assessment or inspection, FDA determined that they were not 799 
compliant at the time of the ANDA submission, which caused the ANDA to not be approved.  800 
 801 
FDA recommends that applicants and contract manufacturing facilities clearly define the CGMP-802 
related roles and manufacturing operations and activities of each of the parties in a quality 803 
agreement.93  A quality agreement should clearly describe the materials or services to be 804 
                                                 
91 Instructions for Filling out Form 356h – Application to Market a New or Abbreviated New Drug or Biologic for 
Human Use. 
92 Section 505(j)(4) of the FD&C Act states that FDA shall approve an ANDA unless “the methods used in, or the 
facilities and controls used for, the manufacture, processing, and packing of the drug are inadequate to assure and 
preserve its identity, strength, quality, and purity.”  See also FDA’s draft guidance for industry ANDA Submissions 
— Content and Format of Abbreviated New Drug Applications.   
93 FDA guidance for industry Contract Manufacturing Arrangements for Drugs:  Quality Agreements.  
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provided, quality specifications, and communication mechanisms between the applicant and the 805 
contract manufacturing facility.   806 
 807 


E. Commercial Manufacturing Process  808 
 809 


Applicants should provide — in Modules 3.2.P.2, 3.2.P.3, and 3.2.R — both details of the 810 
commercial manufacturing process and information to support the use of that particular process.  811 
These details and information help FDA determine whether applicants are ready to commercially 812 
manufacture a drug product.  However, applicants often provide inconsistent, inaccurate, or 813 
incomplete information in these modules, leading to refusals to approve.  Below is information 814 
that should be included in these modules: 815 
 816 


• Applicants should provide, in Module 3.2.P.2, a justification for their process selection 817 
that relies on established scientific principles to identify potential risks to their 818 
manufacturing process.  This justification should include batch data (from the exhibit 819 
and/or development batches) that demonstrate that any risks to the manufacturing process 820 
are adequately mitigated.  Applicants should also include a discussion of their risk 821 
mitigation approaches and explain any differences between the exhibit and commercial 822 
batches regarding their manufacturing processes and in-process controls. 823 


 824 
• Applicants should demonstrate that their proposed control strategy will ensure that the 825 


quality of the intermediate critical material attributes will remain unchanged across the 826 
exhibit and commercial batches.  Applicants should clearly identify and justify, in 827 
Module 3.2.P.3.4, the in-process controls utilized in the exhibit and commercial batch 828 
manufacturing processes. 829 


 830 
• The commercial batch formula identified in Module 3.2.P.3.2 should (1) reflect the unit 831 


dose composition identified in Module 3.2.P.1 and (2) clearly identify and justify any 832 
overage and overfill used.  Applicants should provide a table comparing the quantity and 833 
the quality standard of each ingredient, including any solvents removed during the 834 
process, used in the exhibit and commercial batches.94 835 


 836 
• Applicants should demonstrate a readiness for the commercial scale manufacture of the 837 


drug product by providing the set points and ranges of the commercial scale process 838 
parameters in the commercial equipment.  Applicants should also clearly identify and 839 
justify, in Module 3.2.P.3, any differences in the equipment used for the exhibit and 840 
commercial batches, as well as provide process parameters that are (1) scaled-up using 841 
established principles, (2) supported by process development data, and (3) specified (i.e., 842 
“To Be Determined” should not be used) and not open-ended (e.g., no more than 200 843 
revolutions per minute). 844 


 845 


                                                 
94 Please note that FDA may request the manufacture of a new batch if there are inappropriate overages, overfills, or 
composition differences in the exhibit and commercial batches. 
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• Applicants should use a table, in Module 3.2.P.3.3, to submit the hold times and hold 846 
conditions of the intermediates and bulk drug products used in the commercial process. 847 
 848 


• Executed batch records provided in Module 3.2.R should clearly specify the batch usage 849 
(e.g., development and stability) for each submitted executed batch record.  In particular, 850 
the batch used for BE testing should be noted along with the BE study identifier.     851 
 852 
F. Microbiology Considerations  853 


 854 
1. In-Process Bioburden Testing and Acceptance Criteria 855 


 856 
An ANDA for an aseptically processed generic drug product should contain in-process 857 
acceptance criteria for the total number of microorganisms associated with the unfiltered bulk 858 
drug solution prior to its sterilization (bioburden) because the “bioburden can contribute 859 
impurities (e.g., endotoxin) to, and lead to degradation of, the drug product.”95  Applicants have 860 
commonly submitted ANDAs for drug products without providing bioburden testing and in-861 
process bioburden acceptance criteria for the bulk drug solution prior to any filtration, which has 862 
led to FDA’s refusal to approve the ANDAs. 863 
 864 
As described in the guidances for industry For the Submission of Documentation for Sterilization 865 
Process Validation in Applications for Human and Veterinary Drug Products and Sterile Drug 866 
Products Produced by Aseptic Processing — Current Good Manufacturing Practice, FDA 867 
recommends that applicants both establish a prefiltration bioburden acceptance criteria and 868 
design manufacturing process controls to minimize the bioburden in the bulk drug solution prior 869 
to sterilization.  870 
 871 


2. Description and Validation of Bacterial Endotoxins Test Method 872 
 873 


An application for a parenteral generic drug product with a product endotoxin specification 874 
should contain both a description and validation of the bacterial endotoxins test method used.  875 
However, applicants have submitted ANDAs for parenteral generic drug products with a product 876 
endotoxin specification that have not described the bacterial endotoxins test method used, 877 
including the sample preparation and routine test dilution.  Without this test method description, 878 
the Agency has been unable to determine whether the bacterial endotoxins method was 879 
adequately validated, which has led to FDA’s refusal to approve the ANDAs.  For the bacterial 880 
endotoxins method validation, applicants have not always accounted for the additional dilution 881 
that resulted from sample pooling in maximum valid dilution (MVD) calculations, which has 882 
again led to FDA’s refusal to approve the ANDAs.   883 
 884 


                                                 
95 FDA guidance for industry Sterile Drug Products Produced by Aseptic Processing — Current Good 
Manufacturing Practice, at 36. 
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Applications for parenteral generic drug products with a product endotoxin specification should 885 
contain a description and validation of the endotoxins test method used,96 including any test 886 
sample pooling and dilution performed routinely for method validation.  In validating the chosen 887 
test method, applicants should understand that FDA generally accepts sample pooling for 888 
  889 


small-volume parenterals (those with volumes of 100 mL or less) as long as the 890 
MVD is adjusted to a proportional, lower value because of the potential for 891 
diluting a unit containing harmful levels of endotoxins with other units containing 892 
lower, less harmful, levels of endotoxins.  This “adjusted MVD” is obtained by 893 
dividing the MVD computed for an individual sample by the total number of 894 
samples to be pooled . . . .  If this reduction in MVD results in an inability to 895 
overcome product-related assay interference because of an insufficient dilution, 896 
then the samples should be tested individually.97 897 
 898 
3. Microbiological Data To Support Extended Storage Times 899 


 900 
If the proposed generic drug product is sterile, then the extended post-constitution and/or post-901 
dilution storage times in the draft labeling should be supported by microbiological data.  This 902 
data should demonstrate that the drug product does not support microbial growth from 903 
inadvertent contamination over the storage periods/conditions described in the labeling. 904 
 905 
FDA recommends that applications contain a summary of the microbiological study, including 906 
the challenge organisms and challenge titers, the product sample concentrations and storage 907 
conditions, the diluents tested, and a summary of the study results.  In addition, applicants should 908 
refer to FDA’s Question-based Review (QbR) for Sterility Assurance of Terminally Sterilized 909 
Products: Quality Overall Summary Outline,98 Question-based Review (QbR) for Sterility 910 
Assurance of Terminally Sterilized Products:  Frequently Asked Questions,99 and Question-911 
based Review (QbR) for Sterility Assurance of Aseptically Processed Products:  Quality Overall 912 
Summary Outline.100 913 
 914 
 915 


                                                 
96 FDA guidances for industry Pyrogen and Endotoxins Testing:  Questions and Answers, at 4, and For the 
Submission of Documentation for Sterilization Process Validation in Applications for Human and Veterinary Drug 
Products, at 8. 
97 FDA guidance for industry Pyrogen and Endotoxins Testing:  Questions and Answers, at 4. 
98 This document is available at 
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/Appro
valApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM276168.pdf. 
99 This document is available at 
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/Appro
valApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM276170.pdf.  
100 This document is available at 
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/Appro
valApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM401339.pdf. 



https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM276168.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM276168.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM276170.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM276170.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM401339.pdf

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/UCM401339.pdf
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VI. BIOEQUIVALENCE DEFICIENCIES     916 
 917 


A. Bioanalytical Study Data 918 
 919 
It is critical for applicants to submit complete bioanalytical study reports and to validate 920 
bioanalytical methods used in their BE studies.  Below is information that should be included in 921 
an application’s bioanalytical study report: 922 
 923 


• Complete dilution integrity data, stock stability data, and recovery data 924 
• Analytical raw data from the study runs (accepted and rejected) of all subjects  925 
• Serially selected chromatograms for 20% of the study subjects  926 
• Bioanalytical standard operating procedures used in the application  927 


 928 
FDA recommends that applicants submit complete bioanalytical reports and review the FDA 929 
draft guidance for industry Bioanalytical Method Validation101 to help ensure that applicants 930 
provide the bioanalytical method validation data needed for FDA’s review of the ANDA.  931 
Providing complete bioanalytical study reports and bioanalytical methodology validation data 932 
will help ensure that FDA has the information required to determine whether the method used 933 
was suitable and reliable.    934 


 935 
B. Clinical Summary  936 


 937 
Applicants should submit clinical summary data from in vivo BE studies that are critical to 938 
FDA’s determination of BE.  To help applicants summarize this data,  939 
 940 


FDA has developed model summary tables . . . .  The[se] tables provide a format 941 
for applicants to summarize various aspects of the BE submission such as the 942 
design and outcome of in vivo and in vitro BE studies as well as the results of in 943 
vitro dissolution testing.102   944 


 945 
Applicants can find these model tables on the FDA ANDA Forms and Submission Requirements 946 
website.103  947 
 948 
Applicants, however, have submitted summary tables that are neither filled out completely nor 949 
prepared properly.  For example, applicants have failed to list, in formulation tables, all of the 950 
strengths of the products for which they are seeking approval.  Applicants have also submitted 951 


                                                 
101 When final, this guidance will represent FDA’s current thinking on this topic.   
102 FDA draft guidance for industry ANDA Submissions — Content and Format of Abbreviated New Drug 
Applications, at 10-11.   
103 These tables are available at 
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplicat
ions/AbbreviatedNewDrugApplicationANDAGenerics/ucm120955.htm.  Applicants should periodically refer to that 
website because the Agency may update the existing tables or add new tables to address both additional study types 
and waiver requests. 



https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/ucm120955.htm

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/ucm120955.htm
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summary tables to FDA in a scanned document rather than in a text-based PDF file and 952 
Microsoft Word document.  These actions have led to FDA’s refusal to approve the ANDAs.   953 
 954 
FDA recommends that applicants provide accurate and complete information in their model 955 
summary tables.  Applicants should submit summary tables for all studies conducted, whether 956 
they were passing or failing studies,104 in a text-based PDF file and Microsoft Word 957 
document.105   958 
 959 


C. Deviations from Product-Specific Guidances 960 
  961 


Applicants that deviate from a relevant product-specific guidance106 should provide a detailed 962 
justification for this deviation, as well as data to support this deviation, in their original ANDA 963 
submission.  Below is information that should be included, as applicable: 964 
 965 


• A detailed justification for and data (such as their inclusion/exclusion criteria or 966 
demographic information) to support why their use of a particular study population does 967 
not affect their BE determination 968 


 969 
• A detailed explanation of how any deviation in their primary endpoint from the product-970 


specific guidance is as sensitive as the product-specific guidance’s endpoint for detecting 971 
differences between the RLD and the generic product  972 


 973 
• A detailed justification, in their protocol and Statistical Analysis Plan, for why their 974 


proposed prespecified statistical method is different from the product-specific guidance’s 975 
recommendation 976 


D. Information on BE and Safety Related to In Vivo BE Studies 977 
 978 
In original ANDA submissions, applicants should include all of the BE and safety information 979 
related to the conduct of in vivo BE studies that is listed in the FDA draft guidance for industry 980 
ANDA Submissions — Content and Format of Abbreviated New Drug Applications.  However, 981 
applicants have not always included in their original ANDAs the information that is necessary 982 
for FDA to fully evaluate the BE of the test product in a timely manner, resulting in FDA’s 983 
refusal to approve the ANDAs.  Below is information that applicants should provide: 984 
 985 


• To ensure the welfare of human subjects involved in comparative clinical BE studies, 986 
applicants should provide, with dates, their protocol, Institutional Review Board approval 987 
forms, and consent forms.  If their protocol was amended after the study was initiated, 988 
applicants should highlight the changes, compare the original protocol with the amended 989 


                                                 
104 FDA guidance for industry Submission of Summary Bioequivalence Data for ANDAs. 
105 FDA draft guidance for industry ANDA Submissions — Content and Format of Abbreviated New Drug 
Applications, at 11.   
106 FDA regularly publishes product-specific guidances that describe the Agency’s current thinking and expectations 
on how to develop generic drug products that are therapeutically equivalent to the RLD.   
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protocol, and provide an explanation for why the change did not affect the safety or 990 
efficacy of the study product. 991 
 992 


• For subjects with serious adverse events, who died, or became pregnant, applicants 993 
should provide a written narrative that provides complete follow-up details on the 994 
condition of the subjects so that the Agency can complete a comprehensive review of 995 
safety reports for the generic drug product.  In particular, if a pregnancy follow-up is not 996 
complete at the time of the original ANDA submission, applicants should provide 997 
updates (such as whether the pregnancy resulted in a live birth) as soon as the 998 
information becomes available.     999 


E. Differences in Formulations and Inactive Ingredients  1000 
 1001 
For drug products for parenteral use, applicants should provide a clear justification and 1002 
documentation for any differences permissible under FDA regulations between the formulation 1003 
of the proposed generic drug product and the formulation of the RLD.107  In addition, if 1004 
applicants used inactive ingredients or amounts of inactive ingredients in their placebo test 1005 
formulation used for BE testing that were different than the inactive ingredients or amounts of 1006 
inactive ingredients in the proposed generic drug product formulation, they should provide a 1007 
rationale and documentation in their original ANDA submission that explains why these 1008 
differences did not affect their demonstration of BE of the proposed generic drug product to the 1009 
RLD.  Applicants, however, have commonly failed to provide necessary justifications and 1010 
documentation for these differences, which has led to FDA’s refusal to approve the ANDAs. 1011 
 1012 


F. Waiver Requests Under 21 CFR 314.99(b) 1013 
 1014 
Applicants have submitted ANDAs for formulations for products for ophthalmic or otic use that 1015 
are not qualitatively and quantitatively (Q1/Q2) the same as the approved RLD’s formulation but 1016 
for which Q1/Q2 sameness is required under FDA’s regulations.108  When an applicant has 1017 
sought approval for a formulation that is Q1/Q2 the same as the formulation previously marketed 1018 
by the innovator, FDA has determined that, in appropriate circumstances, under 21 CFR 1019 
314.99(b), it may waive the requirement in the regulation that the inactive ingredients approved 1020 
in the drug product under an ANDA be the same as those in the current formulation of the RLD 1021 
if the statutory requirement regarding safety of inactive ingredients has been met.   1022 
 1023 
FDA recommends that ANDA applicants: 1024 
 1025 


                                                 
107 See, e.g., 21 CFR 314.94(a)(9)(iii). 
108 21 CFR 314.94(a)(9)(iii) and 21 CFR 314.94(a)(9)(iv).  Generally, a generic drug product is considered 
qualitatively and quantitatively the same as the RLD if the concentration or amount of each inactive ingredient in the 
test product differs by no more than +/- 5% of the concentration or amount for the same ingredient in the RLD. 
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• Determine whether they are seeking approval of a drug product where Q1/Q2 sameness 1026 
to the RLD is required but the proposed generic product duplicates a previously approved 1027 
(and not current) formulation of the RLD109 1028 


 1029 
• Consider submitting a request for waiver of the above-identified regulatory requirements 1030 


under 21 CFR 314.99(b)   1031 
 1032 
FDA will determine whether to grant a waiver under 21 CFR 314.99(b) during its substantive 1033 
review of the ANDA. 1034 


                                                 
109 21 CFR 314.127(a)(8). 
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Contains Nonbinding Recommendations 
Draft – Not for Implementation 


1 Product Title and Initial U.S. Approval in the Highlights of 
2 Prescribing Information for Human Prescription Drug and 
3 Biological Products — Content and Format 
4 Guidance for Industry1 


5 
6 
7 


8 
9 This draft guidance, when finalized, will represent the current thinking of the Food and Drug 


10 Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 
11 binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 
12 applicable statutes and regulations. To discuss an alternative approach, contact the FDA staff responsible 
13 for this guidance as listed on the title page. 
14 


15 
16 
17 
18 I. INTRODUCTION 
19 
20 This guidance is intended to assist applicants in complying with certain labeling requirements for 
21 human prescription drug and biological products (21 CFR 201.56 and 201.57).2  This guidance 
22 provides recommendations for applicants developing labeling for new drugs and revising 
23 labeling for already approved drugs.  Specifically, this guidance provides recommendations on 
24 the content and format of the product title (21 CFR 201.57(a)(2))3 and initial U.S. approval 
25 (21 CFR 201.57(a)(3)) lines in the Highlights of Prescribing Information (Highlights) as 
26 described in 21 CFR 201.57(a). This guidance provides recommendations on the content and 
27 format of the product title and year of initial U.S. approval to bring greater consistency to the 
28 presentation of these required elements in labeling and to help ensure these elements provide 
29 clear and useful information to the reader. 


1 This guidance has been prepared by the Office of New Drugs in the Center for Drug Evaluation and Research in 
cooperation with the Center for Biologics Evaluation and Research at the Food and Drug Administration.  


2 For purposes of this guidance, unless otherwise specified, references to drugs and drug products include drugs 
approved under the Federal Food, Drug, and Cosmetic Act (FD&C Act) and biological products licensed under the 
Public Health Service Act (PHS Act), other than devices regulated under a biologics license application. 


3 For purposes of this guidance, product title is defined as those elements required in 21 CFR 201.57(a)(2) (i.e., drug 
name(s), dosage form, route of administration, and, if applicable, controlled substance symbol).  See the guidance 
for industry Labeling for Human Prescription Drug and Biological Products — Implementing the PLR Content and 
Format Requirements. There are also numerous other FDA guidances that address labeling, including prescription 
drug labeling, at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm065010.htm.  We update 
guidances periodically.  To make sure you have the most recent version of a guidance, check the FDA Drugs 
guidance web page at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 


1 
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30 
31 The recommendations in this guidance apply only to the product title and initial U.S. approval in 
32 Highlights and do not apply to other parts of the prescribing information, or other types of 
33 labeling (e.g., container and carton labeling).  The recommendations in this guidance generally 
34 are applicable to biological products (see the Glossary) licensed under the Public Health Service 
35 Act (PHS Act), but for some biological products (e.g., vaccines, blood products, allergenic 
36 extracts, or cellular and gene therapy products) other approaches may be more appropriate 
37 because of those biological products’ special characteristics.  Applicants for these products 
38 should contact the applicable review division to discuss appropriate alternative approaches for 
39 complying with 21 CFR 201.57(a)(2).   
40 
41 Lists of dosage form and route of administration terms have been created to assist the reader in 
42 selecting proper terminology for use in the product title and other human drug product labeling.4 


43 These lists are provided in Appendix A, Dosage Form Terms for Use in Human Drug Product 
44 Labeling, and Appendix B, Route of Administration Terms for Use in the Product Title.  These 
45 appendixes will be updated as needed to add new or to revise existing terminology. 
46 
47 In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  
48 Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 
49 as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 
50 the word should in Agency guidances means that something is suggested or recommended, but 
51 not required. 
52 
53 
54 II. BACKGROUND 
55 
56 In January 2006, the FDA published a final rule amending the requirements for the content and 
57 format of labeling for human prescription drug and biological products.5  This rule is commonly 
58 referred to as the physician labeling rule because it addresses prescription drug labeling that is 
59 used by physicians and other health care providers.  
60 


2 



4 The FDA identifies a list of drug products approved on the basis of safety and effectiveness in its publication 
“Approved Drug Products With Therapeutic Equivalence Evaluations,” commonly referred to as the Orange Book. 
The Orange Book uses uniform terms to designate dosage forms and routes of administration (those terms are listed 
in Appendix C of the Orange Book).  To the extent that there are differences between the dosage forms and routes of 
administration provided in this guidance and its appendixes and those listed in the current edition of the Orange 
Book, the Orange Book terms should be consulted for the purposes of section 505(j) of the FD&C Act and the 
FDA’s implementing regulations (e.g., when determining whether drug products have the same dosage form and 
route of administration).  Additionally, this guidance is not intended to be used in determining what constitutes a 
separate marketing application for assessing user fees (see the guidance for industry Submitting Separate Marketing 
Applications and Clinical Data for Purposes of Assessing User Fees for details). 


5 See the final rule “Requirements on Content and Format of Labeling for Human Prescription Drug and Biological 
Products” (71 FR 3922, January 24, 2006). 
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61 Under this rule, prescription labeling must contain three sections:  Highlights, Full Prescribing 
62 Information:  Contents, and Full Prescribing Information (21 CFR 201.56(d)(1)).  Highlights 
63 must contain the drug’s proprietary name,6 nonproprietary name7 together with any appropriate 
64 descriptors, dosage form, route of administration, and the controlled substance symbol, if 
65 applicable (21 CFR 201.57(a)(2)).  This information follows the Highlights Limitation Statement 
66 (21 CFR 201.57(a)(1)) and is referred to as the product title in this guidance. Additionally, 
67 Highlights must include the year of the initial U.S. approval, which must be placed directly 
68 underneath the product title (21 CFR 201.57(a)(3)). 
69 
70 
71 III. SOURCES FOR PRODUCT TITLE TERMINOLOGY  
72 
73 A. Drug Names 
74 
75 1. Proprietary Name 
76 
77 The proprietary name is the exclusive name of a drug product owned by a company under 
78 trademark law regardless of registration status with the U.S. Patent and Trademark Office.   
79 
80 2. Nonproprietary Name 
81 
82 a. Nonproprietary name of drug products approved under the Federal Food, 
83 Drug, and Cosmetic Act  
84 
85 The nonproprietary name of a drug product approved under the Federal Food, Drug, and 
86 Cosmetic Act (FD&C Act) is its established name (see the Glossary), which ordinarily will be 
87 the United States Pharmacopeia (USP) drug product monograph title for that drug product.8  If 
88 there is no USP monograph for the drug product under review, then the applicant should refer to 
89 21 CFR 299.4(e) (addressing established names for drugs) and the USP nomenclature guidelines 
90 as set forth in the USP General Chapter <1121> Nomenclature for guidance.9 


91 


6 For purposes of this guidance, proprietary name refers to both the proprietary name of a drug product and to the 
trade name of a biological product (see the Glossary). The FDA recognizes that not all products have a proprietary 
name. 


7 For purposes of this guidance, nonproprietary name refers to both the established name of a drug product and to 
the proper name of a biological product except where indicated (see the Glossary). 


8 See section 502(e)(3) of the FD&C Act; 21 CFR 299.4. 


9 According to the USP Nomenclature Guidelines (http://www.usp.org) that are referenced in General Chapter 
<1121>, the general format for a drug product monograph title is [DRUG][ROUTE OF 
ADMINISTRATION][DOSAGE FORM].  Early identification of unique considerations for any of the three 
components of the monograph title for a drug product is important.  


3 




http:http://www.usp.org
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92 b. Nonproprietary name of biological products licensed under the Public 
93 Health Service Act 
94 
95 For biological products licensed under the PHS Act, the nonproprietary name of the product that 
96 is to appear in the product title is the product’s proper name, which is the name designated in the 
97 license for use upon each package of the product.10 


98 
99 B. Dosage Form 


100 
101 Applicants should refer to the USP as the source for dosage form terminology for use in the 
102 nonproprietary name portion of the product title in Highlights.11  Currently, this information is 
103 located in General Chapters <1151> Pharmaceutical Dosage Forms, <5> Inhalation and Nasal 
104 Drug Products — General Information and Quality Tests, and <1121> Nomenclature. The 
105 existing USP monograph titles for specific drug products also can be used as examples of 
106 appropriate dosage form terminology because, in some cases, the monographs for a new dosage 
107 form become official before incorporation of that new dosage form in one of the previously 
108 mentioned General Chapters.12  See Appendix A for a list of commonly used dosage form terms.  
109 This list was developed using information obtained from the USP General Chapters and 
110 monographs. In addition, it includes FDA-recommended terms that have not yet received full 
111 endorsement by the USP.  To assist the reader, older dosage form terms that are no longer used 
112 have been included on the list along with references to currently accepted terminology.  If an 
113 applicant determines that a term different from any of the examples is appropriate, the applicant 
114 is encouraged to initiate discussions with the FDA as soon as possible. 
115 
116 The FDA Data Standards Manual (DSM) should not be used to select terminology for the dosage 
117 form of a drug product.  The DSM often uses more specific dosage form terminology than is 
118 recommended for product title purposes.  
119 
120 C. Route of Administration 
121 
122 When the nonproprietary name does not include the route of administration, a route of 
123 administration must be added to the product title in Highlights (21 CFR 201.57(a)(2)) (see 
124 section IV.D, Route of Administration).  Appendix B lists the most commonly used route of 


4 



10 See 21 CFR 600.3(k). 


11 When there is an applicable USP monograph title for the drug product, applicants must use the monograph title as 
the source for dosage form terminology for use in the nonproprietary name portion of the product title in Highlights 
(section 502(e) of the FD&C Act). 


12 Knowledge of the history of USP monographs is important when selecting which monograph titles to use as 
models.  USP notes in the USP Nomenclature Guidelines (http://www.usp.org) that are referenced in General 
Chapter <1121> that some existing monograph titles do not conform to the formats outlined in <1121> because the 
monograph titles were adopted before the establishment of the title formats and nomenclature policies set forth in 
<1121>.  USP advises that such monograph titles should not be interpreted as establishing a precedent for other 
monograph titles. 



http:Chapters.12

http:Highlights.11

http:product.10
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125 administration terms for use in the product title in Highlights.13  This list is derived from the 
126 FDA DSM Route of Administration list14 with minor differences made to create a list for use in 
127 the product title. If an applicant determines that a route of administration term different from 
128 any of the examples is appropriate, the applicant is encouraged to initiate discussions with the 
129 FDA. 
130 
131 D. Controlled Substance Symbol 
132 
133 The controlled substance schedule, and thus its symbol, is assigned by the Drug Enforcement 
134 Administration (DEA).  As described in 21 CFR parts 1302 and 1308, a drug may be assigned to 
135 controlled substance schedule I, II, III, IV, or V.   
136 
137 
138 IV. PRODUCT TITLE CONTENT AND FORMAT  
139 
140 A. Basic Format 
141 
142 The product title must include the drug name(s) (proprietary and nonproprietary), dosage form, 
143 route of administration, and, when applicable, controlled substance symbol (21 CFR 
144 201.57(a)(2)). 
145 
146 The entire product title must be in bold print (21 CFR 201.57(d)(5)). The product title should be 
147 in the same type face and font size as the rest of Highlights. The product title should be 
148 presented as continuous wrapping text to maintain consistency among all approved drug products 
149 and to preserve space in Highlights.15  Abbreviations should be avoided in the product title 
150 because they may be misread, increasing the risk of confusion or medication errors.    
151 
152 It should be noted that 21 CFR 201.57(a)(2) does not include the drug product strength as part of 
153 the product title. The regulations under 21 CFR 201.57(a)(8) require that the strength appear 
154 under the Dosage Forms and Strengths heading in Highlights.  Omitting strengths from the 
155 product title avoids clutter and redundancy within Highlights (see section V., Items That Should 
156 Not Be Included in the Product Title). 
157 


5 



13 Many of the terms in Appendix B are also used when including the route of administration in the nonproprietary 
name.  When there is an applicable USP monograph title for the drug product, applicants must use the monograph 
title as the source for route of administration terminology for use in the nonproprietary name portion of the product 
title in Highlights (section 502(e) of the FD&C Act). 


14 


http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/D 
ataStandardsManualmonographs/ucm071667.htm. 


15 In rare cases, such as for complex product titles, it may be preferable not to wrap the text continuously for clarity.  
For example, the dosage form and route of administration could be presented on the line beneath the drug name(s). 



http:Highlights.15

http:Highlights.13
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158 B. Drug Names 
159 
160 1. General Format 
161 
162 a. Display of the proprietary name 
163 
164 The proprietary name should appear in uppercase letters, regardless of how it is displayed 
165 elsewhere (e.g., on the container and carton labeling), to easily identify the drug product and 
166 distinguish it from the rest of the product title.   
167 
168 b. Display of the nonproprietary name for nonbiological drug products 
169 
170 
171 


The nonproprietary name of a nonbiological drug product should appear in parentheses in 
lowercase letters.16  The FDA recommends two options for the placement of the parentheses 


172 around the nonproprietary name.  The option selected should correspond to the proprietary name 
173 that precedes it.  Examples provided throughout the guidance illustrate the two different 
174 approaches, which are as follows: 
175 
176 (1) If the proprietary name corresponds to a drug product available in a single dosage form, 
177 the entire nonproprietary name including the dosage form and, when applicable, the route 
178 of administration should be included in the parentheses.    
179 
180 For example: 
181 
182 The drug name “MYDRUG (drugozide nasal spray)” indicates that the proprietary 
183 name “MYDRUG” is assigned only to the nasal spray dosage form.   
184 
185 (2) If an applicant intends to market other dosage forms of the same active ingredient (see 
186 
187 


the Glossary) under the same proprietary name, only the reference to the chemical 
component portion of the nonproprietary name should appear within the parentheses.17 


188 
189 For example: 
190 
191 The drug name “MYDRUG (drugozide) nasal spray” indicates that the proprietary 
192 name “MYDRUG” may be assigned to multiple dosage forms.   
193 
194 c. Display of the nonproprietary (proper) name for biological products 
195 
196 The proper names of biological products typically do not include a route of administration or 
197 dosage form. Therefore, the route of administration and/or dosage form should not be located 


16 Exceptions from this approach may be appropriate for certain drug products (lipids, liposomes, and for isotope 
nomenclature as described in section IV.E., Drug Products With Special Nomenclature Considerations) and for 
certain accepted scientific terms (e.g., microbiologic nomenclature for a genus or serogroup). 


17 For a nonbiological drug product, the name used for the chemical component (active ingredient or active moiety) 
is selected based on the recommendations set forth in General Chapter <1121>. 


6 
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198 inside the parentheses, as shown in the example in this subsection and subsequent similar 
199 examples throughout this guidance, to signify certain characteristics of a drug product.   
200 
201 For example:   
202 
203 MYDRUG (drugimab-cznm) injection, for subcutaneous use 
204 
205 d. Special considerations for nonproprietary names of drug products that 
206 contain a salt 
207 
208 Applicants for new salt drug products should consult the General Chapter <1121> discussion of 
209 USP’s naming policy for such drug products.  Under the USP’s policy, the titles of USP 
210 monographs for drug products formulated with a salt of an acid or base typically use the name of 
211 the active moiety (e.g., “MYDRUG (drugozide) tablets, for oral use”), rather than the salt 
212 form (e.g., “MYDRUG (drugozide hydrochloride) tablets, for oral use”). There are 
213 
214 


exceptions to this general rule if the salt conveys vital clinical information, in which case the 
nonproprietary name should include the salt.18  The FDA also recommends that applicants for 


215 such drug products consult the relevant review division early in the development process for 
216 guidance on the appropriate nonproprietary name for such drug products.   
217 
218 2. Fixed-Combination Drug Products 
219 
220 For purposes of this guidance, a fixed-combination drug product is one in which two or more 
221 active ingredients are combined at a fixed dosage in a single dosage form. 
222 
223 For fixed-combination drug products, the word “and” should be used to separate the active 
224 ingredients in the nonproprietary name.  Slash marks (/) should be avoided because they may be 
225 misread, leading to an increased risk of confusion and medication errors. 
226 
227 For example:   
228 
229 MYDRUG (drugozide and drugomycin capsules), for oral use 
230 
231 If there are more than two active ingredients, they should be written following the convention of 
232 a, b, and c. 
233 
234 For example:   
235 
236 MYDRUG (drugozide, drugomycin, and drugazole) capsules, for oral use 
237 
238 3. Drug Products Without Proprietary Names 
239 
240 If the drug product does not have a proprietary name, the chemical component portion of the 
241 nonproprietary name should appear in all uppercase letters to easily identify the subject drug and 


18 See the guidance for industry Naming of Drug Products Containing Salt Drug Substances. 
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242 distinguish it from the rest of the product title, and the parentheses around the name should be 
243 omitted entirely.   
244 
245 For example:   
246 
247 DRUGOZIDE oral solution  
248 DRUGOZIDE tablets, for oral use 
249 
250 C. Dosage Form 
251 
252 1. General Format 
253 
254 The dosage form should appear in all lowercase letters.  The plural noun of the dosage form 
255 (e.g., lozenges) should be used unless the drug product is supplied only as a single unit (e.g., 
256 intravitreal insert). 
257 
258 2. Multiple Dosage Forms 
259 
260 If the labeling discusses multiple dosage forms for a drug product under the same proprietary 
261 name, each dosage form should be presented on a separate line for ease of reading. 
262 
263 For example:   
264 
265 MYDRUG (drugozide) tablets, for oral use  
266 MYDRUG (drugozide) oral solution  
267 MYDRUG (drugozide) injection, for intravenous use 
268 
269 3. Dosage Form Descriptors 
270 
271 The descriptors extended-release and delayed-release are the only terms that should be used, if 
272 applicable, when describing a modified-release dosage form (see Appendix A).   
273 
274 For example:   
275 
276 MYDRUG (drugozide) delayed-release capsules, for oral use 
277 MYDRUG (drugozide) for extended-release oral suspension 
278 
279 If a fixed-combination drug product contains active ingredients with a combination of release 
280 characteristics, the nomenclature of the product should be based on the following principles: 
281 
282  A combination of immediate-release and extended-release is referred to as extended-
283 release 
284 
285  A combination of delayed-release and extended-release is referred to as extended-release 
286 
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287  A combination of immediate-release and delayed-release with at least one active 
288 ingredient exhibiting both release characteristics is referred to as extended-release 
289 
290  A combination of immediate-release and delayed-release with no active ingredient 
291 exhibiting both characteristics is referred to as delayed-release  
292 
293 4. Drug Products Requiring Reconstitution 
294 
295 The use of the word “for” before a dosage form term should be used to describe a solid dosage 
296 form (e.g., lyophilized powder or granules) that requires reconstitution before administration (see 
297 Appendix A). 
298 
299 For example:   
300 
301 MYDRUG (drugozide) for oral suspension 
302 MYDRUG (drugozide) for injection, for intravenous use 
303 
304 5. Injectable Drug Products  
305 
306 The dosage form injection should be used for drug products available as solutions that will be 
307 injected, regardless of whether or not they need further dilution before administration.  The term 
308 injection assumes that the drug product is a solution, whereas for injection should be used when 
309 the drug product is a solid (e.g., lyophilized powder) that must be reconstituted before 
310 administration (see Appendix A).19 


311 
312 For example:   
313 
314 MYDRUG (drugozide injection), for intravenous use 
315 MYDRUG (drugozide) injectable suspension, for subcutaneous use 
316 MYDRUG (drugozide) for injectable suspension, for intramuscular use   
317 
318 6. Drug Delivery Systems 
319 
320 If the drug product includes a delivery system (e.g., inhaler or pen injector), the system should 
321 not be included in the nonproprietary name because the delivery system generally is not part of 
322 the dosage form of a drug product.  Descriptions of delivery systems should be presented 
323 elsewhere in the labeling (e.g., in the DOSAGE AND ADMINISTRATION, DESCRIPTION, 
324 and HOW SUPPLIED/STORAGE AND HANDLING sections).   
325 
326 For example:   
327 
328 A drug product with a pen injector for subcutaneous administration should not include the 
329 delivery system in the product title (e.g., “MYDRUG (drugozide) injection, for 
330 subcutaneous use”). 
331 


19 See General Chapter <1121> for additional information on the nomenclature of injectable drug products.  
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332 The proprietary name of a delivery system can be included in the product title if it is part of the 
333 official proprietary name of the drug product, and therefore can appear with the proprietary 
334 name.   
335 
336 For example:   
337 
338 MYDRUG NEWHALER (drugozide) inhalation solution, for oral inhalation use 
339 
340 D. Route of Administration 
341 
342 1. General Format 
343 
344 For most dosage forms other than tablets, capsules, and injections, the route of administration 
345 usually precedes the dosage form (see Appendix A for recommendations for dosage forms).  The 
346 route of administration need not be repeated if it precedes the dosage form. 
347 
348 For example:   
349 
350 MYDRUG (drugozide) otic solution   
351 MYDRUG (drugozide nasal spray) 
352 
353 When the dosage form is not preceded by the route of administration, the route should be 
354 presented as “for [route] use,” preceded by a comma, and should appear in all lowercase letters.    
355 
356 For example:   
357 
358 MYDRUG (drugozide) ointment, for topical use  
359 MYDRUG (drugozide tablets), for oral use 
360 
361 Because the product title cannot address all potential safety concerns and many drug products are 
362 administered by a single route, the word “only” should not appear with the route of 
363 administration (e.g., for topical use only).  However, omitting such descriptors from the product 
364 title is not intended to establish a precedent for how route of administration information should 
365 be presented elsewhere on the container and carton labeling (see section VI., Product Title and 
366 Implications for Container and Carton Labeling) and elsewhere in the prescribing information 
367 (e.g., in the DOSAGE AND ADMINISTRATION section). 
368 
369 2. Injectable Drug Products  
370 
371 When the dosage form is an injection, the route of administration should follow the dosage form, 
372 preceded by a comma.  Abbreviations should be avoided in the product title because they may be 
373 misread, increasing the risk of confusion and medication errors.  For example, applicants should 
374 use the words “intravenous” or “subcutaneous” instead of “IV” or “SC.”  
375 
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376 For example:   
377 
378 MYDRUG (drugozide) injection, for intramuscular use 
379 
380 3. Multiple Routes of Administration 
381 
382 If a drug product has more than one route of administration, the word “or” should be used to 
383 separate two routes. For more than two routes of administration, the convention of a, b, or c 
384 should be followed. 
385 
386 For example:   
387 
388 MYDRUG (drugozide) injection, for intramuscular, subcutaneous, or intravenous use 
389 
390 4. Intravenous Methods 
391 
392 For drugs that are administered by specific intravenous methods (e.g., intravenous push or 
393 intravenous infusion), the route of administration should remain for intravenous use because 
394 21 CFR 201.57(a)(2) does not specify methods of administration as an element of the product 
395 title. Additional descriptors of the method should be included elsewhere in labeling (e.g., 
396 presented prominently under the Dosage and Administration heading in Highlights) to help 
397 ensure safe use of the drug. Additionally, container and carton labeling can include such 
398 descriptors (e.g., for intravenous infusion instead of for intravenous use) (see section VI., 
399 Product Title and Implications for Container and Carton Labeling).  
400 
401 5. Inhaled Drug Products 
402 
403 Inhaled drug products are unique because the definition of the route of administration term 
404 inhalation is used for drug products approved for both oral and nasal use. Therefore, the precise 
405 inhalation route (i.e., oral inhalation, nasal inhalation, or simply inhalation if both uses are 
406 approved) should be included in the product title (see Appendix B). This is an exception to the 
407 recommendation that the route need not be repeated if it is part of the nonproprietary name (see 
408 section IV.D.1., General Format). 
409 
410 For example:   
411 
412 MYDRUG (drugozide) inhalation aerosol, for oral inhalation use 
413 MYDRUG (drugozide) inhalation solution, for inhalation use 
414 
415 E. Drug Products With Special Nomenclature Considerations 
416 
417 1. Infusion Solutions 
418 
419 Premixed drug products for infusion should have nonproprietary names formatted as “[drug] in 
420 [vehicle] injection.” Examples of names of drug products for infusion as they should appear in 
421 the product title are given below. 
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422 
423 For example:   
424 
425 MYDRUG (drugozide in dextrose injection), for intravenous use 
426 MYDRUG (drugozide in dextrose and sodium chloride injection), for intravenous use 
427 
428 Premixed drug products for infusion that do not have a proprietary name should be named using 
429 the format described under section IV.B.3., Drug Products Without Proprietary Names.  For 
430 example: 
431 
432 DRUGOZIDE IN DEXTROSE injection, for intravenous use  
433 
434 The strength of the vehicle should not be included in the product title.  However, on container 
435 and carton labeling, the strength of the vehicle(s) should be stated as if part of the nonproprietary 
436 name (e.g., 5% Dextrose Injection, or Dextrose Injection 5%; 5% Dextrose and 0.2% Sodium 
437 Chloride Injection, or Dextrose (5%) and Sodium Chloride (0.2%) Injection).  
438 
439 Injectable drug products that are packaged in combination with an infusion solution in a manner 
440 that does not allow for separate use of either product and are therefore intended to be mixed 
441 together (i.e., admixed) before use should be named using the format for combination products 
442 (see section IV.B.2., Fixed-Combination Drug Products).  An example of a product title for a 
443 dual chamber container that contains a lyophilized powder in one chamber and the infusion 
444 solution in another chamber is given below.   
445 
446 For example:   
447 
448 MYDRUG (drugozide for injection and dextrose injection), for intravenous use 
449 
450 For more complicated infusion solutions (e.g., three or more drug products in a closed, 
451 multichamber container that is mixed before administration), we encourage applicants to contact 
452 FDA review staff to determine the presentation of the product title. 
453 
454 2. Co-Packaged Drug Products 
455 
456 For purposes of this guidance, a co-packaged drug product is a product that contains two or more 
457 separate drugs in their final dosage forms that are intended to be used together for a common or 
458 related therapeutic purpose and that are contained in a single package or unit. 
459 
460 The dosage forms (and, if applicable as described in this guidance, the route of administration 
461 (see section IV.D., Route of Administration)) generally should appear within the nonproprietary 
462 name for clarity.  Also, for such drug products, a semicolon should be used between the 
463 nonproprietary names instead of the word “and” to differentiate co-packaged drug products from 
464 fixed-combination drug products.  The word “co-packaged” should appear after the 
465 nonproprietary names. 
466 
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467 The route of administration should be included after the parentheses as recommended in section 
468 IV.D., Route of Administration.   
469 
470 For example:   
471 
472 MYDRUG (drugozide tablets; drugomycin capsules), co-packaged for oral use 
473 MYDRUG (drugozide oral solution; drugomycin tablets), co-packaged for oral use 
474 
475 However, if each co-packaged drug product has the route of administration preceding the dosage 
476 form, the routes of administration need not be repeated in the product title. 
477 
478 For example:   
479 
480 MYDRUG (drugozide oral solution; drugomycin oral suspension), co-packaged  
481 MYDRUG (drugozide oral solution; drugomycin nasal spray), co-packaged 
482 
483 If the co-packaged drug products have different routes of administration, the routes of 
484 administration should be listed in the same order in which the drug products appear within the 
485 parentheses, followed by the word “respectively” for clarity. 
486 
487 For example:   
488 
489 MYDRUG (drugozide injectable suspension; drugomycin tablets), co-packaged for 
490 intramuscular use and for oral use, respectively 
491 
492 For more complicated co-packaged drug products (e.g., those with more than three drug 
493 products), we encourage applicants to contact FDA review staff to determine the presentation of 
494 the product title. 
495 
496 For drug products for which the required diluent is enclosed in the package (e.g., a vial 
497 containing a lyophilized powder is packaged with a small vial of sterile water for injection to be 
498 used in the reconstitution of the powder), the name of the diluent generally should not be 
499 included in the product title. For purposes of this guidance, this is not considered a co-packaged 
500 drug product or an infusion solution (see section IV.E.1., Infusion Solutions). 
501 
502 3. Lipid Complexes 
503 
504 Applicants should use the general format “[drug] lipid complex type X [dosage form]” when 
505 naming a lipid complex drug product. 
506 
507 Applicants should assume that the first lipid complex product approved for a particular drug and 
508 dosage form is type A, so the type should not be given (i.e., “type A” should not be included in 
509 the labeling). For subsequent drug products of the same drug and dosage form, applicants should 
510 list the type and replace “X” sequentially with B, C, D, . . . Z.  For generic drugs, the name and 
511 type designation should match the reference listed drug (RLD).  
512 
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513 For example:   
514 
515 MYDRUG (drugozide lipid complex type B injection), for intravenous use 
516 
517 4. Liposomes 
518 
519 Applicants should use the general format “[drug] liposome type X [dosage form]” or “[drug] 
520 pegylated liposome type X [dosage form]” when naming a liposomal drug product. 
521 
522 Applicants should assume that the first liposome product approved for a particular drug and 
523 dosage form is type A, so the type should not be given (i.e., “type A” should not be included in 
524 the labeling). For subsequent drug products of the same drug and dosage form, applicants should 
525 list the type and replace “X” sequentially with B, C, D, . . . Z.  For generic drugs, the name and 
526 type designation should match the RLD.  
527 
528 For example:   
529 
530 MYDRUG (drugozide liposome type C injection), for intravenous use 
531 MYDRUG (drugozide pegylated liposome injection), for intravenous use 
532 
533 5. Radiopharmaceuticals 
534 
535 a. General format 
536 
537 Radiopharmaceuticals are composed of two parts, a pharmaceutical and a radionuclide (isotope).  
538 
539 


Applicants should use the general format “[drug][isotope][route of administration][dosage 
form]” when naming a radiopharmaceutical drug product.20  When the drug is a salt and both 


540 parts of the salt appear in the nonproprietary name (e.g., radium chloride), the isotope should 
541 immediately follow the name of the radioactive element. 
542 
543 For example:   
544 
545 MYDRUG (urea C 14 capsules), for oral use 
546 MYDRUG (fludeoxyglucose F 18) injection, for intravenous use 
547 MYDRUG (radium Ra 223 chloride) injection, for intravenous use 
548 
549 For radiopharmaceuticals that include a ligand, applicants should use the general nomenclature 
550 format of the radiolabeled product “[drug][isotope][ligand][route of administration][dosage 
551 form].” 
552 
553 For example:   
554 
555 MYDRUG (technetium Tc 99m oxidronate injection), for intravenous use 


20 Because most radiopharmaceuticals are injections or capsules, the route of administration generally should not be 
included in the nonproprietary name.  The route of administration should follow the radiopharmaceutical name and 
should be presented as described in section IV.D., Route of Administration. 
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556 
557 For radiopharmaceuticals that are created using a kit that contains only a part of the active 
558 ingredient and/or for which the radionuclide is obtained from a separate source and added at the 
559 time of preparation, the name should be presented as “kit for the preparation of [product 
560 nonproprietary name].” 
561 
562 For example:   
563 
564 MYDRUG (kit for the preparation of technetium Tc 99m sestamibi injection), for 
565 intravenous use 
566 
567 For a radiopharmaceutical that is intended for ex-vivo radiolabeling with subsequent 
568 administration of the labeled drug product, the ultimate route of administration should not be 
569 included and should be described elsewhere in labeling.  Instead the phrase “for radiolabeling” 
570 should appear after the drug product name. 
571 
572 For example:   
573 
574 MYDRUG (indium In 111 oxyquinolone solution), for radiolabeling 
575 
576 b. Radionuclide generator and associated drug product nomenclature 
577 
578 In many cases, a generator is used to produce the radionuclide that is subsequently used as a drug 
579 product or mixed with other components to produce a drug product.  In these cases, the product 
580 title should display a name for both the generator and the final drug product and include the 
581 dosage form and route of administration.  The following formats should be used to create these 
582 different portions of the product title. 
583 
584  Generator Nomenclature:  When a generator is used to produce the radionuclide, 
585 applicants should use the general format “[nuclide][isotope] generator.”   
586 
587 For example:   
588 
589 MYDRUG (rubidium Rb 82 generator) 
590 
591  Generated Drug Product Nomenclature:  The name for the generator should be 
592 immediately followed by the phrase “to produce” and the name of the radionuclide that is 
593 produced. The salt should be included in this part of the product title when the eluting 
594 solution determines what salt is produced.  Applicants should use the general format “to 
595 produce [drug][isotope].” If a salt is eluted, the placement of the cation or anion portion 
596 of the chemical name should follow standard nomenclature rules for chemical substances. 
597 
598 For example:   
599 
600 to produce rubidium Rb 82 chloride 
601 to produce sodium pertechnetate Tc99m 
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602 
603  Dosage Form and Route of Administration:  The dosage form and route of administration 
604 should follow the name of the produced radionuclide and be presented as described 
605 earlier in sections IV.C., Dosage Form, and IV.D., Route of Administration. 
606 
607 In summary, the product title should be composed using the format “PROPRIETARY NAME 
608 ([nuclide][isotope] generator) to produce [drug][isotope].” 
609 
610 For example:   
611 
612 MYDRUG (rubidium Rb 82 generator) to produce rubidium Rb 82 chloride injection, 
613 for intravenous use 
614 MYDRUG (technetium Tc 99m generator) to produce sodium pertechnetate Tc99m 
615 injection, for intravenous use 
616 
617 F. Controlled Substance Symbol 
618 
619 If the DEA issues an interim final rule assigning a controlled substance schedule, the controlled 
620 substance symbol must be included in the product title (21 CFR 201.57(a)(2)).  The controlled 
621 substance symbol should appear at the end of the product title and be preceded by a comma.  The 
622 symbol should be written as “C” followed by the Roman numeral designating the schedule.  As 
623 described in 21 CFR 1302.03(c), the Roman numeral may immediately follow “C” or may be 
624 preceded by a hyphen (e.g., “CIII” or “C-III”). 
625 
626 For example:   
627 
628 MYDRUG (drugozide) extended-release tablets, for oral use, CIV  
629 MYDRUG (drugozide) injection, for intravenous use, C-II  
630 
631 If scheduling of the controlled substance is pending when the application is approved under 
632 section 505(c) of the FD&C Act or section 351(a) of the PHS Act, the product title should reflect 
633 the pending status of the scheduling action.   
634 
635 For example: 
636 
637 MYDRUG (drugozide) oral solution, [controlled substance schedule pending] 
638 
639 The product title must be updated with the controlled substance symbol after the DEA issues an 
640 interim final rule controlling the drug (21 CFR 201.57(a)(2)).21 


641 
642 


21 When the DEA issues an interim final rule controlling the drug, a supplement must be submitted to reflect the 
schedule (21 CFR 314.70 and 21 CFR 601.12(f)). 
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643 V. ITEMS THAT SHOULD NOT BE INCLUDED IN THE PRODUCT TITLE 
644 
645 In the interest of consistency, the FDA discourages the following content and/or formatting from 
646 being included in the product title in Highlights: 
647 
648  Drug product origin (e.g., synthetic, natural, or rDNA) unless it is required by regulation, 
649 it is part of the established name or proper name, or it is clinically relevant for the 
650 prescriber (e.g., human).22  (Important information on drug product origin can appear 
651 elsewhere in labeling (e.g., in the DESCRIPTION section).)  
652 
653  Slash (/) marks when displaying the name of combination products (see section IV.B.2., 
654 Fixed-Combination Drug Products). 
655 
656  Additional descriptors (e.g., single-dose vial or film-coated). 
657 
658  Methods of intravenous administration (e.g., infusion, bolus, or push) (see section 
659 IV.D.4., Intravenous Methods). 
660 
661  Dosage strength (e.g., drugozide ointment, 0.05%) (see section IV.A., Basic Format) 
662 (exceptions may be appropriate (e.g., for intravenous immunoglobulins or albumin 
663 biological products that are available in multiple strengths)).  
664 
665  Inactive ingredients or lack thereof (e.g., alcohol-free). 
666 
667  Abbreviations (e.g., IV for intravenous or HCl for hydrochloride) (see section IV.A., 
668 Basic Format). 
669 
670  Embedded graphics (see section IV.F., Controlled Substance Symbol). 
671 
672  Storage conditions (e.g., room temperature or frozen).  
673 
674 The following words should not be used in the product title in Highlights: 
675 
676  “USP” as part of the nonproprietary name in the product title in Highlights (as distinct 
677 from use on container or carton labeling)  
678 
679  “Concentrate” for drug products requiring dilution before administration (see 
680 Appendix A)23 


681 


22 For example, 21 CFR 640.80 requires the inclusion of the word “human” for albumin biological products. 


23 There are a few historical exceptions.  For example, USP retains “concentrate” in Potassium Chloride for Injection 
Concentrate and several other legacy drug products for various reasons. 
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682  “Powder” as a dosage form for drug products requiring reconstitution before 
683 administration (see section IV.C.4., Drug Products Requiring Reconstitution, section 
684 IV.C.5., Injectable Drug Products, and Appendix A)  
685 
686  “Solution” as a dosage form for injectable drug products (see Appendix A) 
687 
688  “Drops” as a dosage form for ophthalmic or otic suspensions and solutions (see 
689 Appendix A) 
690 
691  “Kit” (except when the marketed drug product does not contain the active ingredient (see 
692 section IV.E.5., Radiopharmaceuticals, and Appendix A)) 
693 
694  “Only” (e.g., for topical use only) (see section IV.D.1., General Format) 
695 
696 
697 VI. PRODUCT TITLE AND IMPLICATIONS FOR CONTAINER AND CARTON 
698 LABELING 
699 
700 The drug product information in the product title and on the container and carton labeling should 
701 be as consistent as possible. We acknowledge the following differences that may exist between 
702 the product title in Highlights and the container and carton labeling: 
703 
704  The proprietary name in the product title in Highlights should be presented in uppercase 
705 letters even if the proprietary name on the container and carton labeling is presented in a 
706 different manner. 
707 
708  The placement of the elements of the product title (e.g., controlled substance symbol) 
709 may occasionally vary between the container and carton labeling and the product title in 
710 Highlights. 
711 
712  Although all elements of a product title in Highlights should be presented on one line as 
713 space permits, dosage form and route of administration information can be presented 
714 beneath the drug or biological product name on container and carton labeling.      
715 
716  Abbreviations for salts (e.g., HCl for hydrochloride) are appropriate for use on container 
717 and carton labeling provided their use is consistent with USP’s labeling requirements.24 


718 
719  Generally, the strength of the drug product does not appear in the product title in 
720 Highlights, but appears elsewhere in the prescribing information and on container and 
721 carton labeling.25 


722 


24 See USP General Chapter <7> Labeling for additional information on labeling of drug products. 


25 For example, see 21 CFR 201.57(a)(8), 21 CFR 201.57(c)(4), 21 CFR 201.100(b)(4), 21 CFR 610.60, and 
21 CFR 610.61. 
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723  Route of administration information may differ between the container and carton labeling 
724 and the product title in Highlights.  For example: 
725 
726 ‒ When important for patient safety, the word “only” may appear with the route of 
727 administration (e.g., For topical use only) on the container and carton labeling, and 
728 elsewhere in the prescribing information, but should not be in the product title.   
729 
730 ‒ Methods of intravenous administration (e.g., intravenous infusion) may be on the 
731 container and carton labeling, but such terms should not be in the product title. 
732 
733 
734 VII. INITIAL U.S. APPROVAL 
735 
736 On the line immediately beneath the product title, the verbatim statement “Initial U.S. 
737 Approval” must be displayed, followed by a colon and the four-digit year in which the FDA 
738 initially approved the new molecular entity (NME),26 the new biological product,27 or the new 
739 combination of active ingredients (21 CFR 201.57(a)(3)).  The statement must be in bold print 
740 (21 CFR 201.57(d)(5)).  Applicants should not list multiple years or add footnotes in Highlights 
741 regarding the year of initial U.S. approval. Applicants should consider the following items when 
742 identifying the year of the initial U.S. approval in draft labeling and should contact the FDA if 
743 other concerns arise. 
744 
745 A. Active Moiety 
746 
747 For a drug product that is not a biological product and that contains only a single active moiety 
748 (see the Glossary), the initial U.S. approval is the year in which the first drug product containing 
749 that active moiety was approved, regardless of dosage form.  
750 
751 For example: 
752 
753 If the active moiety drugozide was originally approved as the NME drugozide hydrochloride, 
754 any subsequent product containing drugozide (e.g., drugozide hydrobromide or drugozide as 
755 a free base) should use the year of approval of drugozide hydrochloride when selecting the 
756 year of initial U.S. approval. 
757 
758 B. Multiple Dosage Forms 
759 
760 Multiple years should not be listed for drug products with multiple dosage forms approved in 
761 different years. The initial U.S. approval should be the year of first approval of the NME, new 
762 biological product, or new combination of active ingredients regardless of dosage form, even if 
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26 In some cases, a prodrug may be considered an NME.  Applicants should contact the FDA to determine if a 
prodrug meets the criteria to be considered an NME for the purposes of selecting the year of initial U.S. approval. 


27 For biosimilar products, see the draft guidance for industry Labeling for Biosimilar Products.  When final, this 
guidance will represent the FDA’s current thinking on this topic. 
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763 the labeling does not refer to the older formulation(s).  Differences in indications or dosing do 
764 not affect the year of initial U.S. approval. 
765 
766 C. Fixed-Combination Drug Products and Co-Packaged Drug Products 
767 
768 For fixed-combination drug products, the novelty of the combination is the determining factor 
769 for the initial U.S. approval. For example, if a fixed-combination drug product contains 
770 components that have each been previously approved individually, then the initial U.S. approval 
771 should be the year of the approval of the combination.  Likewise, if a fixed-combination drug 
772 product contains at least one component that has not previously been approved, then the initial 
773 U.S. approval should be the year of the approval of the combination, regardless of the date of 
774 approval of other previously approved components.  The same approach applies to co-packaged 
775 drug products. 
776 
777 D. Controlled Substances 
778 
779 In the case of an NME, new biological product, or new combination of active ingredients for 
780 which the Department of Health and Human Services recommends controls under the Controlled 
781 Substances Act, the year of initial U.S. approval comes from the “date of approval” determined 
782 
783 


under section 505(x) of the FD&C Act for new drug applications (NDAs) and under section 
351(n) of the PHS Act for 351(a) biologics license applications (BLAs).28 


784 
785 If scheduling of the controlled substance is pending when the application is approved under 
786 section 505(c) of the FD&C Act or section 351(a) of the PHS Act, the initial U.S. approval in the 
787 Highlights should reflect the pending status of the scheduling action. 
788 
789 For example: 
790 
791 Initial U.S. Approval: [pending controlled substance scheduling] 
792 
793 
794 


Highlights must be updated with the year of initial U.S. approval corresponding to the year in 
which the DEA issues an interim final rule controlling the drug (21 CFR 201.57(a)(3)).29 


795 
796 E. Racemates 
797 
798 If a drug product is to be approved containing only one enantiomer of an already approved 
799 racemate drug product, the year for the new drug product should be that of the racemate because 
800 the individual enantiomer has already been approved as part of the racemate.  The nonproprietary 
801 name of the originally approved racemate can be included in parentheses. 
802 


28 For affected applications approved after November 25, 2015 (the date that these subsections were added to the 
respective statutory provisions), the “date of approval” is the later of:  (1) the date the application is approved; or (2) 
the date that the DEA issues an interim final rule controlling the drug.  For applications approved before November 
25, 2015, the “date of approval” is the date of the FDA approval letter for the NDA or BLA. 


29 When the DEA issues an interim final rule controlling the drug, a supplement must be submitted to reflect the year 
of initial U.S. approval (21 CFR 314.70 and 21 CFR 601.12(f)). 
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803 For example:   
804 
805 If the drug product MYDRUG (esdrugozide) capsules is approved any time after the racemic 
806 mixture drug product’s approval in 1998, the line should read, “Initial U.S. Approval: 1998 
807 (drugozide).” 
808 
809 Additional information identifying the drug product components can be included in the 
810 DESCRIPTION section of the prescribing information.   
811 
812 F. Drug Efficacy Study Implementation Drugs 
813 
814 For a drug efficacy study implementation (DESI) drug, the initial U.S. approval should be the 
815 year of the original approval of the NME, not the year of the postapproval DESI update.   
816 
817 G. Approval of Previous Marketed Unapproved Drugs 
818 
819 For marketed unapproved drugs for which an NDA is later submitted and approved, the initial 
820 U.S. approval should be the year of the first NDA approval for the “new molecular entity, new 
821 biological product, or new combination of active ingredients.”30  For marketed unapproved 
822 fixed-combination drug products, see section VII.C., Fixed-Combination Drug Products and Co-
823 Packaged Drug Products. 
824 
825 H. Previously Approved Drug Product Reintroduced Into Market 
826 
827 When a previously approved drug product is removed from the market for any reason and 
828 subsequently reintroduced, the initial U.S. approval should be the year of the original approval of 
829 the “new molecular entity, new biological product, or new combination of active ingredients.”31 


830 For previously approved fixed-combination drug products, see section VII.C., Fixed-
831 Combination Drug Products and Co-Packaged Drug Products   
832 
833 


30 See 21 CFR 201.56(a)(3). 


31 See id. 
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834 GLOSSARY 
835 
836 Active ingredient:  An active ingredient is “any component that is intended to furnish 
837 pharmacological activity or other direct effect in the diagnosis, cure, mitigation, treatment, or 
838 prevention of disease, or to affect the structure or any function of the body of man or other 
839 animals.  The term includes those components that may undergo chemical change in the 
840 
841 


manufacture of the drug product and be present in the drug product in a modified form intended 
to furnish the specified activity or effect.”32 


842 
843 Active moiety:  Active moiety is “the molecule or ion, excluding those appended portions of the 
844 molecule that cause the drug to be an ester, salt (including a salt with hydrogen or coordination 
845 
846 


bonds), or other noncovalent derivative (such as a complex, chelate, or clathrate) of the 
molecule, responsible for the physiological or pharmacological action of the drug substance.”33 


847 
848 Biological product:  A biological product is “a virus, therapeutic serum, toxin, antitoxin, 
849 vaccine, blood, blood component or derivative, allergenic product, protein (except any 
850 chemically synthesized polypeptide) or analogous product, or arsphenamine or derivative of 
851 
852 


arsphenamine (or any other trivalent organic arsenic compound), applicable to the prevention, 
treatment, or cure of a disease or condition of human beings.”34 


853 
854 Established name:35  As defined in the FD&C Act, “the term ‘established name,’ with respect to 
855 a drug or ingredient thereof, means (A) the applicable official name designated pursuant to 
856 section 508, or (B) if there is no such name and such drug, or such ingredient, is an article 
857 recognized in an official compendium [see definition below], then the official title thereof in 
858 such compendium, or (C) if neither clause (A) or clause (B) of this subparagraph applies, then 
859 the common or usual name, if any of such drug or such ingredient, except that where clause (B) 
860 of this subparagraph applies to an article recognized in the United States Pharmacopeia and in 
861 the Homeopathic Pharmacopoeia under different official titles, the official title used in the 
862 
863 


United States Pharmacopeia shall apply unless it is labeled and offered for sale as a homeopathic 
drug, in which case the official title used in the Homeopathic Pharmacopoeia shall apply.”36 


864 
865 New molecular entity:  A new molecular entity is an active ingredient that contains no active 
866 moiety that has been previously approved by the FDA in an application submitted under section 
867 505 of the FD&C Act or has been previously marketed as a drug in the United States. 
868 
869 Nonproprietary name:  A name unprotected by trademark rights that is in the public domain.  It 
870 may be used by the public at large, both lay and professional.   


32 See 21 CFR 314.3(b). 


33 See 21 CFR 314.3(b). 


34 See section 351(i)(1) of the PHS Act. 


35 The nonproprietary name used in the product title for nonbiological drug products is the established name.  


36 See section 502(e)(3) of the FD&C Act. 
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871 
872 Official compendium:  Official compendium is defined in the FD&C Act as “the official United 
873 States Pharmacopoeia, official Homoeopathic Pharmacopoeia of the United States, official 
874 National Formulary, or any supplement to any of them.”37 


875 
876 Product title:  The product title of a drug product consists of the drug names, dosage form, route 
877 of administration, and controlled substance symbol (if applicable).38 


878 
879 Proper name:  For biological products, the proper name means “the name designated in the 
880 license for use upon each package of the product.”39 


881 
882 Proprietary name:  The exclusive name of a drug product owned by a company under 
883 trademark law regardless of registration status with the Patent and Trademark Office. 
884 


37 See section 201(j) of the FD&C Act. 



38 See 21 CFR 201.57(a)(2).
 


39 See 21 CFR 600.3(k); the nonproprietary name used in the product title for biological products is the proper name. 
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885 APPENDIX A:   
886 DOSAGE FORM TERMS FOR USE IN HUMAN DRUG PRODUCT LABELING 
887 
888 The following list of dosage forms has been created to assist the reader in selecting the proper 
889 dosage form terminology for use in the nomenclature of human drug products.     
890 
891 The basic dosage form terms appear along the left margin.  Examples of how the basic dosage 
892 form terms are used when combined with other modifiers and/or routes of administration are 
893 provided as indented text. 
894 
895  A bolded and underlined term means both the FDA and the United States Pharmacopeia 
896 (USP) recommend use of the term 
897 
898  A bolded term means the FDA recommends use of the term 
899 
900  An underlined term means USP recommends use of the term 
901 
902  A term neither bolded nor underlined means the term is a nonpreferred term 
903 
904  Italicized examples are the subject of discussion between the FDA and USP 
905 
906 Dosage form terms that appear only in bolded or underlined print are being discussed by the 
907 FDA and USP and represent terminology that may be changed at a later date.  If the term is 
908 neither bolded nor underlined, then the term is a nonpreferred term and the reader is directed to 
909 preferred terminology.  In some cases, USP monographs using nonpreferred terms still exist.  
910 However, these older, noncompliant terms found in monographs should not be cited as a 
911 precedent for future use of the dosage form terms.   
912 
913 Indented beneath the basic dosage form term is a list of examples of how the dosage form term 
914 has been used in the nomenclature of drug products.  Although an attempt has been made to 
915 make a complete list of all currently used route of administration/dosage form formats, it is 
916 recognized that new formats are created as new dosage forms or drug products with new routes 
917 of administration are developed.  These examples often demonstrate how a route of 
918 administration is (or is not) used in association with the dosage form when creating a drug 
919 product nonproprietary name.  There are also examples in which the dosage form includes an 
920 additional term that specifies that the release of the drug product has been modified.   
921 
922 The use of the word “for” before a dosage form term is used to describe a solid dosage form 
923 (e.g., lyophilized powder or granules) that requires reconstitution before administration.  The 
924 plural noun of the dosage form (e.g., lozenges) should be used unless the drug product is 
925 supplied only as a single unit (e.g., intravitreal insert). 
926 
927 If an applicant determines that a format different from any of the examples is appropriate, the 
928 FDA encourages the applicant to initiate discussions with the FDA as soon as possible.    
929 
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930 For biological products, applicants are encouraged to initiate discussions with the FDA on 
931 selection of dosage form terminology. 
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932 Terminology 
933 
934 Aerosol 
935 Aerosols are packaged under pressure. All aerosols are assumed to be metered except topical 
936 aerosols. Topical aerosols are assumed not to be metered unless labeling indicates they are 
937 metered. 
938 
939 inhalation aerosol — assumed to be for oral inhalation 
940 lingual aerosol 
941 nasal aerosol 
942 topical aerosol  
943 
944 Bead — not preferred, see “Pellet” 
945 
946 Caplet — not preferred, see “Tablet” 
947 
948 Capsule 
949 Capsules are assumed to be oral. 
950 Note: In the past, the terminology “vaginal capsules” was used, but these drug products are 
951 now referred to as “vaginal inserts.” 
952 
953 capsules 
954 delayed-release capsules 
955 extended-release capsules 
956 
957 Collodion — not preferred, see “Solution”  
958 Note: Collodion is reserved for pyroxilin in alcohol and ether. 
959 
960 Concentrate — not preferred term for human drug products, see the appropriate dosage form 
961 (e.g., “Solution” or “Suspension”) 
962 Note: USP General Chapter <1121> Nomenclature refers to the USP Nomenclature 
963 Guidelines that currently restrict the use of “concentrate” to drug substances that are not 
964 intended for direct administration.   
965 
966 Cream 
967 A cream is a semisolid emulsion dosage form.  It is assumed to be topical unless otherwise 
968 specified. 
969 
970 cream 
971 vaginal cream 
972 
973 Drop — not preferred, see the appropriate dosage form (e.g., “Solution” or “Suspension”) 
974 
975 Elixir — not preferred, see “Solution” 
976 
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977 Emulsion 
978 Emulsion is used as a dosage form term only when a more specific term (e.g., cream, lotion, 
979 ointment) is not applicable. 
980 
981 ophthalmic emulsion 
982 oral emulsion 
983 topical emulsion — not preferred, see “Lotion” 
984 see also “Injection” for injectable emulsion 
985 
986 Film 
987 A film is a thin sheet of material.   
988 
989 buccal film 
990 oral film 
991 sublingual film 
992 
993 Foam 
994 
995 topical foam 
996 see also “Injection” for injectable foam 
997 
998 Gas 
999 The name of the specific gas should be used without the use of the term “gas.” 


1000 
1001 medical air 
1002 oxygen 
1003 
1004 Gel 
1005 
1006 dental gel 
1007 nasal gel 
1008 ophthalmic gel 
1009 oral gel 
1010 periodontal gel 
1011 topical gel 
1012 vaginal gel 
1013 
1014 Gels 
1015 
1016 chewable gels 
1017 
1018 Granule 
1019 This term should be used when the drug product is administered as granules.  For granules 
1020 that are reconstituted to make the administered dosage form, the word “for” should be 
1021 inserted in front of the route of administration and dosage form.  For example: In the case of 


27
 







 


 


 


 
 


 


 
  


 


 
 


 
  
 


 


 
  


 
 


 


 
 


Contains Nonbinding Recommendations 
Draft – Not for Implementation 


1022 granules that are reconstituted to make an oral solution, the appropriate nomenclature would 
1023 be “[DRUG] for oral solution.” 
1024 
1025 oral granules 
1026 
1027 Gum 
1028 
1029 Gum 
1030 
1031 Implant 
1032 Implants are inserted into the body often using a special injector or by surgical incision.  As 
1033 with injections, the specific route of administration typically is not included in the 
1034 nonproprietary name unless there is only a single anatomical location for the implant. 
1035 
1036 implant(s)   
1037 intravitreal implant     
1038 
1039 Inhalant 
1040 The FDA and USP need to have further discussion regarding this dosage form. 
1041 
1042 inhalant(s) 
1043 
1044 Inhalation — not preferred, see the appropriate dosage form (e.g., “Solution” or “Suspension”) 
1045 Health care providers often use the term “inhalation” as a dosage form when it is actually a 
1046 method of administration.  Inhaled drug products are administered orally with the use of a 
1047 nebulization system or an external nebulizer.  “Sterile water for inhalation” is the only drug 
1048 product that uses “inhalation” as the dosage form. 
1049 
1050 Injection 
1051 For injections, the route should not be included in the nonproprietary name.  The specific 
1052 route of administration (e.g., intramuscular, subcutaneous) appears elsewhere.  
1053 
1054 injection 
1055 for injection 
1056 extended-release injection 
1057 injectable emulsion 
1058 injectable foam 
1059 injectable suspension 
1060 for injectable suspension 
1061 extended-release injectable suspension (The USP Nomenclature, Safety and Labeling 
1062 Expert Committee voted to adopt this terminology, but the terminology has not yet 
1063 become official in the United States Pharmacopeia-National Formulary (USP-NF).) 
1064 for extended-release injectable suspension (The USP Nomenclature, Safety and Labeling 
1065 Expert Committee voted to adopt this terminology, but the terminology has not yet 
1066 become official in the USP-NF.) 
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1067 for injection concentrate (Currently reserved for “potassium chloride for injection 
1068 concentrate.” This terminology is restricted for use with only this drug product by the 
1069 USP Nomenclature Guidelines that are referenced in General Chapter <1121>.  
1070 Therefore, it may not be used for another drug product unless the FDA and USP agree 
1071 its use is appropriate.) 
1072 see also “Lipid Complex” and “Liposome” 
1073 
1074 Drug products for infusion have monograph titles based on the following general format:  
1075 
1076 [drug] in [vehicle] injection 
1077 
1078 Specific examples of formats that currently appear in the USP are shown below.  The 
1079 concentration of the vehicle(s) named in the official title is/are stated as if part of the official 
1080 title (e.g., “dextrose injection 5%,” or “dextrose (5%) and sodium chloride (0.2%) injection”) 
1081 on the container label and carton labeling, but not on the product title line.   
1082 
1083 in dextrose injection 
1084 in dextrose and sodium chloride injection  
1085 in lactated ringer’s and dextrose injection 
1086 in sodium chloride injection  
1087 
1088 Insert 
1089 Note: Inserts are inserted into a naturally occurring body cavity other than the mouth or 
1090 rectum.  See “Suppository” for drug products inserted into the rectum. 
1091 
1092 urethral inserts 
1093 vaginal inserts 
1094 
1095 Irrigation 
1096 Irrigation is a sterile solution intended to bathe or flush open wounds or body cavities.  
1097 Irrigations are used to rinse body surfaces other than the mouth.  There is a need to carefully 
1098 differentiate among related terms (e.g., irrigation, rinse, and solution).  The route of 
1099 administration typically is not included in the nonproprietary name unless there is a highly 
1100 specific route. 
1101 
1102 irrigation 
1103 for irrigation 
1104 intraocular irrigation 
1105 
1106 Jelly — not preferred, see “Gel” 
1107 
1108 Kit — not a dosage form 
1109 
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1110 Lipid Complex 
1111 A lipid complex is not a dosage form.  However, it has been included in this list to assist the 
1112 user in developing proper nomenclature for drug products that are lipid complexes.  The 
1113 general nomenclature format is: 
1114 
1115 [drug] lipid complex type X [dosage form] 
1116 
1117 The drug name and dosage form replace the brackets.  Applicants should assume that the first 
1118 lipid complex product approved for a particular drug and dosage form is type A, so the type 
1119 should not be given (i.e., “type A” should not be included in the labeling).  For subsequent 
1120 drug products of the same drug and dosage form, applicants should list the type and replace 
1121 “X” sequentially with B, C, D, . . . Z. 
1122 
1123 Liposome 
1124 A liposome is not a dosage form.  However, it has been included in this list to assist the user 
1125 in developing proper nomenclature for liposomal drug products.  The general nomenclature 
1126 format is: 
1127 
1128 [drug] liposome type X [dosage form]   
1129 
1130 Or 
1131 
1132 [drug] pegylated liposome type X [dosage form] 
1133 
1134 The drug name and dosage form replace the brackets.  Applicants should assume that the first 
1135 liposome product approved for a particular drug and dosage form is type A, so the type 
1136 should not be given (i.e., “type A” should not be included in the labeling).  For subsequent 
1137 drug products of the same drug and dosage form, applicants should list the type and replace 
1138 “X” sequentially with B, C, D, . . . Z. 
1139 
1140 Liquid 
1141 A liquid is a dosage form consisting of a pure chemical in its liquid state.  This dosage form 
1142 should not be applied to solutions. Typically, the term “liquid” is not used in drug product 
1143 nonproprietary names.  Rare exceptions may be permitted (e.g., oral liquid). 
1144 
1145 Lotion 
1146 A lotion is an emulsion, liquid dosage form.  It is assumed to be topical. 
1147 
1148 lotion 
1149 
1150 Lozenge  
1151 A lozenge is assumed to be oral. 
1152 
1153 lozenges 
1154 
1155 Mouthwash — not preferred, see “Rinse” 
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1156 
1157 Ointment 
1158 An ointment is assumed to be topical unless otherwise specified.  If multiple routes are 
1159 approved (e.g., topical and rectal), no route is associated with the dosage form term (e.g., 
1160 ointment).  The route should be included only if it is the sole approved nontopical route (e.g., 
1161 ophthalmic ointment). 
1162 
1163 ointment 
1164 nasal ointment 
1165 ophthalmic ointment 
1166 
1167 Paste 
1168 A paste is assumed to be topical unless otherwise specified. 
1169 
1170 paste 
1171 dental paste 
1172 oral paste 
1173 
1174 Patch — not preferred for use in nonbiologic drug product nomenclature, see “System” 
1175 Note: This term has been used historically for allergen patch test products.  
1176 
1177 Pellet 
1178 See also “Implant”; many pelletized dosage forms are implants.  The FDA and USP need to 
1179 have further discussion concerning this dosage form. 
1180 
1181 pellets 
1182 oral pellets 
1183 
1184 Pill — not preferred, see “Tablet” or “Capsule”  
1185 Note: Pill is reserved for a solid, spherical dosage form usually prepared by a wet massing, 
1186 piping, and molding technique. 
1187 
1188 Plaster — not preferred 
1189 
1190 Pledget — not preferred, see “Swab” 
1191 
1192 Powder 
1193 This term is used when the drug product is administered as a powder.  For a powder that is 
1194 reconstituted to make the administered dosage form, the word “for” should be inserted in 
1195 front of the route of administration and dosage form.  For example: In the case of a powder 
1196 that is reconstituted to make an oral solution, the appropriate terminology would be 
1197 “[DRUG] for oral solution.” 
1198 
1199 inhalation powder — assumed to be for oral inhalation 
1200 nasal powder — used topically in the nose 
1201 nasal inhalation powder — used for powder inhaled through the nose 
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1202 oral powder 
1203 topical powder 
1204 
1205 Rinse 
1206 This term is reserved for drug products that are used to rinse the mouth, then expectorated.  
1207 Use “Irrigation” for other routes of administration when the solution is used for rinsing. 
1208 
1209 rinse 
1210 
1211 Shampoo 
1212 A shampoo is assumed to be topical. 
1213 
1214 shampoo  
1215 
1216 Soap 
1217 A soap is assumed to be topical. 
1218 
1219 soap 
1220 
1221 Solution 
1222 
1223 inhalation solution 
1224 for inhalation solution — a powder that is reconstituted to make an inhalation solution 
1225 intraocular solution 
1226 intravesical solution 
1227 nasal solution — for local application to the nasal passages.  A nasal solution will be 
1228 assumed not to be metered unless labeling indicates that it is metered. 
1229 ophthalmic solution  
1230 for ophthalmic solution 
1231 oral solution 
1232 for oral solution 
1233 for effervescent oral solution 
1234 otic solution 
1235 for otic solution 
1236 rectal solution 
1237 solution — may appear without a route in unique circumstances such as when the 
1238 solution is either: (1) for ex-vivo use (e.g., to radiolabel blood cells that subsequently 
1239 will be readministered to a patient); or (2) labeled for both oral and rectal 
1240 administration, where it would be misleading as either oral solution or rectal 
1241 solution.40 


1242 solution for inhalation — a solution that has to be diluted before it is administered 
1243 topical solution 
1244 for topical solution 


40 The FDA text differs from the USP text because the USP text also addresses the development of titles for 
disinfectants that are not regulated as drug products. 
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1245 see also “Injection,” “Inhalation,” “Irrigation,” “Rinse,” “Shampoo,” “Soap,” and 
1246 “Spray” 
1247 
1248 Spirit — not preferred, see “Solution” 
1249 
1250 Spray 
1251 Sprays are nonpressurized dosage forms.  All sprays are assumed to be metered except the 
1252 topical sprays. Topical sprays are assumed not to be metered unless labeling indicates they 
1253 are metered. 
1254 
1255 inhalation spray — assumed to be for oral inhalation 
1256 lingual spray 
1257 nasal spray 
1258 oral spray 
1259 topical spray 
1260 
1261 Strip — used only for diagnostic drug products, otherwise not preferred, see “Film” 
1262 
1263 Suppository 
1264 This term is reserved for drug products inserted into the rectum.  See “Insert” for drug 
1265 products inserted into other body cavities. 
1266 
1267 suppositories 
1268 
1269 Suspension 
1270 
1271 inhalation suspension 
1272 ophthalmic suspension 
1273 for ophthalmic suspension 
1274 oral suspension 
1275 delayed-release oral suspension 
1276 extended-release oral suspension 
1277 for oral suspension 
1278 for delayed-release oral suspension 
1279 for extended-release oral suspension 
1280 otic suspension 
1281 for otic suspension 
1282 rectal suspension 
1283 suspension — may appear without a route in unique circumstances such as when the 
1284 suspension is either: (1) for ex-vivo use (e.g., to radiolabel blood cells that 
1285 subsequently will be readministered to a patient); or (2) labeled for both oral and 
1286 rectal administration, where it would be misleading as either oral suspension or rectal 
1287 suspension.41 


1288 suspension for inhalation — a suspension that has to be diluted before it is administered 


41 The FDA text differs from the USP text because the USP text also addresses the development of titles for 
disinfectants that are not regulated as drug products. 
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1289 topical suspension 
1290 for topical suspension 
1291 see also “Injection,” “Inhalation,” “Irrigation,” “Rinse,” “Shampoo,” “Soap,” and 
1292 “Spray” 
1293 
1294 Swab 
1295 A swab is assumed to be topical unless otherwise specified.  The FDA and USP need to have 
1296 further discussion regarding this dosage form. 
1297 
1298 swabs 
1299 
1300 Syrup — not preferred, see “Solution” or “Suspension” 
1301 
1302 System 
1303 This term is used for a drug-containing delivery system that controls the release rate of the 
1304 drug product from the system by diffusion kinetics, active transport, or other means.  The 
1305 activity is defined in terms of the release rate of the active ingredient(s) from the system over 
1306 a stated period of time.  The rate of release and the total duration of drug release typically 
1307 appear on the drug product and on the container label and carton labeling, but not on the 
1308 product title line. 
1309 
1310 intrauterine systems  
1311 ocular systems 
1312 oral mucosal systems 
1313 periodontal systems 
1314 topical systems 
1315 transdermal systems 
1316 iontophoretic transdermal systems 
1317 vaginal systems 
1318 
1319 Tablet 
1320 Note: In the past, the terminology “vaginal tablets” was used, but these drug products are 
1321 now referred to as “vaginal inserts.” 
1322 
1323 tablets 
1324 buccal tablets 
1325 chewable tablets — only if the tablet MUST ALWAYS be chewed; if it MAY be 
1326 chewed, use “tablets” 
1327 delayed-release tablets  
1328 extended-release tablets 
1329 orally disintegrating tablets 
1330 delayed-release orally disintegrating tablets 
1331 sublingual tablets 
1332 tablets for oral solution 
1333 effervescent tablets for oral solution — A special type of tablet that is intended to be 
1334 dissolved in water before administration.  It contains mixtures of acids (e.g., citric 
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1335 acid, tartaric acid) and carbonates and/or hydrogen carbonates, and upon contact with 
1336 water it releases carbon dioxide. 
1337 tablets for topical solution 
1338 tablets for oral suspension 
1339 
1340 Tape — not preferred 
1341 
1342 Tincture — not preferred, see “Solution” 
1343 
1344 Troche — not preferred, see “Lozenge” 
1345 
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1346 APPENDIX B: 
1347 ROUTE OF ADMINISTRATION TERMS FOR USE IN THE PRODUCT TITLE 
1348 
1349 The following table lists the most commonly used route of administration terms for use in the 
1350 product title. This list is derived from the FDA Data Standards Manual Route of Administration 
1351 list with minor differences made to create a list that is appropriate for use in the product title.  If 
1352 an applicant determines that a route of administration term different from any of the examples is 
1353 appropriate, the applicant is encouraged to initiate discussions with the FDA.  
1354 


Name Definition 


Buccal Administration directed toward the cheek, generally 
from within the mouth 


Dental Administration to a tooth or teeth 


Endocervical Administration within the canal of the cervix uteri  


Endotracheal Administration directly into the trachea 


Enteral Administration directly into the intestines 


Epidural Administration on or over the dura mater 


Extracorporeal 


(For certain radiopharmaceuticals, it 
may be appropriate to use the phrase 
“for radiolabeling” instead of the 
route of administration 
“extracorporeal.” 


Administration outside of the body 


Hemodialysis Administration through hemodialysate fluid 


Infiltration Administration that results in substances passing 
into tissue spaces or into cells 


Inhalation Administration within the respiratory tract by 
inhaling orally and nasally for local or systemic 
effect 


(For purposes of the product title, this term is 
reserved for drug products that can be administered 
both orally and nasally (see also ORAL 
INHALATION and NASAL INHALATION).) 


Interstitial  Administration to or in the interstices of a tissue 


Intra-abdominal Administration within the abdomen 


1355 continued 
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1356 continued 


Name Definition 


Intra-amniotic Administration within the amnion 


Intra-arterial Administration within an artery or arteries 


Intra-articular Administration within a joint 


Intrabiliary Administration within the bile, bile ducts, or 
gallbladder 


Intrabronchial Administration within a bronchus 


Intrabursal Administration within a bursa 


Intracardiac Administration within the heart 


Intracaudal Administration within the cauda equina 


Intracavernous Administration within a pathologic cavity, such as 
occurs in the lung in tuberculosis 


Intracorneal Administration within the cornea (the transparent 
structure forming the anterior part of the fibrous 
tunic of the eye) 


Intradermal Administration within the dermis 


Intradiscal Administration within a disc 


Intraductal Administration within the duct of a gland 


Intragingival Administration within the gingivae 


Intralesional Administration within or introduced directly into a 
localized lesion 


Intramuscular Administration within a muscle 


Intraocular Administration within the eye 


Intrapericardial Administration within the pericardium 


Intraperitoneal Administration within the peritoneal cavity 


Intrapleural Administration within the pleura 


Intrasynovial Administration within the synovial cavity of a joint 


Intratesticular Administration within the testicle 


1357 continued 
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1358 continued 


Name Definition 


Intratympanic Administration within the auris media 


Intrauterine Administration within the uterus 


Intravenous Administration within or into a vein or veins 


Intravesical Administration within the bladder 


Intravitreal Administration within the vitreous body of the eye 


Nasal Administration to the nose; administered by way of 
the nose 


Nasal inhalation Administration by way of the nose for local or 
systemic effect (see INHALATION) 


Ophthalmic Administration to the external eye 


Oral Administration to or by way of the mouth 


Oral inhalation Administration by way of the mouth and intended 
for delivery to the respiratory tract for local or 
systemic effect (see INHALATION) 


Oropharyngeal Administration directly to the mouth and pharynx 


Otic Administration to or by way of the ear 


Periodontal Administration around a tooth 


Rectal Administration to the rectum 


Retrobulbar Administration behind the pons or behind the 
eyeball 


Soft tissue Administration into any soft tissue 


Subarachnoid Administration beneath the arachnoid 


Subconjunctival Administration beneath the conjunctiva 


Subcutaneous Administration beneath the skin; hypodermic  


Sublingual Administration beneath the tongue 


Topical Administration on the outer surface of the body  


(For purposes of the product title, this term applies 
to products with either local or systemic effect.) 


1359 continued 
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1360 continued 


Name Definition 


Transdermal  Administration through the dermal layer of the skin 
to the systemic circulation by diffusion  


(For purposes of the product title, this term applies 
to delivery systems that are applied to the skin.) 


Transmucosal Administration across the mucosa 


Transtracheal Administration through the wall of the trachea 


Urethral Administration into the urethra 


Vaginal Administration into the vagina 
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Compounded Drug Products That Are Essentially Copies of a 

Commercially Available Drug Product Under Section 503A of the 



Federal Food, Drug, and Cosmetic Act 

Guidance for Industry1
 


This guidance represents the current thinking of the Food and Drug Administration (FDA or the Agency) 
on this topic.  It does not create any rights for any person and is not binding on FDA or the public.  You 
can use an alternative approach if the approach satisfies the requirements of the applicable statutes and 
regulations. To discuss an alternative approach, contact the FDA office responsible for this guidance as 
listed in the title page.   


I. INTRODUCTION AND SCOPE 


To qualify for exemptions under section 503A of the Federal Food, Drug, and Cosmetic Act 
(FD&C Act), a drug product must be compounded by a licensed pharmacist or physician who 
does not compound regularly or in inordinate amounts any drug products that are essentially 
copies of a commercially available drug product, among other conditions.  This guidance sets 
forth FDA’s policies regarding this provision of section 503A, including the terms commercially 
available, essentially a copy of a commercially available drug product, and regularly or in 
inordinate amounts. 2 


In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 
the word should in Agency guidances means that something is suggested or recommended, but 
not required. 


1 This guidance has been prepared by multiple offices in the Center for Drug Evaluation and Research, in 
consultation with the Office of Regulatory Affairs at the Food and Drug Administration. 


2 This guidance does not apply to drugs compounded for use in animals, to biological products subject to licensure 
in a biologics license application, or to repackaged drug products.  For policies pertaining to mixing, diluting, and 
repackaging biological products, see FDA’s guidance, Mixing, Diluting, and Repackaging Biological Products 
Outside the Scope of an Approved Biologics License Application. For policies pertaining to repackaged drug 
products, see FDA’s guidance, Repackaging of Certain Human Drug Products by Pharmacies and Outsourcing 
Facilities. 


All FDA guidances are available on the FDA guidance web page.  FDA updates guidances regularly.  To make sure 
you have the most recent version of a guidance, always consult the guidance web page at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 
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II. BACKGROUND 


A. Section 503A of the FD&C Act 


Section 503A, added to the FD&C Act by the Food and Drug Administration Modernization Act 
of 1997 and amended by the Drug Quality and Security Act in 2013, describes the conditions 
that must be satisfied for human drug products compounded by a licensed pharmacist in a State-
licensed pharmacy or Federal facility, or by a licensed physician, to qualify for exemptions from 
the following three sections of the FD&C Act:3 


 Section 501(a)(2)(B) (concerning current good manufacturing practice (CGMP) 
requirements)  


 Section 502(f)(1) (concerning the labeling of drugs with adequate directions for use) 
 Section 505 (concerning the approval of drugs under new drug applications (NDAs) or 


abbreviated new drug applications (ANDAs))   


One of the conditions that must be met for a compounded drug product to qualify for the 
exemptions under section 503A of the FD&C Act is that it must be compounded by a licensed 
pharmacist or a licensed physician that “does not compound regularly or in inordinate amounts 
(as defined by the Secretary) any drug products that are essentially copies of a commercially 
available drug product.”4 


The statute further states that “the term ‘essentially a copy of a commercially available drug 
product’ does not include a drug product in which there is a change, made for an identified 
individual patient, which produces for that patient a significant difference, as determined by the 
prescribing practitioner, between the compounded drug and the comparable commercially 
available drug.”5 


A complete list of the conditions that must be met for a compounded drug product to qualify for 
the exemptions in section 503A appears in the FDA guidance, Pharmacy Compounding of 
Human Drug Products Under Section 503A of the Federal Food, Drug, and Cosmetic Act. 


B. Compounding, Generally 


Compounded drug products serve an important role for patients whose clinical needs cannot be 
met by an FDA-approved drug product, such as a patient who has an allergy and needs a 
medication to be made without a certain dye, an elderly patient who cannot swallow a pill and 
needs a medicine in a liquid form that is not otherwise available, or a child who needs a drug in a 
strength that is lower than that of the commercially available product.  Drug products for 
identified individual patients can be compounded by licensed pharmacists in state-licensed 


3 In addition, under section 581(13) of the FD&C Act, the term “product,” for purposes of pharmaceutical supply 
chain security requirements, does not include a drug compounded in compliance with section 503A. 


4 See section 503A(b)(1)(D). 


5 See section 503A(b)(2). 
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pharmacies and Federal facilities and by licensed physicians operating under section 503A of the 
FD&C Act. Drug products can also be compounded by outsourcing facilities under section 503B 
of the FD&C Act for identified individual patients pursuant to prescriptions or for distribution to 
health care practitioners without first receiving a prescription.6  Both sections 503A and 503B 
restrict compounding drug products that are essentially a copy of a commercially available drug 
product (section 503A) or an approved drug product (section 503B). 


C. Risks Associated with Compounded Drug Products 


Although compounded drugs can serve an important need, they can also pose a higher risk to 
patients than FDA-approved drugs.  Compounded drug products are not FDA-approved, which 
means they have not undergone FDA premarket review for safety, effectiveness, and quality.  In 
addition, licensed pharmacists and licensed physicians who compound drug products in 
accordance with section 503A are not required to comply with CGMP requirements.   
Furthermore, FDA does not interact with the vast majority of licensed pharmacists and licensed 
physicians who compound drug products and seek to qualify for the exemptions under section 
503A of the FD&C Act for the drug products that they compound because these compounders 
are not licensed by FDA and generally do not register their compounding facilities with FDA.  
Therefore, FDA is often not aware of potential problems with their compounded drug products 
or compounding practices unless it receives a complaint, such as a report of a serious adverse 
event or visible contamination.  


FDA has investigated numerous serious adverse events associated with compounded drug 
products that were contaminated or otherwise compounded improperly, including the adverse 
events associated with the 2012 fungal meningitis outbreak in which contaminated injectable 
drug products resulted in more than 60 deaths and 750 cases of infection.  FDA has also 
identified many pharmacies that compounded drug products under insanitary conditions such 
that the drug products may have been contaminated with filth or rendered injurious to health and 
that shipped the compounded drug products made under these conditions to patients and health 
care practitioners across the country, sometimes in large amounts.    


D. Compounded Drugs That Are Essentially Copies of Commercially Available 
Drug Products 


Section 503A provides exemptions from new drug approval, labeling with adequate directions 
for use, and CGMP requirements of the FD&C Act, so that drug products can be compounded as 
customized therapies for identified individual patients whose medical needs cannot be met by 
commercially available drug products. The restrictions on making drugs that are essentially 
copies ensure that pharmacists and physicians do not compound drug products under the 
exemptions for patients who could use a commercially available drug product. Such a practice 
would create significant public health risks because patients would be unnecessarily exposed to 
drug products that have not been shown to be safe and effective and that may have been prepared 


6 Section 503B of the FD&C Act describes the conditions that must be met for a human drug product compounded 
by an outsourcing facility to qualify for exemptions from sections 505, 502(f)(1), and 582 (concerning drug supply 
chain security requirements) of the FD&C Act.  The conditions applicable to outsourcing facilities are discussed in 
separate guidances applicable to those facilities. 
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under substandard manufacturing conditions.  FDA has investigated serious adverse events in 
patients who received contaminated compounded drugs when a comparable approved drug, made 
in a facility subject to CGMP requirements, was available. 


In addition to these immediate public health risks, section 503A’s limitations on producing a 
drug product that is essentially a copy of a commercially available drug product protects the 
integrity and effectiveness of the new drug and abbreviated new drug approval processes that 
Congress put in place to protect patients from unsafe, ineffective, or poor quality drugs. 
Furthermore, sponsors may be less likely to invest in and seek approval of innovative, life-saving 
medications if a compounder could, after a drug is approved, compound “substitutes” that may 
be less expensive because they have not had to demonstrate safety and effectiveness and are not 
produced in accordance with CGMP requirements or labeled with adequate directions for use.  


Sponsors might also be less likely to seek approval of an ANDA for a generic drug if 
compounders were permitted to compound drugs that are essentially copies of commercially 
available drugs without going through the ANDA process.  An ANDA must include data to 
demonstrate that the drug has the same active ingredient and is bioequivalent to an approved 
drug. FDA also conducts premarketing inspections of proposed manufacturing facilities.    


The copies restriction also protects FDA’s drug monograph process. FDA has an ongoing 
process for evaluating the safety and effectiveness of certain over-the-counter (OTC) 
medications, and if the Agency determines that an OTC drug meets certain conditions and is 
generally recognized as safe and effective, it will publish a final monograph specifying those 
conditions. Products that comply with a final monograph may be marketed, but manufacturers 
are required to meet CGMP standards. Restrictions in section 503A prevent compounders from 
producing drugs without having to comply with monograph standards, or CGMP requirements.       


III. POLICY 


As stated above, to qualify for the exemptions under section 503A of the FD&C Act, a drug must 
be compounded by a licensed pharmacist or a licensed physician that does not compound 
regularly or in inordinate amounts (as defined by the Secretary) any drug products that are 
essentially copies of a commercially available drug product.7  This means that a compounded 
drug product is not eligible for the exemptions in section 503A if it is (1) essentially a copy of a 
commercially available drug product, and (2) compounded regularly or in inordinate amounts.  
Accordingly, and as discussed below, when evaluating whether a drug product meets the 
condition in section 503A regarding essentially copies, FDA intends to determine whether a 
compounded drug product is essentially a copy of a commercially available drug product: if it is, 
FDA intends to determine whether the drug product was compounded regularly or in inordinate 
amounts.8 


7 See section 503A(b)(1)(D). 


8 FDA is considering the applicability of the policies described in this guidance to hospitals and health systems and 
intends to address these issues in separate guidance or rulemaking. FDA regards a health system as collection of 
hospitals that are owned and operated by the same entity and that share access to databases with drug order 
information for their patients. There is no definition of “health system” that applies to all sections of the FD&C Act. 
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FDA’s policies with regard to the terms (1) commercially available drug product, (2) essentially 
a copy of a commercially available drug product, and (3) regularly or in inordinate amounts, are 
as follows: 


A. Commercially Available Drug Product 


For purposes of this guidance, a drug product is commercially available if it is a marketed drug 
product. 


We do not consider a drug product to be commercially available if 


	 the drug product has been discontinued and is no longer marketed9 or 


	 the drug product appears on the FDA drug shortage list in effect under section 506E 
of the FD&C Act.10  A drug “appears on the drug shortage list in effect under section 
506E” if the drug is in “currently in shortage” status (and not in “resolved” status) in 
FDA’s drug shortage database. 


Commercially available drugs are available on the market, and they are generally subject to 
FD&C Act requirements relating to approval, labeling, and CGMP requirements, and the copies 
restriction applies to all such drugs because section 503A is not intended to provide a means for 
compounders to produce compounded drugs exempt from the Act’s requirements that are 
essentially copies of commercially available drug products. 


B. Essentially a Copy of a Commercially Available Drug Product 


1.	 What is Essentially a Copy? 


FDA intends to consider a compounded drug product to be essentially a copy of a commercially 
available drug product if: 


 the compounded drug product has the same active pharmaceutical ingredient(s) (API) as 
the commercially available drug product;  


 the API(s) have the same, similar, or an easily substitutable dosage strength; and 


However, this is the definition of a “health system” used in section 506F of the Act concerning hospital repackaging 
of drugs in shortage. 


9 FDA maintains a list of approved drug products that sponsors have indicated are not marketed in the discontinued 
section of the list of Approved Drug Products with Therapeutic Equivalence Evaluations (Orange Book). See 
http://www.accessdata.fda.gov/scripts/cder/ob/default.cfm. Specifically, the list includes approved drug products 
that have never been marketed, are for exportation, are for military use, have been discontinued from marketing and 
we have not determined were withdrawn for safety or effectiveness reasons, or have had their approvals withdrawn 
for reasons other than safety or effectiveness subsequent to being discontinued from marketing. 


10 See http://www.accessdata.fda.gov/scripts/drugshortages/default.cfm. 
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	 the commercially available drug product can be used by the same route of administration 
as prescribed for the compounded drug, 


unless, as provided by section 503A(b)(2), a prescriber determines that there is a change, made 
for an identified individual patient, which produces, for that patient, a significant difference from 
the commercially available drug product. 


The limitations in section 503A(b)(1)(D) apply to the compounding of drug products that are 
essentially copies of a commercially available drug product – not only to drugs that are exact 
copies or even to drugs that are nearly identical. This is to ensure that compounders do not evade 
the limits in this section by making relatively small changes to a compounded drug product and 
then offering the drug to the general public without regard to whether a prescribing practitioner 
has determined that the change produces for the patient a significant difference.  For example, 
Congress contemplated that a compounded drug may be essentially a copy of a commercially 
available drug if “minor changes in strength (such as from .08% to .09%) are made that are not 
known to be significant . . .” for the patient for whom the drug was prescribed.11 


a.	 Same API  


With regard to the characteristics listed above, an API is the substance in a drug product that is 
intended to furnish pharmacological activity or other direct effect in the diagnosis, cure, 
mitigation, treatment, or prevention of disease or to affect the structure or function of the body.12 


When a compounded drug product offers the same API as a commercially available drug 
product, in the same, similar, or easily substitutable dosage strength and for use through the same 
route of administration, we generally intend to consider such a drug product essentially a copy, 
unless a prescriber determines that there is a change, made for an identified individual patient, 
that will produce a significant difference for that patient.  


We recognize that, for some patients, a drug product that has the same API, strength, and route 
of administration may include a change that produces a significant difference for a particular 
patient. For example, a drug product compounded without a particular inactive ingredient may 
produce a significant difference for a patient who has an allergy to the inactive ingredient in the 
commercially available drug product. However, for other patients, this change may produce no 
difference at all. Congress did not intend for compounders to use, for example, the fact that some 
patients may have allergies as a basis to compound a drug without the inactive ingredient for 
other patients who do not have the allergy under the exemptions in section 503A (i.e., without 
meeting requirements for premarket approval, labeling with adequate directions for use, or 


11 U.S. House. Food and Drug Administration Modernization Act of 1997, Conference Report (to Accompany S. 
830). (105 H. Rpt. 399). 


12 Section 503A refers to bulk drug substances.  A bulk drug substance is defined as any substance that is intended 
for incorporation into a finished drug product and is intended to furnish pharmacological activity or other direct 
effect in the diagnosis, cure, mitigation, treatment, or prevention of disease, or to affect the structure or any function 
of the body. It does not include intermediates used in the synthesis of the substance. This definition is the same as 
the definition of active pharmaceutical ingredient. See 21 CFR 207.1, 207.3. 
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CGMP requirements).13  In the context of compounding and consistent with the statute, we 
generally intend to consider such a drug essentially a copy unless a prescriber determines that 
there is a change that will produce a significant difference for the patient for whom it is 
prescribed. 


b. Same, Similar or Easily Substitutable Strength 


FDA generally intends to consider two drugs to have a similar dosage strength if the dosage 
strength of the compounded drug is within 10% of the dosage strength of the commercially 
available drug product. 


With regard to the concept of easily substitutable strength, in some cases, the same or similar 
dosage strength can be achieved by administration of fractional or multiple doses of a drug 
product. For example, if FDA-approved Drug X tablets have a dosage strength of 25 mg and a 
patient needs 50 mg of Drug X, FDA would generally consider a compounded Drug X 50 mg 
tablet to have an easily substitutable strength because the patient could take two Drug X 25 mg 
tablets to achieve the required dose.14 


c. Same Route of Administration 


Route of administration is a way of administering a drug to a site in a patient (e.g., topical, 
intravenous, oral).15  In general, FDA does not intend to consider a compounded drug product 
with the same API and similar or easily substitutable strength to be essentially a copy of a 
commercially available drug product if the compounded drug product and the commercially 
available drug product have different routes of administration (e.g., if the commercially available 
drug product is oral and the compounded drug product is topical).  However, if the compounded 
drug product has the same API and similar or easily substitutable strength as the commercially 
available drug product and the commercially available drug product can be used (regardless of 
how it is labeled) by the route of administration prescribed for the compounded drug, FDA 
generally intends to consider the compounded drug to be essentially a copy of the commercially 
available drug. In this case, the compounded drug product generally would not produce a 
significant difference for an identified individual patient relative to the commercially available 
drug product. 


For example, if the commercially available drug is an injectable drug sold in a vial that is labeled 
for intra-muscular use, but the drug also can be drawn from the vial by a smaller needle for 
subcutaneous administration, a compounded drug product with the same API and similar or 


13 See note 11. 


14 If a commercially available tablet must be split to achieve the prescribed dosage strength, and such tablet is not 
suitable for splitting, FDA would not consider the compounded drug made to the prescribed dosage strength to have 
an easily substitutable strength. For example, some tablets may be too small or crumble too easily when split, 
making splitting an inappropriate option. Information regarding tablet splitting may be printed in the “HOW 
SUPPLIED” section of the professional label insert and in the patient package insert of an approved drug product. 


15 See 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/D 
ataStandardsManualmonographs/ucm071667.htm.  
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easily substitutable strength prescribed for sub-cutaneous administration would generally be 
considered to be essentially a copy, unless the prescriber documents on the prescription that the 
compounded drug product produces a significant difference for the identified individual patient.  


d. Same Characteristics as Two or More Commercially Available Drug Products 


FDA intends to consider a compounded drug product to be essentially a copy of a commercially 
available drug product if the compounded drug product contains the same APIs as two or more 
commercially available drug products in the same, similar, or easily substitutable strength and if 
the commercially available drug products can be used (regardless of how they are labeled) by the 
same route of administration prescribed for the compounded drug, unless there is documentation 
as described in section III.B.2. Such drug products present the same kinds of concerns as drug 
products that have a single API and in some respects may be more dangerous because of the 
potential for unintended drug interactions or formulation issues.  For example, if drug X and 
drug Y are commercially available oral drug products, FDA generally intends to consider a 
compounded oral drug product that combines drug X and drug Y in strengths that are within 10% 
of the strengths of the respective commercially available products to be essentially a copy of the 
commercially available drug product, unless a prescriber determination of a significant 
difference has been documented.  


2. Statement of Significant Difference 


Pursuant to section 503A(b)(2) of the FD&C Act, a compounded drug product is not essentially a 
copy of a commercially available drug product if a change is made for an identified individual 
patient, and the prescribing practitioner has determined that the change will produce a significant 
difference for that patient. If a compounder intends to rely on such a determination to establish 
that a compounded drug is not essentially a copy of a commercially available drug product, the 
compounder should ensure that the determination is documented on the prescription.   


FDA does not believe that a particular format is needed to document the determination, provided 
that the prescription makes clear that the prescriber identified the relevant change and the 
significant difference that the change will produce for the patient.  For example, the following 
would be sufficient: 


 “No Dye X, patient allergy” (if the comparable drug contains the dye) 
 “Liquid form, patient can’t swallow tablet” (if the comparable drug is a tablet) 
 “6 mg, patient needs higher dose” (if the comparable drug is only available in 5 mg dose) 


However, if a prescription identifies only a patient name and drug product formulation, this 
would not be sufficient to establish that the prescriber made the determination described by 
section 503A(b)(2). Note also that the significant benefit that the prescriber identifies must be 
produced by the change the compounder will make to a commercially available drug product 
(i.e., a change in drug product formulation). Other factors, such as a lower price, are not 
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sufficient to establish that the compounded drug product is not essentially a copy of the 
commercially available drug product.16 


If a prescription does not make clear that the prescriber made the determination required by 
section 503A(b)(2), or a compounded drug is substituted for the commercially available drug 
product, the compounder can contact the prescriber and if the prescriber confirms it, make a 
notation on the prescription that the compounded drug product contains a change that makes a 
significant difference for the patient. The notations should be as specific as those described 
above, and the date of the conversation with the prescriber should be included on the 
prescription.17 


It is not possible to offer exhaustive guidance about when a difference will be “significant” to an 
identified individual patient. At this time, FDA generally does not intend to question prescriber 
determinations that are documented in a prescription or notation.  However, we do intend to 
consider whether a prescription or notation relied upon by a compounder to establish that a drug 
is not essentially a copy documents that the determination was made.  


If the compounder produces drugs in anticipation of receiving valid prescriptions for identified 
individual patients, and the compounder obtains the statement of significant difference from the 
prescriber when it receives the prescription for the compounded drug, prior to distribution, FDA 
does not intend to consider the compounded drug that is then distributed to be essentially a copy. 


3. Documentation of Shortage 


If the drug was compounded because the approved drug product was not commercially available 
because it was on the FDA drug shortage list, the prescriber or compounder should include a 
notation on the prescription that it was on the drug shortage list and the date the list was 
checked.18 


4. Regularly or in Inordinate Amounts 


A drug product is not eligible for the exemptions in section 503A if it is prepared by a 
pharmacist or physician who compounds “regularly or in inordinate amounts (as defined by the 
Secretary)” any drug products that are essentially copies of a commercially available drug 


16 Congress noted that “where it is readily apparent, based on the circumstances, that the ‘significant difference’ is a 
mere pretext to allow compounding of products that are essentially copies of commercially available products, such 
compounding would be considered copying of commercially available products and would not qualify for the 
compounding exemptions if it is done regularly or in inordinate amounts. Such circumstances may include, for 
example, instances in which minor changes in strength (such as from .08% to .09%) are made that are not known to 
be significant or instances in which the prescribing physician is receiving financial remuneration or other financial 
incentives to write prescriptions for compounded products.”  See the U.S. House. Food and Drug Administration 
Modernization Act of 1997, Conference Report (to Accompany S. 830). (105 H. Rpt. 399).  


17 See section IV of this guidance. 


18 See section IV of this guidance. 


9
 



http:checked.18

http:prescription.17

http:product.16





 


   


 


 


 
 


 


 


 


 


 


                                                 
 


Contains Nonbinding Recommendations 


product.19  FDA interprets this to mean that, in order to be compounded in accordance with 
section 503A, a drug product that is essentially a copy of a commercially available drug product 
cannot be compounded regularly – i.e., it cannot be compounded at regular times or intervals, 
usually, or very often. Nor can the amounts compounded be inordinate, in light of the purpose of 
section 503A. 


Section 503A is intended to protect patients from the public health risks of providing 
compounded drugs to patients whose medical needs could be met by commercially available 
drug products and to protect the integrity and efficiency of the drug approval process.  Under the 
statutory scheme, only very rarely should a compounded drug product that is essentially a copy 
of a commercially available drug product be offered to a patient.  We conclude, therefore, that a 
drug product that is essentially a copy of a commercially available drug product is compounded 
regularly or in inordinate amounts if it is compounded more frequently than needed to address 
unanticipated, emergency circumstances, or in more than the small quantities needed to address 
unanticipated, emergency circumstances.  


It is important to note that the regularly or in inordinate amounts provision is not implicated if 
the compounded drug is not essentially a copy of a commercially available drug product.  For 
example, a compounded drug product that has the same API, dosage strength, and route of 
administration as a drug product on FDA’s shortage list would not be considered essentially a 
copy of a commercially available drug because a drug product is not considered commercially 
available if it is on FDA’s drug shortage list.  In addition, a compounded drug product is not 
essentially a copy of a commercially available drug product if a prescriber has determined that 
the compounded drug has a change that produces a significant difference for a patient.  
Once it has been determined that a compounded drug is essentially a copy of a commercially 
available drug product as described above, the following are examples of factors that may be the 
basis for concluding that it has been compounded regularly or in inordinate amounts:  


 The compounded drug product amounts to more than a small number of prescriptions or a 
small percentage of the compounded drug products that a compounder prepares.  


 The compounder routinely substitutes compounded drugs that are essentially copies of 
commercially available drugs upon receiving prescriptions for patients. 


 The compounder offers pre-printed prescription pads that a prescriber can use to write a 
prescription for the drug product that is essentially a copy without making a 
determination that there is a change that will produce a significant difference for a 
patient. 


 The compounded drug product is not compounded on an as-needed basis, but on a routine 
or pre-set schedule. 


The foregoing list is not intended to be exhaustive. Other factors may be appropriate for 
consideration in a particular case. 


To focus enforcement on the most significant cases, as a matter of policy, at this time FDA does 
not intend to take action against a compounder for compounding a drug product that is 


19  See section 503A(b)(1)(D). 
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essentially a copy of a commercially available drug product regularly or in inordinate amounts if 
the compounder fills four or fewer prescriptions for the relevant compounded drug product in a 
calendar month.20  As noted above, a compounded drug product is not essentially a copy of a 
commercially available drug product if a prescriber has determined that the compounded drug 
has a change that produces a significant difference for a patient; thus, a prescription that 
documents such a prescriber determination would not be counted towards the four prescriptions. 


Compounders may produce a limited amount of drugs in anticipation of receiving valid 
prescriptions for identified individual patients. See section 503A(a)(2). FDA generally intends to 
consider whether such drugs are essentially a copy at the time the drug is distributed rather than 
the time it is produced. 


5. Recordkeeping 


A licensed pharmacist or physician seeking to compound a drug product under section 503A 
should maintain records to demonstrate compliance with section 503A(b)(1)(D).  For example, 
records should be kept of notations on prescriptions for identified individual patients that a 
prescriber has determined that the compounded drug has a change that produces a significant 
difference for the identified patient. 


Compounders under section 503A should also maintain records of the frequency in which they 
have compounded drug products that are essentially copies of commercially available drug 
products and the number of prescriptions that they have filled for compounded drug products that 
are essentially copies of commercially available drug products to document that such 
compounding has not been done regularly or in inordinate amounts.21 


FDA recommends that compounders maintain the records described above for a period of at least 
three years. 


IV. PAPERWORK REDUCTION ACT 


This guidance contains information collection provisions that are subject to review by the Office 
of Management and Budget (OMB) under the Paperwork Reduction Act of 1995 (44 U.S.C. 
3501-3520). See footnotes 17, 18, and 21. These provisions require review and are not in effect 
until they display a currently valid OMB control number.  The information collection provisions 
in this guidance have been submitted to OMB for review as required by section 3507(d) of the 
Paperwork Reduction Act of 1995. FDA will publish a notice in the Federal Register 
announcing OMB’s decision regarding the information collection provisions in this guidance.  


20 For purposes of this policy, FDA intends to consider each refill of a prescription as an additional prescription. 


21 See section IV of this guidance. 
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Microbiology Data for Systemic Antibacterial Drugs — 
Development, Analysis, and Presentation 


Guidance for Industry1 
 
 


 
This guidance represents the current thinking of the Food and Drug Administration (FDA or Agency) on 
this topic.  It does not establish any rights for any person and is not binding on FDA or the public.  You 
can use an alternative approach if it satisfies the requirements of the applicable statutes and regulations.  
To discuss an alternative approach, contact the FDA office responsible for this guidance as listed on the 
title page. 
 


 
 
I. INTRODUCTION 
 
The purpose of this guidance is to assist sponsors in the development, analysis, and presentation 
of microbiology data during antibacterial drug development.2  Specifically, this guidance 
addresses the Food and Drug Administration’s (FDA’s) current thinking regarding the overall 
microbiology development program needed to support clinical development and approval of 
antibacterial drugs administered systemically as well as microbiology information collected after 
approval.3 
 
This guidance replaces the guidance for industry Microbiology Data for Systemic Antibacterial 
Drugs — Development, Analysis, and Presentation issued in August 2016.  Changes to this 
guidance compared to the August 2016 version include changes in the presentation of 
microbiology data as required by section 3044 of the 21st Century Cures Act, which added 
section 511A to the Federal Food, Drug, and Cosmetic Act (FD&C Act).  Section 511A created 
new processes for susceptibility test interpretive criteria recognition, required FDA to establish a 
web page for susceptibility test interpretive criteria, and required changes to the labeling for 
antibacterial and antifungal drugs on susceptibility test interpretive criteria, among other 
changes.  FDA’s recommendations on implementing section 511A are described in section 
III.C.7., Location of Microbiology Information, section III.C.8., Postmarketing Microbiology 
Information, and Appendix D.  


                                                 
1 This guidance has been prepared by the Division of Anti-Infective Products in the Center for Drug Evaluation and 
Research at the Food and Drug Administration.  You may submit comments on this guidance at any time.  Submit 
comments to Docket No. FDA-2009-D-0408 (available at https://www.regulations.gov/document?D=FDA-2009-D-
0408-0017).   
 
2 For the purposes of this guidance, all references to drugs include both human drugs and therapeutic biological 
products unless otherwise specified. 
 
3 This guidance addresses the types of microbiology information that should be provided to support an 
investigational new drug application (IND), a new drug application (NDA), a biologics license application (BLA), 
and a supplemental NDA or BLA.  The term sponsor is used in this guidance and refers to sponsors submitting an 
IND as well as applicants submitting an NDA or BLA. 



https://www.regulations.gov/document?D=FDA-2009-D-0408-0017

https://www.regulations.gov/document?D=FDA-2009-D-0408-0017
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In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 
the word should in Agency guidances means that something is suggested or recommended, but 
not required. 
 
 
II. MICROBIOLOGY DEVELOPMENT PROGRAM 
 
Microbiology data provide important information to guide clinical development of an 
investigational new drug.  Microbiology data guide clinicians on the use of an antibacterial drug 
for its intended indications. 
 


A. Early Development Nonclinical Considerations 
 


1. Antibacterial Spectrum of Activity 
 
Sponsors should evaluate the activity of an antibacterial drug, including its active components 
and major circulating metabolites, against a test panel of relevant bacteria early in clinical 
development.  Sponsors should provide data on a sufficient range of clinically relevant bacteria 
to allow an assessment of the potential clinical efficacy of the antibacterial drug for the intended 
indication.  Appendix A provides the suggested number of genera and species that should be 
tested and the recommended characteristics and diversity of the test isolates. 
 
When conducting studies of the spectrum of activity, sponsors should test in parallel FDA-
approved antibacterial drugs, especially those with the same mechanism of action as the 
investigational drug.  In the case of a drug that acts by a new mechanism of action, we 
recommend that sponsors include FDA-approved antibacterial drugs with a spectrum of activity 
similar to the investigational drug.  In the event there is no FDA-approved antibacterial drug with 
a similar spectrum of activity, we recommend that sponsors discuss with the FDA the approved 
drugs to include in these studies. 
 
Sponsors should evaluate the minimum inhibitory concentrations (MICs) in the relevant target 
bacteria and provide the rationale for an estimate of the epidemiologic cutoff (EC) of the 
investigational drug against target bacteria. 
 
Appendix B provides an example of the recommended elements of the study reports on 
antibacterial spectrum of activity. 
 


2. Mechanism of Action 
 
Sponsors should evaluate the mechanism of action of an investigational drug (e.g., inhibition of 
cell wall synthesis, lysis of cell membrane, protein synthesis).  Sponsors should provide 
information about the drug’s chemical structure and a description of any structural or biological 
similarities to known antibacterial drugs.  Data to substantiate both physiological and 
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morphological effects on the microbial cells can provide a basis for understanding the 
development of resistance through alterations in the drug’s target sites.  Sponsors also should 
provide studies evaluating microbial killing (e.g., microbial kill curves). 
 


3. Intracellular Antimicrobial Concentration Assessment 
 
The ability of an antibacterial drug to achieve significant intracellular concentrations may have 
clinical importance when the target bacterium can reside within the cell (e.g., Listeria, 
Chlamydophila, Legionella).  In situations where the antibacterial drug is intended to treat 
infections caused by bacteria that reside within the cell, sponsors should provide data on the 
drug’s ability to penetrate into host cells and demonstrate the drug’s activity against target 
bacteria inside the cell (e.g., assessment of viable intracellular microorganisms following 
exposure of the cells to various concentrations of an antibacterial drug). 


 
4. Resistance Studies 


 
Characterization of the resistance mechanisms and their distribution within the proposed target 
bacteria may delineate the potential clinical usefulness of the drug.  Mechanisms include 
alterations of the drug by production of enzymes (e.g., beta-lactamases, extended spectrum beta-
lactamases), inability to reach the target, and changes in the affinity of the antibacterial drug for 
the target site.  To determine if there may be a proportion of bacteria in the overall population 
that are resistant to the antibacterial drug (i.e., hetero-resistance), sponsors should conduct testing 
to evaluate for the presence of such bacteria.  When possible, we recommend that sponsors 
provide the genotypic characteristic of resistance mechanisms. 
 
Sponsors should compare the activity of an investigational antibacterial drug to the activity 
profile of approved and other existing antibacterial drugs with the same mechanism of action to 
assess the possibility of cross-resistance. 
 
Under some circumstances, tentative inferences can be drawn about cross-resistance between 
antibacterial drugs within a specific population of isolates from regression analyses (i.e., MIC 
versus MIC, zone diameter versus zone diameter) of one drug compared to another drug.  If 
cross-resistance exists between both the investigational and control drugs, a strong correlation 
between the MICs of both drugs would be expected to be observed, with a majority of the MICs 
clustered on a 45-degree diagonal.  If resistance affects the activity of one drug over the other, 
the cluster is usually skewed in the direction of one drug and away from the expected diagonal. 
 
Detailed information on the mechanism of action, resistance, or cross-resistance for an 
antibacterial drug with a novel mechanism of action may not be available for sponsors to include 
in the initial investigational new drug application.  This information should be provided early in 
drug development and ideally before initiation of phase 2 clinical development. 
 
Appendix B provides an example of the recommended elements of study reports evaluating 
resistance. 
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B. In Vitro Antimicrobial Susceptibility Test Methods During Drug 
Development 


 
1. Early Clinical Development 


 
Before conducting clinical trials, sponsors should describe the methods used for generating 
susceptibility data.  Sponsors can reference a standard method4 or evaluate susceptibility by 
other methods including modification of the method.  Sponsors should provide a detailed 
description of the method including the justification for the modification of the method, the 
effect on susceptibility results, and the performance characteristics of the method (i.e., 
sensitivity, specificity, precision, linearity).  Sponsors should discuss any modification of an 
established in vitro susceptibility test method with the FDA before implementation in the drug 
development program. 
 
Modifications can include the addition of any substance (e.g., blood, body fluids, polysorbate).  
In some cases, isolates obtained during clinical trials may need to be tested for their 
susceptibility in the presence and absence of the substance and the results of both methods 
correlated with clinical and microbiological results.  Sponsors also should conduct studies to 
address the influence of the growth medium (e.g., pH, divalent cations), inoculum density, 
incubation conditions (e.g., concentration of carbon dioxide), and additives (e.g., polysorbate), in 
both broth and agar medium on in vitro susceptibility test results. 
 
If a sponsor proposes to use freeze-dried panels to assess the MIC of clinical isolates, the sponsor 
should conduct a comparative study to demonstrate comparability of MIC results for the frozen 
and freeze-dried panels.  The sponsor should discuss this proposed study with the FDA to ensure 
that appropriate data are developed for the equivalency assessment.  The sponsor should submit 
the data to the FDA before initiating phase 2 trials. 
 


2. Provisional Antibacterial Susceptibility Test Interpretive Criteria 
 
Provisional antibacterial susceptibility test (AST) interpretive criteria usually are based on the 
limited information available before the initiation of phase 3 clinical trials.  In vitro microbiology 
data include distributions of MICs or zone diameters that are obtained by testing the antibacterial 
drug against a population of recent clinical isolates that represent the target bacteria for the 
indications being sought (see Appendix A for guidelines in the selection of target bacteria).  
Sponsors should provide testing data on a sufficient range of clinically relevant bacteria for the 
intended indications.  Sponsors should identify the prominent genotypes, serotypes, biotypes, 
and isolates with known mechanisms of resistance and include these in the test panel.  In 
addition, the mechanism of action of the investigational antibacterial drug and other drugs with 
the same mechanism of action should be considered when establishing susceptibility testing 
methods and provisional AST interpretive criteria. 
 


                                                 
4 Standard methods for susceptibility testing are developed by organizations such as the Clinical and Laboratory 
Standards Institute; information can be found at https://clsi.org.  Sponsors can describe the standard methods that 
they used by referencing recognized testing methodology. 



https://clsi.org/
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When an investigational drug has a similar mechanism of action to an approved drug, the data 
justifying provisional AST interpretive criteria for the investigational drug should be presented 
as regressions of MIC versus MIC and zone diameter versus zone diameter.  Sponsors should 
examine these data for clusters of isolates that are substantially different from those clusters near 
the expected regression line of MIC versus MIC or zone versus zone plots.  For example, a 
cluster in a position away from the expected regression line suggests that one of the drugs is 
affected by a resistance mechanism that does not affect the other drug.  Therefore, the two drugs 
are not interchangeable and provisional AST interpretive criteria of the investigational drug may 
not be similar to the AST interpretive criteria of an approved drug with a similar mechanism of 
action.  When developing an antibacterial drug with a specific mechanism of action for the 
treatment of bacteria resistant to other antibacterial drugs with the same mechanism of action, 
these types of analyses can be extremely useful in demonstrating the activity of the 
investigational drug. 
 
Sponsors should analyze the data in terms of frequency distributions (e.g., histograms) of AST 
results.  Frequency distribution analyses can help define which populations of isolates harbor 
specific resistance mechanisms that sponsors should identify.  Frequency distributions can be 
analyzed for both dilution and diffusion susceptibility testing methods.  Frequency distributions 
call for evaluation for each target bacteria, especially if there is no clear demarcation between the 
resistant and susceptible populations.  EC values should be estimated for each targeted species or 
bacterial group.   
 
Additional considerations to the provisional AST interpretive criteria include the methodological 
variability between diffusion and dilution susceptibility testing methods.  Sponsors can suggest 
adjustments to the provisional AST interpretive criteria by evaluating scattergrams of dilution 
testing results compared with diffusion testing results of the same isolates tested with both 
methods.  This evaluation can be performed using the error rate bounding method that compares 
diffusion testing to dilution testing.  The computational algorithm generates AST interpretive 
criteria that minimize the number of isolates with diffusion testing results that fall outside these 
criteria.   
 
Finally, evaluation of the frequency distribution analyses relative to the 
pharmacokinetic/pharmacodynamic (PK/PD) characteristics of the investigational antibacterial 
drug can further refine the provisional AST interpretive criteria. 
 


3. Establishing In Vitro Antibacterial Susceptibility Test Interpretive Criteria 
 
Sponsors should perform an analysis of the correlation between the clinical cure and 
microbiologic eradication rates in the clinical trials with the provisional AST interpretive criteria 
results to determine their clinical relevance.  When appropriate, sponsors should assess the 
clinical response and microbiologic eradication rates as overall rates and as individual rates 
against bacteria with resistance to other antibacterial drugs as well as specific virulence factors.  
The available human PK/PD information, including target attainment analyses, assists in the 
selection of AST interpretive criteria.  These analyses help to form the basis for the final 
selection of the AST interpretive criteria. 
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The purpose of establishing AST interpretive criteria is to guide the selection of appropriate 
antibacterial therapy.  The accuracy and clinical relevance of such tests depend on adherence to 
standardized methods and appropriate consideration of the test results. 
 
Sponsors also should consider the time it takes to develop a susceptibility test.  FDA encourages 
sponsors to coordinate susceptibility test development with drug development  so that 
susceptibility testing is available to inform use of the drug after it is marketed. 
 
Appendix C provides the recommended electronic database format for the data from clinical trials 
as it pertains to AST interpretive criteria.  
 


4. Quality Control Parameters 
 
Sponsors should establish quality control (QC) parameters for AST before determining the 
activity of the antibacterial drug to ensure the generation of precise, accurate, and reproducible 
results.  Routine QC procedures involve performance testing of designated QC strains that are 
genetically stable and have well-characterized susceptibility characteristics.  Generally, the 
establishment of QC parameters should involve the use of 3 different lots of test medium, frozen 
panels in the case of MICs, 2 different lots of disks in the case of disk diffusion, and 10 
replicates of each QC strain over 3 days in at least 7 different laboratories.  This testing is done 
to generate enough data points to determine appropriate QC parameters. 
 
Sponsors should obtain reference bacteria recognized from a reputable source such as the 
American Type Culture Collection (ATCC).  In the event that sponsors do not use these 
recommended QC bacteria, they should justify the use of other well-characterized bacteria.  If a 
QC bacterium is chosen that is different from these recommended QC bacteria, it should be 
deposited in a recognized culture collection (e.g., ATCC). 
 
The use of established methods and concomitant use of QC strains lends confidence to the in 
vitro susceptibility data generated from the testing of bacteria.  Therefore, sponsors should 
provide QC data with all susceptibility test results done on bacteria at each facility that is 
conducting susceptibility testing for clinical trials.  Alternatively, if a central laboratory performs 
in vitro susceptibility tests, we recommend that sponsors provide the QC data generated by the 
central laboratory.  In addition, we recommend that sponsors analyze the QC data generated 
during the conduct of clinical trials to determine whether adjustments to the QC ranges are 
necessary.   
 


C. Other Considerations 
 


1. First and Second Lists of Target Bacteria in Labeling 
 


The Microbiology subsection of labeling contains two lists of bacteria.  Sponsors should format 
this section as described in Appendix D. 
 
The first list is based on bacteria evaluated during clinical trials that are included in the 
INDICATIONS AND USAGE section of labeling (21 CFR 201.57(c)(2)(i)(C)).  
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The second list is based on the relevance of the bacteria to the indication and its susceptibility to 
concentrations of the antibacterial drug that can be achieved using the proposed dosage.  
Appendix E provides a summary of the information needed to support the inclusion of bacteria in 
the second list.  The inclusion of bacteria in the second list is not based on results from adequate 
and well-controlled clinical trials.  Sponsors should provide information in support of the second 
list for each species proposed for inclusion by indication.   
 


2. Antibacterial Interactions and Fixed-Combination Studies 
 
Drug interaction studies may provide information (e.g., synergy, antagonism, indifference) 
on the effects one antibacterial drug may have on another.  Potential for interaction usually 
can be determined by qualitative or quantitative in vitro studies when the activity cannot be 
accurately anticipated from general knowledge of the drug characteristics.  The preferred 
methods for the characterization of antibacterial interaction are kill curves.  Another method 
is the checkerboard titration analyzed by fractional inhibitory concentration.  
 
For fixed-combination drug products, including drugs that contain an antibacterial drug and a 
component that counteracts a resistance mechanism (e.g., beta-lactam and beta-lactamase 
inhibitor combination), we recommend that sponsors provide the in vitro and/or in vivo data to 
support the contribution of each of the drugs (separately and in combination) to the activity. 


 
3. Additional Nonclinical Studies of Antibacterial Drugs 
 


Antibacterial drugs may have various effects on target bacteria and/or interactions with the host.  
These phenomena include, but are not limited to, postantibiotic effect, postantibiotic leukocyte 
effect, sub-MIC effects, effects on endotoxin, effects on virulence factors, and interactions with 
the host immune system.  The sponsor should provide data from studies that are designed to 
investigate these effects of the investigational antibacterial drug. 
 
Some antibacterial drugs may be inactive when protein bound, or there may be insufficient free 
active drug at trough concentrations.  Therefore, we recommend that sponsors characterize the 
effects of human serum proteins and other human body fluids (e.g., lung surfactant), when 
appropriate, on the in vitro and in vivo activity of the drug.  The effects of human serum proteins 
and human body fluids on activity of the drug should be evaluated over the range of clinically 
relevant concentrations of the antibacterial drug. 


 
4. Animal Models of Infection 


 
The goal of the animal models is to investigate the antibacterial activity of the investigational 
drug.  Ideally, the animal model of infection should be similar to the infection of interest in 
humans, and the bacteria used in the animal model should be similar in character (e.g., 
antibacterial resistance, virulence factors) to bacteria that cause human disease.    
 
In addition to measuring survival, sponsors should measure bacterial burden in blood and relevant 
affected organs.  For example, an evaluation of antibacterial activity in relevant tissue sites (e.g., 
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spleen, kidney, lung, thigh) can be important to characterize the drug’s potential in the treatment 
of particular body site infections in humans.  Animal models can provide preliminary 
information on PK/PD parameters as they pertain to microbiology data (e.g., area under the 
plasma concentration time curve over the MIC, maximal concentration over the MIC and time 
above the MIC).5 
 
Sponsors can conduct comparative studies of the investigational antibacterial drug with other 
antibacterial drugs exhibiting the same mechanism of action or drugs with the same spectrum of 
activity.  Results can be reported as 50 percent effective dose (ED50), 50 percent protective dose 
(PD50), or 50 percent curative dose (CD50).  Sponsors should also provide the bacterial burden 
data at baseline and various time points. 
 


5. Microbiology Information Collected in Clinical Trials 
 
We recommend that a sponsor use a central laboratory for microbiologic testing (including 
confirmation of bacteria identification and AST) during clinical trials.  We recommend that 
sponsors provide clinical trial protocols and laboratory procedure manuals (including details of 
specimen collection, isolate/specimen transport, isolate characterization and identification, 
isolate preservation, and susceptibility testing methods) to the FDA for review before trial 
initiation.  


 
6. Electronic Submission of Microbiology Information 


 
Sponsors should provide microbiology information in the electronic common technical document 
(eCTD) as described in the guidance for industry Providing Regulatory Submissions in Electronic 
Format — Certain Human Pharmaceutical Product Applications and Related Submissions Using 
the eCTD Specifications. 6  Generally, sponsors should provide the information on microbiology in 
two sections of the eCTD as follows: 
 


• Module 2, Section 2.7, Clinical Summary, subsection 2.7.2.4, Special Studies.  This 
section should contain the microbiology summary reports and the information used to 
justify the microbiology information included in the labeling. 


 
• Module 5, Clinical Study Reports, subsection 5.3.5.4, Other Study Reports.  This section 


should contain the nonclinical study and clinical trial reports used in the construction of 
the summary information provided in subsection 2.7.2.4.  All the study reports used to 
construct the summary report presented in section 2.7.2.4 should be cross-linked to the 
summary report.  All sections should be cross-referenced to each other. 


 


                                                 
5 The FDA encourages sponsors to consult the FDA when considering a nonanimal testing method believed to be 
suitable, adequate, validated, and feasible.  The FDA will consider if the alternative method could be assessed for 
equivalency to an animal test method. 
 
6 We update guidances periodically.  To make sure you have the most recent version of a guidance, check the FDA 
Drugs guidance web page at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  



https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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7. Location of Microbiology Information 
 
The AST interpretive criteria recognized by the FDA are listed on the FDA Susceptibility Test 
Interpretive Criteria web page (https://www.fda.gov/STIC).  FDA will update the Interpretive 
Criteria web page at least every six months and upon approval of a new drug application or 
supplement, as applicable.7  Recognized performance standards, method standards, and quality 
control parameters for AST can be found on the FDA’s Recognized Consensus Standards web 
page.8  
 
Other microbiology information (e.g., mechanism of action, antimicrobial activity, information 
regarding emergence of resistance) remains in the drug product labeling under Section 12.4 
Microbiology.    
 


8. Postmarketing Microbiology Information 
 
Over time after approval, additional information regarding the methods for in vitro AST and/or 
the QC parameters used to monitor the performance of the test as well as how the susceptibility 
test results should be interpreted may become available.  Changes in AST interpretative criteria 
may translate into a lack of efficacy and/or safety concerns when out-of-date AST information 
leads to failure to appropriately treat the infectious disease.  Consequently, it is important that the 
in vitro AST methods, the QC parameters, and the AST interpretive criteria be reviewed on a 
regular basis and updated to reflect the most current information.  Application holders should 
review data regarding their drug for any necessary updates and submit the rationale for any 
changes in the in vitro AST methods, QC parameters, spectrum of activity, or AST interpretive 
criteria, as well as new information regarding emergence of resistance, in an applicant’s annual 
report under the new drug application.  FDA will review these annual report submissions and 
determine whether changes or updates to the currently recognized AST interpretive criteria are 
appropriate.  FDA will then update the Interpretive Criteria web page to reflect these changes, as 
needed.  If the applicant determines that other microbiology information that is contained in the 
drug labeling should be updated, the applicant can submit a labeling supplement.  
 
For applicants submitting an annual report with supporting data to update or change the method 
of determining the AST, we recommend including a description of the old and new methods with 
the changes noted, as well as validation data and QC parameters of the new method.  Any change 
                                                 
7 Section 511A(b) of the FD&C Act required the creation of the FDA Interpretive Criteria web page 
(https://www.fda.gov/STIC) for information about susceptibility test interpretive criteria for antimicrobial drugs.  
The FDA Interpretive Criteria web page recognizes appropriate interpretive criteria standards set by standard 
development organizations and provides exceptions, additions, or entire interpretive criteria when necessary 
(including when no relevant interpretive criteria are included in an FDA-recognized standard).  In accordance with 
section 511A(d), antimicrobial drug labeling must include a reference to the FDA Interpretive Criteria web page.  
More information about AST interpretive criteria labeling can be found in the guidance for industry Systemic 
Antibacterial and Antifungal Drugs: Susceptibility Test Interpretive Criteria Labeling for NDAs and ANDAs.  
 
8 The FDA Recognized Consensus Standards web page is available at 
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfStandards/search.cfm.  Occasionally, consensus standards for 
methods and quality control parameters may not be established at the time a new drug is approved. If appropriate, 
FDA will list acceptable methods and quality control information for the drug on the Interpretive Criteria web page 
along with the AST interpretive criteria identified for such drug. 



https://www.fda.gov/STIC

https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfStandards/search.cfm
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to a test method (e.g., microbroth dilution) should be accompanied by data to show that the 
results correlate with other methods (e.g., agar dilution, disk diffusion testing) by which 
susceptibility testing can be done.  When an applicant provides information to change the QC 
parameters, the applicant also should include the results of validation studies. 
 
We recommend applicants include the following information when providing changes to the 
existing AST interpretive criteria: 


 
• Rationale for change 


 
• The MIC and zone diameter distributions against the genera and species of interest; data 


should be from isolates collected in the preceding 3 years of the submission 
 


• Susceptibility to the antibacterial drug to determine microbiologically supported cutoffs 
(e.g., histograms) 


 
• Categorical agreement between MIC and zone diameter breakpoints in graphical form 


 
• Error-rate bounded method of Metzler and DeHaan (Metzler and DeHaan 1974) to 


determine discrepancies between the two methods; the Metzler and DeHaan method 
usually needs to be modified because two MIC values are normally described to define an 
intermediate category (Bruden et al. 1992) 


 
• Relevant human PK data 


 
• Clinical data from adequate and well-controlled trials and literature reports 
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APPENDIX A:  
GUIDELINES FOR BACTERIAL ISOLATE SELECTION  


FOR STUDIES OF IN VITRO ANTIBACTERIAL ACTIVITY 
 
For the purposes of determining the antibacterial activity of a new molecular entity and for 
establishing correlation of test methods (i.e., minimum inhibitory concentration (MIC) and disk 
diffusion), we recommend that the sponsor provide antibacterial susceptibility test (AST) data for 
bacterial isolates intended for inclusion in labeling.  The sponsor should consult with the division 
to determine an adequate number of tested isolates in those situations, as well as for special types 
of studies where significant information may be obtained using few isolates (e.g., bactericidal 
studies, time-kill studies).   
 
Table A lists the suggested number of bacterial isolates of each species or bacterial group that 
should be tested in nonclinical studies, when those species will be included in labeling for the 
antibacterial drug (i.e., in either the first or second list of target bacteria). 
 
We recommend that sponsors identify the prominent genotypes, serotypes, biotypes, and isolates 
with known mechanisms of resistance and include these in the test panel.  When appropriate, the 
spectrum of activity against hetero-resistant bacteria should be determined (e.g., vancomycin 
hetero-resistant Staphylococcus aureus).  The organisms tested should be recent clinical isolates 
collected within the last 3 years of the new drug application with susceptibility profiles that are 
representative of antibacterial drugs used to treat infections caused by the target bacteria for the 
indication being sought.  Sponsors should provide summary data by subset of organisms 
demonstrating resistance (e.g., methicillin-resistant S. aureus, extended spectrum beta-
lactamases).   
 
We recommend that at least 75 percent of isolates analyzed in these studies be collected in the 
United States.  Sponsors who include isolates from outside the United States should compare the 
characteristics of those isolates with the same species found in the United States (e.g., 
phenotype, genotype, serotype, susceptibility profile, and virulence factors). 
 
Sponsors should perform susceptibility testing using a range of drug dilutions that will minimize 
reporting greater than or equal to or less than or equal to MIC values (e.g., greater than or equal 
to 16 mcg/mL, less than or equal to 0.012 mcg/mL).  All AST data should be determined using 
standard reference methods unless modifications of the standard methods are needed.  Sponsors 
should present a summary of susceptibility testing results as MIC histograms or other frequency 
distributions displaying any proposed in vitro AST interpretive criteria.  All susceptibility test 
data should be accompanied by appropriate quality control data. 
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Table A:  Suggested Number of Isolates for Determination of In Vitro Antibacterial 
Activity and for Correlation of MIC and Disk Diffusion Methods 
 
 
Bacteria or Bacterium Number of Isolates 
Enterobacteriaceae ≥ 300 
Pseudomonas aeruginosa ≥ 100 
Acinetobacter spp. ≥ 100 
Staphylococcus spp.1, 2 ≥ 100 
Enterococcus spp.1, 2 ≥ 100 
Haemophilus influenzae and H. parainfluenzae ≥ 100 
Neisseria gonorrhoeae ≥ 100 
Streptococcus pneumoniae ≥ 100 (prefer > 300) 
Beta-hemolytic streptococci1 ≥ 100 (prefer > 300) 
Alpha-hemolytic streptococci (other than S. pneumoniae)1 ≥ 100 (prefer > 300) 
Other single species ≥ 100 


 


                                                 
1 Bacterial isolates in these genera or bacterial groups should be identified to species level (or, in some cases, to 
more specific groups (e.g., Streptococcus anginosus group)).  In these cases, the recommended number of isolates 
applies to the particular species or group. 
 
2 When a particular phenotype (e.g., methicillin-resistant Staphylococcus aureus, vancomycin-resistant 
Enterococcus faecalis) will be included in labeling, the recommended number of isolates applies to that phenotype. 
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APPENDIX B:  
STUDY REPORTS OF SPECTRUM OF ACTIVITY AND RESISTANCE 


 
Study Reports of Spectrum of Activity 
 
We recommend that study reports of spectrum of activity include the following elements: 
 


• The name and location of each investigator conducting or contributing to the study. 
 


• The standardized methods for bacterial identification and antibacterial susceptibility test 
(AST) used to determine the activity of the antibacterial drug; details of the method and 
the performance characteristics of the assay in the actual laboratory where such testing is 
done should be included if a nonstandard method is used. 
 


• A description of all susceptibility testing quality control (QC) measures; all AST results 
should be accompanied by QC data. 
 


• The number of isolates tested in each laboratory, the specimen source, and the 
geographical region from which the isolates were obtained. 
 


• A description of the spectrum of activity by all regions and individual geographic regions. 
 


• The phenotypic and/or genotypic characterization of isolates relative to their resistance to 
other antibacterial drugs; the methodology and the criteria used to characterize isolates as 
resistant should be described. 
 


• The phenotypic and/or genotypic characterization of isolates relative to virulence 
characteristics. 


 
Results from studies evaluating antibacterial activity should be presented in tabular form under 
appropriate sections as described below: 
 


• Genera and species tested — species with unique mechanisms of resistance should be 
grouped separately; serotype, phenotype, and/or genotype should be included if known 
 


• Drug name 
 


• The minimum inhibitory concentration (MIC) range and the number of isolates tested 
 


• The values for the MIC required to inhibit growth of 50 percent of bacteria (MIC50) and 
the MIC required to inhibit growth of 90 percent of bacteria (MIC90)  
 


• Minimum bactericidal concentration (MBC) 
 


• MIC:MBC ratio for members of clinically relevant genera 
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Study Reports of Resistance 
 
Results from studies evaluating resistance should be presented in tabular form under appropriate 
sections as described below: 
 


• Genera and species tested — species with unique mechanisms of resistance should be 
grouped separately; if serotype, phenotype, and/or genotype are known then that 
information should be included 
 


• Drug name 
 


• MIC range — for each group of organisms and the number of isolates tested in each 
laboratory 
 


• MIC50 and MIC90 values 
 


• MBC 
 
The complete study report should include stability and lot numbers of the drug used for 
microbiology testing.  In addition, reproducibility of test results should be submitted.  If the data 
are derived from a publication, a copy of the publication should be included in the submission. 
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APPENDIX C:  
DATABASE FOR FINAL IN VITRO ANTIBACTERIAL  
SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA 


 
We recommend a single electronic database for the clinical trial with the subject level data 
presented in columns.  Each column heading should identify the scope of information below it.  
For instance, a subject identification (ID) number can include a coding arrangement that 
differentiates the trial center as well as the individual subject.  Sponsors should discuss the 
format of the microbiology datasets with the FDA at the time of the pre-new drug application or 
pre-biologics license application meeting.  We recommend that a sponsor provide the following 
information in the database under appropriate columnar headings: 
 


• Clinical trial center number  
 


• Subject ID number 
 


• Treatment group 
 


• Sample source 
 


• Species of bacterial isolate 
 


• Indication 
 


• Subject-by-subject clinical evaluations including separate rows for each subject, the 
subject’s status of microbiological eradication, and the subject’s overall clinical response 
(e.g., cure, failure) 
 


• Antibacterial susceptibility test (AST) results by diffusion methods for the investigational 
drug and the comparator drug 
 


• AST results by dilution methods for the investigational drug and the comparator drug 
 
Sponsors should provide an interpretation of the data described below for the investigational 
drug and comparator drugs.  Because of possible geographic differences in antibiograms and the 
clonal nature of bacteria, sponsors should present data in both combined and separate formats 
(e.g., United States and non-United States in separate tables).  Where appropriate, we 
recommend that U.S. data be broken down into regions (e.g., Northeast, Southeast, Midwest, 
Northwest, Southwest) and that non-U.S. data be broken down by region (e.g., Asia, Europe, 
Africa) and within region by country (e.g., France, Germany). 
 
We recommend that a sponsor include the following in the database: 
 


1. Minimum inhibitory concentration (MIC) values and subject microbiological responses 
for each baseline bacterium within each proposed indication; all subsets of bacteria 
demonstrating unique mechanisms of resistance (e.g., methicillin-resistant 
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Staphylococcus aureus, beta-lactamase-positive Haemophilus influenzae) and virulence 
should be listed separately. 


 
2. MIC values and subject clinical response for each baseline bacterium for each proposed 


indication; all subsets of bacteria demonstrating unique mechanisms of resistance and 
virulence should be listed separately. 


 
3. Zone diameter values and subject microbiological responses for each bacterium for each 


proposed indication; all subsets of bacteria demonstrating unique mechanisms of 
resistance and virulence should be listed separately. 


 
4. Zone diameter values and subject clinical responses for each bacterium for each proposed 


indication; all subsets of bacteria demonstrating unique mechanisms of resistance and 
virulence should be listed separately. 


 
5. For each subset of bacteria requiring defined AST interpretive criteria, all individual 


isolates in the range of MICs from two dilutions below the susceptible and two dilutions 
above the resistant provisional AST interpretive criteria. 


 
6. For each subset of bacteria requiring defined zone diameter AST interpretive criteria, all 


individual isolates in the range of zone diameters from 4 to 6 millimeters above the 
susceptible and 4 to 6 millimeters below the resistant provisional AST interpretive 
criteria. 


 
7. By indication and bacteria relevant to the indication, all MICs for isolates associated with 


microbiological failures.  The bacteria should be identified to the species level. 
 


8. By indication and bacteria relevant to the indication, all zone diameters for isolates 
associated with microbiological failures.  The bacteria should be identified to the species 
level. 


 
9. For each bacterium (e.g., nonfastidious, fastidious, and anaerobic), the MIC value 


indicating the number and percent of isolates at that MIC associated with each 
microbiological response.  MIC values should be grouped by bacterial type. 


 
10. For each bacterium (e.g., nonfastidious, fastidious), the zone diameter indicating the 


number and percent of isolates at the zone diameter associated with each microbiological 
response.  Zone diameter information should be grouped by bacterial type. 


 
11. For each group of bacteria, a histogram showing the number of isolates at each MIC from 


clinical trials overlaying isolates from nonclinical studies.  Sponsors should present 
bacteria with characterized phenotypic resistance and virulence markers as a subset. 


 
12. For each group of bacteria, a histogram showing the number of isolates at each zone 


diameter from clinical trials overlaying isolates from nonclinical studies.  Sponsors 
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should present bacteria with characterized phenotypic resistance and virulence markers as 
a subset. 
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APPENDIX D:  
EXAMPLE FORMAT FOR SECTIONS OF LABELING  


THAT PERTAIN TO MICROBIOLOGY 
 
Recommended language for and organization of the microbiology information that is discussed 
in the CLINICAL PHARMACOLOGY section of labeling are provided below along with 
additional recommendations in italics.1  For additional information concerning this section of 
labeling, see the guidance for industry Clinical Pharmacology Labeling for Human Prescription 
Drug and Biological Products — Considerations, Content, and Format.2  Also included are 
recommended citations for the REFERENCES section of labeling.  We recommend a consistent 
formatting approach for headings and subheadings in the CLINICAL PHARMACOLOGY 
section and the other sections of labeling to help organize the information (e.g., underlining for 
headings and italics for subheadings).  We recommend the use of title case for headings and 
subheadings. 
 
12 CLINICAL PHARMACOLOGY 
 
12.1 Mechanism of Action 
X is an anti- (e.g., bacterial, as appropriate) drug [see Microbiology (12.4)].3 
 


Recommendation:  The antimicrobial mechanism of action should be described in subsection 
12.4 Microbiology.  


 
12.4 Microbiology 
 


Mechanism of Action 
 
Resistance 
 
Interaction With Other Antimicrobials 
 
[Heading Title] [Other relevant information to be determined on a case-to-case basis] 


 
Recommendation:  Additional relevant microbiological information that provides 
characterization of the antimicrobial drug should be placed under another appropriately 
named heading. 


 


                                                 
1 As provided for in the final rule “Requirements on Content and Format of Labeling for Human Prescription Drug 
and Biological Products” (71 FR 3922, January 24, 2006), the microbiology portion of labeling should be added as 
subsection 12.4 under the CLINICAL PHARMACOLOGY section. 
 
2 We update guidances periodically.  To make sure you have the most recent version of a guidance, check the FDA 
Drugs guidance web page at 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
 
3 Note that this is an exception to the preferred presentation of cross-referencing in the Full Prescribing Information, 
which is to use the section heading followed by the numerical identifier. 



https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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Antimicrobial Activity 
[Name of drug] has been shown to be active against most isolates of the following 
microorganisms, both in vitro and in clinical infections [see Indications and Usage (1)]: 


 
Recommendation:  Each organism in this list must be associated with an indication in the 
INDICATIONS AND USAGE section (e.g., acute bacterial skin and skin structure 
infections caused by susceptible isolates of Staphylococcus aureus) (21 CFR 
201.57(c)(2)(i)(C)). 


 
[Microorganisms should be listed under the following categories in alphabetical order] 


Aerobic bacteria 
Gram-positive bacteria 
Gram-negative bacteria 


Anaerobic bacteria 
Gram-positive bacteria 
Gram-negative bacteria 


Other microorganisms (as applicable) 
 


The following in vitro data are available, but their clinical significance is unknown.4  At least 
90 percent of the following bacteria exhibit an in vitro minimum inhibitory concentration 
(MIC) less than or equal to the susceptible breakpoint for [name of drug] against isolates of 
similar genus or organism group.  However, the efficacy of [name of drug] in treating clinical 
infections caused by these bacteria has not been established in adequate and well-controlled 
clinical trials. 


 
[Microorganisms should be listed under the following categories in alphabetical order] 


Aerobic bacteria 
Gram-positive bacteria 
Gram-negative bacteria 


Anaerobic bacteria 
Gram-positive bacteria 
Gram-negative bacteria 


Other microorganisms (as applicable) 
 


Recommendation:  For an organism to be included in the above list (i.e., the second 
list), the organism at a minimum should:  (1) be relevant to an indication granted in 
the labeling; and (2) have an MIC90 below the concentration of the antimicrobial 
achievable in the plasma or at the infection site using the dosing regimen approved in 
the labeling as determined from in vitro testing of the targeted species or organism 
group.  See Appendix A for the recommended number and characteristics of test 
isolates.  See Appendix E for a summary of information for microorganisms to be 
included on the second list as well as additional information. 


 


                                                 
4 This statement must be included for the second list of bacteria; see 21 CFR 201.57(c)(13)(ii)(A). 
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Susceptibility Testing 
For specific information regarding susceptibility test interpretive criteria, and associated test 
methods and quality control standards recognized by FDA for this drug, please see 
https://www.fda.gov/STIC. 
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APPENDIX E:  
INFORMATION REGARDING THE SECOND BACTERIA LIST IN THE 


MICROBIOLOGY SUBSECTION OF LABELING 
 
 
Factors to Consider When Developing the Lists 
 
The following factors should be considered when developing the bacteria lists: 
 


• Certain bacteria are disease-specific and therefore can be properly placed only in the first 
list.  Examples of such pathogens are Mycobacterium tuberculosis, Bacillus anthracis, 
Mycobacterium leprae, Yersinia pestis, Neisseria meningitidis, Neisseria gonorrhoeae, 
and Brucella species. 


 
• There should be scientific evidence demonstrating that the bacteria are frequently 


associated with an indication for which approval is being sought. 
 


• Sponsors should support the species included in the second list with antibacterial 
susceptibility test (AST) results of recent clinical isolates (minimum inhibitory 
concentrations (MICs)) correlated with the achievable concentrations of the antibacterial 
drug using the recommended dosing regimen. 
 


• Bacteria included in the second list should have MIC90 values less than or equal to the 
clinically relevant AST interpretive criteria established for the particular genera, species, 
or group of bacteria related to a specific indication or indications. 


 
Summary Information for the Second List 
 
The summary should include the following information for the bacteria on the second list: 
 


• A discussion of the relevance of the bacteria to a specific clinical indication 
 


• The frequency in which the bacteria is shown to cause disease in the general population 
 


• Relevant literature references and/or laboratory test data summary tabulations of 
susceptibility data (e.g., range, MIC50, MIC90 for relevant antibacterial drugs) and 
annotated supporting literature for the listed bacteria 


 
• In vitro susceptibility information for (e.g., MIC, MIC range, MIC50, MIC90) of the 


bacteria proposed for the second list (see Appendix C for the suggested number of 
isolates and characteristics of pathogens that should be included for testing), 
accompanied by appropriate quality control (QC) data 


 
• A discussion of the methods used and their comparability to assess susceptibility as 


described in the supporting literature 
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• Comparisons of U.S. and foreign data analyzed separately and together 
 


• Susceptibility data that are accompanied by the appropriate QC data 
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Mixing, Diluting, or Repackaging Biological Products Outside the 


Scope of an Approved Biologics License Application 


Guidance for Industry1 
 


 


This guidance represents the current thinking of the Food and Drug Administration (FDA or Agency) on 


this topic.  It does not establish any rights for any person and is not binding on FDA or the public.  You 


can use an alternative approach if it satisfies the requirements of the applicable statutes and regulations. 


To discuss an alternative approach, contact the FDA office responsible for this guidance as listed on the 


title page.   


 


 


 


 


I. INTRODUCTION AND SCOPE 


 


This guidance sets forth FDA’s policy regarding the mixing,2 diluting, and repackaging3 of 


certain types of biological products that have been licensed under section 351 of the Public 


Health Service Act (PHS Act) when such activities are not within the scope of the product’s 


approved biologics license application (BLA) as described in the approved labeling for the 


product. This guidance describes the conditions under which FDA does not intend to take action 


for violations of section 351 of the PHS Act and section 502(f)(1), section 582, and, where 


specified, section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 


U.S.C. 352(f)(1), 21 U.S.C. 360eee-1, and 21 U.S.C. 351(a)(2)(B), respectively), when a state-


licensed pharmacy, a federal facility, or an outsourcing facility4 dilutes, mixes, or repackages 


certain biological products outside the scope of an approved BLA.    


    


                                                 
1 This guidance has been prepared by multiple offices in the Center for Drug Evaluation and Research (CDER), in 


cooperation with the Center for Biologics Evaluation and Research (CBER) and the FDA Office of Regulatory 


Affairs. 


2 For purposes of this guidance, mixing means combining an FDA-licensed biological product with one or more 


ingredients.   


3 For purposes of this guidance, repackaging means taking a licensed biological product from the container in which 


it was distributed by the original manufacturer and placing it into a different container without further manipulating 


the product.  As used in this guidance, the terms mixing, diluting, and repackaging describe distinct sets of activities 


with respect to a biological product.   


4 Outsourcing facility refers to a facility that meets the definition of an outsourcing facility under section 503B(d)(4) 


of the FD&C Act (21 U.S.C. 353b(d)(4)).  See guidance for industry Guidance for Entities Considering Whether to 


Register As Outsourcing Facilities Under Section 503B of the Federal Food, Drug, and Cosmetic Act (August 


2015), available at 


https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM434171.pdf.  


All FDA guidances are available on the Agency’s guidance website at 


http://www.fda.gov/ForIndustry/FDABasicsforIndustry/ucm234622.htm.  FDA updates guidances regularly.  To 


ensure that you have the most recent version, please check this web page.  


 



https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM434171.pdf

http://www.fda.gov/ForIndustry/FDABasicsforIndustry/ucm234622.htm
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This guidance does not address the following:5 


 


 Biological products not subject to licensure under section 351 of the PHS Act (i.e., 


biological products for which a marketing application could properly be submitted under 


section 505 of the FD&C Act (21 U.S.C. 355) (see section 7002(e) of the Affordable 


Care Act)).6 


 


 Radioactive biological products.  It is the Agency’s understanding that pharmacists do 


not manipulate radioactive biological products outside the scope of the product’s 


approved labeling. 


 


 Mixing, diluting, or repackaging biological products (other than allergenic extracts) by 


entities that are not state-licensed pharmacies, federal facilities, or outsourcing facilities 


(e.g., repackers registered with FDA under section 510 of the FD&C Act (21 U.S.C. 


360)); and preparation of allergenic extracts by entities that are not state-licensed 


pharmacies, federal facilities, outsourcing facilities, or physicians. 


 


 Removing a biological product from the original container at the point of care (e.g., 


patient’s bedside) for immediate administration to a single patient after receipt of a valid 


patient-specific prescription or order for that patient (e.g., drawing up a syringe to 


administer directly to the patient).  FDA does not consider this to be “repackaging” for 


purposes of this guidance. 


 


 Diluting or mixing a biological product at the point of care for immediate administration 


to a single patient after receipt of a valid patient-specific prescription or order for that 


patient (e.g., diluting or mixing into a syringe to administer directly to the patient). 


 


 Mixing, diluting, or repackaging a licensed biological product when the product is being 


mixed, diluted, or repackaged in accordance with the approved BLA as described in the 


approved labeling for the product.  FDA considers this to be an approved manipulation of 


the product. 


 


 Mixing, diluting, or repackaging of blood and blood components for transfusion,7 


vaccines, cell therapy products, or gene therapy products.  This guidance does not alter 


FDA’s existing approach to regulating the collection and processing of blood and blood 


components for transfusion.  In addition, FDA intends to consider regulatory action if 


licensed vaccines, cell therapy products, and gene therapy products are subject to 


additional manufacturing, including mixing, diluting, or repackaging, in ways not 


                                                 
5 FDA is considering the applicability of the policies described in this guidance to hospitals and health systems and 


intends to address these issues in separate guidance. 


6
 The repackaging of biological products approved under section 505 of the FD&C Act is addressed in a separate 


guidance for industry, Repackaging of Certain Human Drug Products by Pharmacies and Outsourcing Facilities 


(January 2017), available at https://www.fda.gov/downloads/Drugs/Guidances/UCM434174.pdf.  


7 This guidance does apply to licensed, plasma-derived biological products, including recombinant and transgenic 


versions of plasma derivatives that are mixed, diluted, or repackaged outside the scope of an approved BLA. 



https://www.fda.gov/downloads/Drugs/Guidances/UCM434174.pdf
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specified in the product’s approved BLA as described in the approved labeling for the 


product.    


 


 Investigational new drugs being studied under an investigational new drug application.  


This guidance does not alter FDA’s existing approach to regulating investigational new 


drugs. 


 


As stated above, this guidance does not address the mixing, diluting, or repackaging of a 


biological product for which a marketing application could properly be submitted under section 


505 of the FD&C Act (see section 7002(e) of the Affordable Care Act).  Accordingly, in this 


guidance, the term biological product does not include products for which a marketing 


application can be or has been submitted under section 505 of the FD&C Act.    


 


Section II of this guidance provides background on biological products and the legal framework 


for FDA’s regulation of these products and explains that sections 503A and 503B of the FD&C 


Act (21 U.S.C. 353a and 21 U.S.C. 353b, respectively) do not provide exemptions for mixing, 


diluting, or repackaging of biological products.  Section III describes FDA’s policy on mixing, 


diluting, or repackaging of certain licensed biological products that is not within the scope of the 


product’s approved BLA as described in the approved labeling for the product. 


   


In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  


Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 


as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 


the word should in Agency guidances means that something is suggested or recommended, but 


not required.  


 


 


II. BACKGROUND 


 


A. Biological Products  


 


The term “biological product” is defined in section 351(i)(1) of the PHS Act as 


 
a virus, therapeutic serum, toxin, antitoxin, vaccine, blood, blood component or 


derivative, allergenic product, protein (except any chemically synthesized polypeptide), 


or analogous product, or arsphenamine or derivative of arsphenamine (or any other 


trivalent organic arsenic compound), applicable to the prevention, treatment, or cure of a 


disease or condition of human beings. 


 


Biological products can be complex chains or combinations of sugars, amino or nucleic acids, or 


living entities such as cells and cellular therapies.  Biological products include therapeutic 


proteins, monoclonal antibodies, allergenic extracts, blood and blood derivatives, cell therapy 


products, gene therapy products, preventive vaccines, and therapeutic vaccines.  Generally, 


biological products have a complex set of structural features (e.g., amino acid sequence, 


glycosylation, folding) essential to their intended effect and are very sensitive to changes to their 


manufacturing process, including but not limited to any manipulation outside of their approved 


container-closure systems.  In addition, many biological products are particularly sensitive to 
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storage and handling conditions and can break down or aggregate if exposed to heat or light, if 


dropped, or if shaken during storage and handling. Accordingly, in the absence of manufacturing 


controls, diluting or mixing a biological product with other components or repackaging a 


biological product by removing it from its approved container-closure system and transferring it 


to another container-closure system is highly likely to affect the safety or effectiveness of the 


biological product.  Biological products are also particularly susceptible to microbial 


proliferation in a short period of time if contaminated.   


 


Nevertheless, to meet the needs of a specific patient, certain licensed biological products are 


sometimes mixed or diluted in a way not described in the product’s approved labeling .  For 


example, some biological products have no licensed pediatric strength or dosage form, so the 


product is diluted for use in pediatric patients.  There also may be certain circumstances where a 


person would repackage a licensed biological product by removing it from its original container 


and placing it into different containers in a manner that is not within the scope of the approved 


BLA as described in the approved labeling for the product.  Like other drugs, biological products 


are sometimes repackaged for various reasons, including for pediatric or ophthalmic use.  For 


example, a pediatric dialysis unit may repackage a larger quantity of a product into smaller 


aliquots so that the optimal dose may be administered to each pediatric dialysis patient being 


treated at that particular time.   


 


Repackaging a drug or biological product could change its characteristics in ways that have not 


been evaluated during the approval process and that could affect the safety and effectiveness of 


the product.  Improper repackaging of drugs and biological products can cause serious adverse 


events.  Of particular concern is the repackaging of sterile drugs, which are susceptible to 


contamination and degradation.  For example, failure to properly repackage a sterile drug (such 


as a biological product) under appropriate aseptic conditions could introduce contaminants that 


could cause serious patient injury or death.  Repackaging practices that conflict with approved 


product labeling have led to product degradation, resulting in adverse events associated with 


impurities in the product or lack of efficacy because the active ingredient has deteriorated.  These 


risks are often even more acute for biological products due to their complex composition and 


sensitivity to variations in storage and handling conditions.   


    


Cell and gene therapy products often contain viable cells or intact/active viral vectors.  The 


manufacturing process for these products is complex and includes multiple controls to assure the 


product’s safety, purity, and potency.  Many cell therapy products are cryopreserved, and the 


procedures for thawing and handling in preparation for administration described in the approved 


labeling must be followed to maintain the safety and effectiveness of the product.  Because these 


products are frequently implanted or administered intravenously and are not typically amenable 


to terminal sterilization, their microbiological safety is dependent largely on facility design, 


aseptic technique, and manufacturing protocols that are best controlled by robust quality systems. 


 


Vaccines are manufactured using biological systems and supplied by manufacturers in single- or 


multi-dose presentations.  Unlike most other drugs and biological products, vaccines are 


administered to healthy individuals, including infants, to prevent disease.  Vaccines may contain 


live attenuated organisms, inactivated organisms, or components of bacteria or viruses such as 


polysaccharides, inactivated toxins, or purified proteins.  The manufacturing process for vaccines 
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is complex and includes multiple controls to assure safety and effectiveness.  Each single dose of 


a vaccine is formulated to deliver the correct quantity of an active ingredient to the recipient.  


 


Because of the particularly sensitive nature of these products as described above, the policies in 


this guidance do not cover cell therapy products, gene therapy products, and vaccines.   


 


The policies in this guidance also do not cover or alter FDA’s existing approach to regulating the 


collection and processing of blood and blood components for transfusion.  These activities are 


currently conducted in FDA-licensed or -registered blood collection establishments and in 


hospital-based transfusion services regulated in part by the Centers for Medicare & Medicaid 


Services under the Clinical Laboratory Improvement Amendments of 1988.  In all instances, the 


collection and processing of blood and blood components for transfusion is already subject to 


current good manufacturing practice (CGMP) requirements under the existing statutory and 


regulatory framework for blood and blood components and will not be subject to the policies 


described here. 


 


B. Legal Framework for FDA’s Regulation of Biological Products 


 


Section 351(a)(1) of the PHS Act prohibits the introduction into interstate commerce of any 


biological product unless “a biologics license . . . is in effect for the biological product.”  For 


FDA to approve a BLA, the BLA must contain data to demonstrate that the biological product is 


safe, pure, and potent and that the facility in which the biological product will be manufactured, 


processed, packed, or held meets standards designed to assure that the biological product 


continues to be safe, pure, and potent (see section 351(a)(2)(C) of the PHS Act).  Because 


manufacturing controls are so important to ensuring the safety and effectiveness of biological 


products, FDA licensing of a biological product is based in part on an extensive review of 


chemistry and manufacturing controls data submitted by the applicant.  This includes a thorough 


evaluation of the raw materials, drug substance, and drug product to ensure consistency in 


manufacturing and continued safety and effectiveness.  In addition, other data are submitted and 


reviewed (e.g., stability and compatibility testing results) to establish the storage and handling 


conditions appropriate to ensure the safety, purity, and potency of the biological product.   


 


A biological product that is mixed, diluted, or repackaged outside the scope of an approved BLA 


is an unlicensed biological product under section 351 of the PHS Act.  For example, if a licensed 


biological product is diluted or mixed with components other than those described in the 


approved labeling for the product, or if it is removed from its original container-closure system 


and placed in a new container-closure system that is not described in the approved labeling for 


the product, these additional manufacturing steps would create a new, unlicensed biological 


product.  To be legally marketed, the new biological product would have to be licensed on the 


basis of an approved BLA that includes, among other things, chemistry and manufacturing 


controls data. 


 


C. Sections 503A and 503B of the FD&C Act Do Not Exempt Biological 


Products From the Premarket Approval Requirements of the PHS Act or 


From Provisions of the FD&C Act 
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Section 503A of the FD&C Act exempts compounded drugs from sections 505 (concerning new 


drug approval of human drug products), 502(f)(1) (concerning labeling of drug products with 


adequate directions for use), and 501(a)(2)(B) (concerning CGMP) of the FD&C Act, provided 


that certain conditions are met, including that the drug is compounded pursuant to a prescription 


for an individually identified patient from a licensed practitioner.   


 


The Drug Quality and Security Act added a new section 503B to the FD&C Act.  Under section 


503B(b) of the FD&C Act, a compounder can register with FDA as an outsourcing facility.  


Drug products compounded under the direct supervision of a licensed pharmacist in an 


outsourcing facility can qualify for exemptions from the FDA approval requirements in section 


505 of the FD&C Act and the requirement to label drug products with adequate directions for use 


under section 502(f)(1) of the FD&C Act if the conditions in section 503B are met.  Drugs 


compounded in outsourcing facilities are not exempt from the CGMP requirements of section 


501(a)(2)(B).    


 


Although sections 503A and 503B provide an exemption for certain compounded drugs from the 


requirement to obtain premarket approval under section 505 of the FD&C Act, they do not 


provide an exemption from the requirement to obtain premarket approval under section 351 of 


the PHS Act.  Manufacturers of biological products must obtain an approved license under 


section 351(a) or (k) of the PHS Act.  Thus, for purposes of sections 503A and 503B, a drug 


does not include any biological product that is subject to licensure under section 351 of the PHS 


Act.  Accordingly, such biological products are not eligible for the exemptions for compounded 


drugs under sections 503A and 503B of the FD&C Act.  In other words, the FD&C Act does not 


provide a legal pathway for marketing biological products that have been prepared outside the 


scope of an approved BLA. 


 


 


III. POLICY  


 


Because biological products are sometimes mixed, diluted, or repackaged in ways not addressed 


in labeling approved for the product under section 351 of the PHS Act, but do not qualify for the 


exemptions in sections 503A or 503B of the FD&C Act, FDA has developed this guidance to 


explain the conditions under which FDA does not intend to take action when certain biological 


products are mixed, diluted, or repackaged in a manner not described in their approved labeling. 


 


A. General Conditions 


 


This guidance addresses the mixing, diluting, or repackaging of a licensed biological product, not 


a biological product licensed for further manufacturing use only or a bulk drug substance.  The 


policies expressed in this guidance do not extend to any person or entity that mixes, dilutes, or 


repackages a biological product from any other starting material.  For example, a licensed 


biological product mixed with a bulk drug substance would not be subject to the policies in this 


guidance.  Consistent with section 351 of the PHS Act, an entity seeking to mix, dilute, or 


repackage a biological product licensed for further manufacturing use only, or a bulk drug 


substance, or to mix a licensed biological product with a bulk drug substance must first submit a 


BLA and obtain a license for the product.   
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Furthermore, the policies expressed in this guidance apply only to the mixing, diluting, or 


repackaging of certain licensed biological products in accordance with the conditions specified in 


section III of this guidance.  Except as described in section III, the Agency intends to consider 


regulatory action if a licensed biological product is subject to additional manufacturing outside 


of the conditions specified in the approved labeling for the licensed product, including mixing, 


diluting, or repackaging.   


 


As described in section II.B, a biological product that is mixed, diluted, or repackaged outside 


the scope of an approved BLA is an unlicensed biological product under section 351 of the PHS 


Act.  To be legally marketed, the new biological product would have to be the subject of an 


approved BLA and made in accordance with all other requirements applicable to biological 


products, including CGMP requirements.   


 


B. Mixing, Diluting, or Repackaging Licensed Biological Products8  


 


FDA does not intend to take action for violations of section 351 of the PHS Act or sections 


502(f)(1) or 582 of the FD&C Act if a state-licensed pharmacy, a f 


ederal facility, or an outsourcing facility mixes, dilutes, or repackages a biological product in 


accordance with the conditions described below, and any applicable requirements.9  In addition, 


FDA does not intend to take action for violations of section 501(a)(2)(B) of the FD&C Act when 


a state-licensed pharmacy or a Federal facility mixes, dilutes, or repackages a biological product 


in accordance with the conditions described below, and any applicable requirements.10  


 


The conditions referred to in the preceding paragraph are as follows: 


 


1. The FDA-licensed biological product is a biological product that is mixed, diluted, or 


repackaged, not a biological product licensed for further manufacturing use only or a bulk 


drug substance.  Additionally, a licensed biological product is not combined with a biological 


product licensed for further manufacturing use only or with a bulk drug substance.  Any 


materials used in mixing or diluting are sterile, pharmaceutical grade,11 and otherwise 


appropriate for such use.  


 


                                                 
8 Section III.B does not apply to allergenic extracts.  For FDA’s policy concerning the preparation of prescription 


sets for subcutaneous immunotherapy, refer to section III.C of this guidance.  


9 Applicable requirements include, for example, the requirement that manufacturers not adulterate a biological 


product by preparing, packing, or holding the drug under insanitary conditions. See section 501(a)(2)(A) of the 


FD&C Act.   


10 For purposes of the applicability of the conditions in this guidance document, references to a state-licensed 


pharmacy or federal facility do not include a facility that is registered as an outsourcing facility under section 503B 


of the FD&C Act. 


11 For purposes of this guidance, pharmaceutical grade refers to materials that are suitable for administration in 


humans. 
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2. The biological product is mixed, diluted, or repackaged in a state-licensed pharmacy, a 


federal facility, or an outsourcing facility. 


 


3. The biological product is mixed, diluted, or repackaged by or under the direct supervision of 


a licensed pharmacist.  


 


4. If the biological product is mixed, diluted, or repackaged in a state-licensed pharmacy or a 


federal facility, it is distributed12 only after the receipt of a valid prescription for an 


individually identified patient (including a written order or notation in a patient’s chart in a 


health care setting) directly from the prescribing practitioner or patient. This condition does 


not apply to biological products mixed, diluted, or repacked in an outsourcing facility.13 


 


5. Except as provided below, the biological product is mixed, diluted, or repackaged, then 


stored and shipped in a way that does not conflict with the approved labeling for the licensed 


biological product.14   


 


o For a biological product packaged in a single-dose vial that is mixed, diluted, or 


repackaged, the biological product is mixed, diluted, or repackaged in a way that does 


not conflict with the approved labeling, except for the statements designating the 


product as a single-dose or single-use product, and related language (e.g., discard 


remaining contents).15 


 


o For a biological product repackaged by an outsourcing facility that assigns a beyond 


use date (BUD) to the product in accordance with Appendix A of this guidance, the 


biological product is repackaged in a way that does not conflict with the approved 


labeling, except for the statements regarding the product’s labeled in-use time (and 


any statements designating the product as a single-dose or single-use product, as 


described immediately above). 


 


                                                 
12 Distributed means that the mixed, diluted, or repackaged biological product has left the facility in which it was 


mixed, diluted, or repackaged.  


13 Note, however, that drugs produced by outsourcing facilities, including drugs that are also biological products, 


remain subject to the requirements in section 503B of the FD&C Act.  Therefore, a prescription drug, including a 


biological product, cannot be dispensed to a patient without a prescription. 


14 For example, if the approved labeling for the licensed biological product contains instructions for handling or 


storage of the product, the mixing, diluting, or repackaging is done in accordance with those instructions.  


Otherwise, it would be considered to be in conflict with the approved labeling for the licensed biological product. 


15 For example, Avastin (bevacizumab) is packaged in a single-dose vial.  This condition could be satisfied even if 


Avastin is repackaged into multiple single dose syringes despite the fact that the label of the approved product states, 


“Single-use vial . . . Discard unused portion.”  However, this condition would not be satisfied if Avastin is mixed, 


diluted, or repackaged in a manner that conflicts with other language in the approved labeling (e.g., regarding the 


appropriate diluent and storage conditions).    
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6. The container-closure system16 (e.g., syringe) into which the mixed, diluted, or repackaged 


biological product is placed is suitable for storage of the biological product through its 


BUD17 and the primary packaging is sterile. 


 


7. If the labeling for the licensed biological product includes storage or handling instructions 


(e.g., protect from light, do not freeze, keep at specified storage temperature), the labeling for 


the biological product that is mixed, diluted, or repackaged specifies the same storage 


conditions.18 


 


8. If the biological product is mixed, diluted, or repackaged in a state-licensed pharmacy or 


federal facility, the duration of time from beginning (i.e., when the original biological 


product to be repackaged or to be used for mixing or diluting is punctured or otherwise 


opened) to end of mixing, diluting, or repackaging is no more than four hours. 


 


9. As described in section II of this guidance, biological products are very susceptible to 


product quality concerns when mixed, diluted, or repackaged.  For example, because 


biological products provide a rich media for microbial growth, they are particularly 


susceptible to microbial proliferation over time if contaminated.  Therefore, the mixed, 


diluted, or repackaged biological product is given a BUD19 that is not longer than the 


applicable BUD specified below.  The BUD timeframes in this condition begin from the time 


in which the container of the original biological product to be repackaged or to be used for 


mixing or diluting is punctured or otherwise opened. 


 


a. If the biological product is mixed, diluted, or repackaged by a state-licensed 


pharmacy or a federal facility, it is given a BUD that:   


 


- does not exceed the time frame within which the opened product is to be used 


as specified in the approved labeling of the licensed biological product for any 


manipulation (“in-use time”) or the expiration date of the biological product 


being mixed, diluted, or repackaged, whichever is shorter; 20 or 


                                                 
16 A container-closure system is the sum of packaging components that together contain and protect the dosage 


form. This includes primary packaging components and secondary packaging components, if the latter are intended 


to provide additional protection to the drug product. 


17 For example, for state-licensed pharmacies and federal facilities, information provided by the container’s 


manufacturer could indicate that the container is suitable for biological products mixed, diluted, or repackaged in 


accordance with this condition.  CGMP requirements address container suitability and drug stability for outsourcing 


facilities.  


18 See section IV of this guidance. 


19 The BUD is the date beyond which a biological product should not be used. 


20 For example, the approved labeling for Avastin states that “diluted Avastin solutions may be stored at 2-8ºC (36-


46ºF) for up to 8 hours.  Store in the original carton until time of use.”  Therefore, assigning a BUD to repackaged 


Avastin of 8 hours, provided that the repackaged Avastin is stored between 2ºC and 8ºC, would be consistent with 


conditions 5 and 9.  Although the approved labeling refers to diluted Avastin, FDA believes that this BUD is also 


appropriate for repackaged Avastin because of the potential for time-related product quality problems at a longer 


BUD.  For example, FDA is concerned about the potential for microbial proliferation if Avastin is inadvertently 
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- if the approved labeling does not specify an in-use time and the product is 


refrigerated, the in-use time is not longer than 24 hours, or the expiration date 


of the biological product being mixed, diluted, or repackaged, whichever is 


shorter. 


 


b. Regarding outsourcing facilities: 


 


i. If the biological product is mixed or diluted, it is given a BUD that  


 


- does not exceed the in-use time specified in the approved labeling of 


the biological product or the expiration date of the biological product 


being mixed or diluted, whichever is shorter; or 


 


- if the approved labeling does not specify an in-use time and the 


product is refrigerated, the in-use time is not longer than 24 hours, or 


the expiration date of the biological product being mixed or diluted, 


whichever is shorter. 


 


ii. If the biological product is repackaged by an outsourcing facility that does not 


perform the testing described in Appendix A for that product, it is given a 


BUD that21:  


 


- does not exceed the in-use time specified in the approved labeling of 


the biological product or the expiration date of the biological product 


being repackaged, whichever is shorter; or 


 


- if the approved labeling does not specify an in-use time and the 


product is refrigerated, the in-use time is not longer than 24 hours or 


the expiration date of the biological product being repackaged, 


whichever is shorter.  


 


iii. If the biological product is repackaged by an outsourcing facility that 


performs the testing described in Appendix A for that product, the BUD is 


assigned based on a stability program conducted in accordance with Appendix 


A for each container closure system to be used, the BUD does not exceed the 


expiration date of the biological product being repackaged, and the 


                                                 
contaminated while being repackaged, particularly because condition 9.a applies to facilities that likely do not 


comply with CGMP requirements.  Furthermore, the approved labeling for Avastin states, “Store in the original 


carton until time of use,” which means it should be stored in the original carton until it is opened and diluted.  At a 


longer BUD, the Avastin could interact with the container in which it is repackaged, which may result in 


degradation. 


21 See condition 5, which states that the biological product is mixed, diluted, or repackaged in a way that does not 


conflict with the approved labeling for the licensed biological product.  This means, for example, that the 


repackaged biological product is stored in accordance with labeled storage conditions, including temperature.  
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outsourcing facility maintains records of the testing performed in accordance 


with Appendix A.22   


 


10. The biological product is mixed, diluted, or repackaged in accordance with the following: 


 


a. If the biological product is mixed, diluted, or repackaged in a state-licensed pharmacy 


or a federal facility, it is done in accordance with the United States Pharmacopeia 


(USP) Chapter <797>,23 except the BUD is as specified in condition 9. 


 


b. If the biological product is mixed, diluted, or repackaged in an outsourcing facility, it 


is done in accordance with CGMP requirements, except the BUD is as specified in 


condition 9.24 


 


For purposes of condition 10.b, FDA intends to apply the policies described in the 


guidance, Current Good Manufacturing Practice — Interim Guidance for Human 


Drug Compounding Outsourcing Facilities Under Section 503B of the FD&C Act 


(July 2014),25 once that guidance is finalized, except for the following:     


 


o See condition 9 and Appendix A of this guidance for FDA’s policies 


concerning expiration dating or BUDs and stability testing for biological 


products mixed, diluted, or repackaged by outsourcing facilities. 


 


o See Appendix B of this guidance for FDA’s policies concerning release 


testing requirements for biological products mixed, diluted, or repackaged by 


outsourcing facilities.  Appendix B describes the circumstances under which 


FDA does not intend to take action against outsourcing facilities for failing to 


conduct batch release testing required under 21 CFR part 211 of mixed, 


diluted, or repackaged biological products.  


  


11. The biological product is not sold or transferred by an entity other than the entity that mixed, 


diluted, or repackaged the biological product.  For purposes of this condition, a sale or 


transfer does not include administration of a biological product in a health care setting.  


 


                                                 
22 See section IV of this guidance with respect to the maintenance of testing records. 


23 For purposes of this condition, reference to the USP Chapter <797> means USP 40-NF 35 (2017).  USP has 


proposed revisions to USP Chapter <797> that would affect biological products.  Once USP has considered the 


public comments that it received and finalized the revised Chapter <797>, FDA intends to evaluate whether to revise 


the reference in condition 10.a.   


24 FDA does not intend to take action against an outsourcing facility for assigning a BUD to be used as an expiration 


date in lieu of conducting stability studies required under 21 CFR part 211 if the BUD is assigned in accordance 


with condition 9.b. 


25 When final, this guidance will represent FDA’s current thinking on this topic. For the most recent version of a 


guidance, check the FDA Drugs guidance web page at 


http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 


 



http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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12. The mixed, diluted, or repackaged biological product is distributed only in states in which the 


facility mixing, diluting, or repackaging the biological product meets all applicable state 


requirements. 


 


13. If the biological product is mixed, diluted, or repackaged by an outsourcing facility:26 


 


a. The label on the immediate container (primary packaging, e.g., the syringe) of the 


mixed, diluted, or repackaged biological product includes the following:  


 


i. The statement “This biological product was mixed/diluted by [name of 


outsourcing facility]” or “This biological product was repackaged by [name of 


outsourcing facility],” whichever is appropriate 


 


ii. The address and phone number of the outsourcing facility that mixed, diluted, 


or repackaged the biological product 


 


iii. The proper name of the licensed biological product that was mixed, diluted, or 


repackaged 


 


iv. The lot or batch number assigned by the outsourcing facility for the mixed, 


diluted, or repackaged biological product 


 


v. The dosage form and strength of the mixed, diluted, or repackaged biological 


product  


 


vi. A statement of either the quantity or the volume of the mixed, diluted, or 


repackaged biological product, whichever is appropriate 


 


vii. The date the biological product was mixed, diluted, or repackaged 


 


viii. The BUD of the mixed, diluted, or repackaged biological product 


 


ix. Storage and handling instructions for the mixed, diluted, or repackaged 


biological product 


 


x. The National Drug Code (NDC) number for the mixed, diluted, or repackaged 


biological product, if available27 


 


xi. The statement “Not for resale” and, if the biological product is distributed by 


an outsourcing facility other than pursuant to a prescription for an individual 


identified patient, the statement “Office Use Only” 


 


                                                 
26 See section IV of this guidance with respect to sections 13.a.i-x and xii, sections 13.b.i-ii, and section 13.c. 


27 The NDC number for the original licensed biological product should not be placed on the mixed, diluted, or 


repackaged biological product. 
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xii. If included on the label of the FDA-licensed biological product from which 


the biological product is being mixed, diluted, or repackaged, a list of the 


active and inactive ingredients in the FDA-licensed biological product, unless 


such information is included on the label for the container from which the 


individual units of the mixed, diluted, or repackaged biological product are 


removed, as described below in 13.b.i; and, if the biological product is mixed 


or diluted, a list of any ingredients that appear in the mixed or diluted product 


in addition to those ingredients that are on the label of the original FDA-


licensed biological product.   


 


b. The label on the container from which the individual units are removed for 


administration (secondary packaging, e.g., the bag, box, or other package in which the 


mixed, diluted, or repackaged biological products are distributed) includes:  


 


i. The active and inactive ingredients included on the label of the original FDA-


licensed biological product, if the immediate product label is too small to 


include this information 


 


ii. Directions for use, including dosage and administration, as appropriate 


 


iii. The following information to facilitate adverse event reporting: 


www.fda.gov/medwatch and 1-800-FDA-1088. 


 


c. The mixed, diluted, or repackaged biological product is included on a report 


submitted to FDA each June and December identifying the drug products made by the 


outsourcing facility during the previous 6-month period, including the active 


ingredient; the source of the active ingredient; NDC number of the source ingredient, 


if available; strength of the active ingredient per unit; the dosage form and route of 


administration; the package description; the number of individual units mixed, 


diluted, or repackaged;28 and the NDC number of the mixed, diluted, or repackaged 


biological product, if assigned.29 


 


d. The outsourcing facility reports serious adverse events to FDA that are associated 


with its mixed, diluted, or repackaged biological products.30 


                                                 
28 Currently, FDA’s electronic drug reporting system is not configured to accept additional information that is 


specific to biological products, such as license number.  In the future, FDA intends to modify the system to accept 


this information. 


29 FDA has issued a guidance for industry, Electronic Drug Product Reporting for Human Drug Compounding 


Outsourcing Facilities Under Section 503B of the Federal Food, Drug, and Cosmetic Act (December 2016), 


available at https://www.fda.gov/downloads/drugs/newsevents/ucm424303.pdf.  This guidance describes how 


outsourcing facilities submit drug product reports to FDA.  Although that guidance addresses reporting of 


compounded drug products, outsourcing facilities should follow the same procedure to electronically report the 


biological products they mixed, diluted, or repackaged. 


30 FDA has issued a guidance for industry, Adverse Event Reporting for Outsourcing Facilities Under Section 503B 


of the Federal Food, Drug, and Cosmetic Act (October 2015), available at 


https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM434188.pdf, 


 



http://www.fda.gov/medwatch

https://www.fda.gov/downloads/drugs/newsevents/ucm424303.pdf

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM434188.pdf
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C. Licensed Allergenic Extracts for Subcutaneous Immunotherapy31 


 


FDA recognizes that there are circumstances in which licensed allergenic extracts would be 


mixed and diluted to provide subcutaneous immunotherapy to an individual patient, even though 


these allergenic extract combinations are not specified in the approved BLAs for the licensed 


biological products.  Such combinations are commonly referred to as prescription sets.32  For the 


purpose of this guidance, a prescription set is defined as a vial or set of vials of premixed 


licensed standardized and non-standardized allergenic extracts for subcutaneous immunotherapy 


diluted with an appropriate diluent prepared by a licensed physician for an individual patient 


according to instructions from a valid prescription (including a chart order in a health care 


setting).   


 


FDA does not intend to take action for violations of section 351 of the PHS Act or sections 


502(f)(1) or 582 of the FD&C Act if a physician, state-licensed pharmacy, federal facility, or 


outsourcing facility prepares prescription sets of allergenic extracts in accordance with the 


conditions described below, and any applicable requirements.    


 


In addition, FDA does not intend to take action for violations of section 501(a)(2)(B) of the 


FD&C Act when the prescription set is prepared by a physician, state-licensed pharmacy, or a 


federal facility that is not registered with FDA as an outsourcing facility if the prescription set is 


prepared in accordance with the conditions described below, and any applicable requirements.  


 


The conditions referred to in the preceding two paragraphs are as follows: 


 


1.   The prescription set is prepared from FDA-licensed allergenic extracts and diluents that are 


sterile, pharmaceutical grade, and otherwise appropriate for such use.   


 


2. The prescription set is prepared in a physician’s office, state-licensed pharmacy, federal 


facility, or outsourcing facility.  


 


                                                 
which describes how outsourcing facilities submit adverse event reports to FDA and the content and format of the 


reports that they are required to submit.  Although that guidance addresses reporting of adverse events associated 


with compounded drug products, outsourcing facilities should follow the procedure described in that guidance to 


electronically report adverse events associated with the biological products they mixed, diluted, or repackaged. 


31 Allergenic extracts are subject to FDA’s BLA and investigational new drug application requirements. The policies 


described in this guidance only apply to allergenic extracts for subcutaneous immunotherapy; they do not apply to 


allergenic extracts for use in cutaneous diagnostic testing. 


32 Under 21 CFR 610.17, licensed biological products must not be combined with other licensed products, either 


therapeutic, prophylactic or diagnostic, except as covered by a license obtained for the combined product.  All mixes 


of allergenic extracts that are not prescription sets must be the subject of an approved BLA or have in effect an 


investigational new drug application.   
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3. Each prescription set is distributed33 only after the receipt of a valid prescription for an 


identified, individual patient (including a written order or notation in a patient’s chart in a 


health care setting) directly from the prescribing practitioner or patient.   


 


4. The prescription set is prepared in a way that does not conflict with approved labeling of the 


licensed biological products that are part of the prescription set.34  


 


5. The BUD for the prescription set is no later than the earliest expiration date of any allergenic 


extract or any diluent that is part of the prescription set, and the BUD does not exceed one 


year from the date the prescription set is mixed or diluted.35 


 


6. The prescription set is prepared in accordance with the following: 


 


a. If the prescription set is prepared in a State-licensed pharmacy or Federal facility, or 


in a physician’s office, it is prepared in accordance with USP Chapter <797>,36 


except the BUD is as specified in condition 5. 


 


b. If the prescription set is prepared in an outsourcing facility, it is prepared in 


accordance with applicable CGMP requirements, except the BUD is as specified in 


condition 5.    


 


For purposes of condition 6.b, FDA intends to apply the policies described in the 


guidance, Current Good Manufacturing Practice — Interim Guidance for Human 


Drug Compounding Outsourcing Facilities Under Section 503B of the FD&C Act, 


once that guidance is finalized, except for the following:   


 


o See condition 5 of this guidance for FDA’s policies concerning expiration 


dating/BUDs for prescription sets prepared by outsourcing facilities. 


 


o See Appendix B of this guidance for FDA’s policies concerning release 


testing requirements for prescription sets prepared by outsourcing facilities.  


Appendix B describes the circumstances under which FDA does not intend to 


take action against outsourcing facilities for failing to conduct batch release 


testing of prescription sets.  


                                                 
33 Distributed means that the prepared prescription set has left the facility in which it was prepared. 


34 See note 14. 


35 FDA does not intend to take action against an outsourcing facility for assigning a BUD to be used as an expiration 


date in lieu of conducting stability studies required under 21 CFR part 211, so long as the outsourcing facility 


assigns a BUD in accordance with this condition. 


36 For purposes of this condition, the reference to the USP Chapter <797> means in USP 40-NF 35 (2017).  USP has 


proposed revisions to USP Chapter <797> that would affect biological products.  Once USP has evaluated the public 


comments that it received and finalized the revised Chapter <797>, FDA intends to consider whether condition 7 


should refer to the updated chapter, or conditions should be adopted that are different than those included in final 


Chapter <797>.   
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7. The prepared prescription set is not sold or transferred by an entity other than the entity that 


prepared the prescription set. For purposes of this condition, a sale or transfer does not 


include administration of a prescription set in a health care setting.    


 


8. The prescription set is distributed only in states in which the facility preparing the 


prescription set meets all applicable state requirements.   


 


9. If the prescription set is prepared by an outsourcing facility:37 


 


a. The label on any immediate containers (primary packaging) of the prescription set 


includes the following:  


 


i. The patient’s name as identified on the prescription or order 


 


ii. The statement “This prescription set was prepared by [name of outsourcing 


facility]”  


 


iii. The address and phone number of the outsourcing facility that prepared the 


prescription set 


 


iv. The identity of each allergenic extract in the prescription set and the quantity 


of each 


 


v. The dilution of each dilution vial 


 


vi. The lot or batch number of the prescription set 


 


vii. The date the prescription set was prepared  


 


viii. The BUD as the expiry date for the prescription set 


 


ix. Storage and handling instructions for the prescription set 


 


x. The statement “Not for resale”  


 


b. The label of the container from which the individual units of the prescription set are 


removed for administration (secondary packaging) includes the following information 


to facilitate adverse event reporting: www.fda.gov/medwatch and 1-800-FDA-1088. 


 


c. Each prescription set also is accompanied by instructions for use.    


 


d. The prescription set is included in a report submitted to FDA each June and 


December identifying the drug products made by the outsourcing facility during the 


                                                 
37 With respect to sections 9.a.i-ix; section 9.c; and section 9.d., see section IV of this guidance. 



http://www.fda.gov/medwatch
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previous 6-month period, including the active ingredients; source of the active 


ingredients; NDC number of the source ingredients, if available; strength of the active 


ingredients per unit; the dosage form and route of administration; the package 


description; the number of individual units produced; and the NDC number of the 


final product, if assigned.38  


 


e. The outsourcing facility reports serious adverse events to FDA that are associated 


with its prescription sets.39 


 


D. Establishment Registration and Drug Listing 


 


Under section 510(b)(1) of the FD&C Act, between October 1 and December 31 of each year, 


every person who owns or operates any establishment in any State engaged in the manufacture, 


preparation, propagation, compounding, or processing of a drug or drugs (including biological 


products) is required to register with FDA, and under section 510(j) of the FD&C Act, every 


person who registers with FDA under section 510(b) must list its drugs manufactured, prepared, 


propagated, compounded, or processed for commercial distribution with the Agency.  A drug is 


misbranded under section 502(o) of the FD&C Act (21 U.S.C. 352(o)) if it was manufactured, 


prepared, propagated, compounded, or processed in an establishment that is not registered under 


section 510, or if it was not included on a list required by section 510(j).  Pharmacies that mix, 


dilute, or repackage biological products may qualify for an exemption from registration and 


therefore also not be required to list their drugs with FDA.  Specifically, under section 510(g)(1), 


the registration requirement of section 510 does not apply to 


 
pharmacies which maintain establishments in conformance with any applicable local laws 


regulating the practice of pharmacy and medicine and which are regularly engaged in 


dispensing prescription drugs or devices, upon prescriptions of practitioners licensed to 


administer such drugs or devices to patients under the care of such practitioners in the 


course of their professional practice, and which do not manufacture, prepare, propagate, 


compound, or process drugs or devices for sale other than in the regular course of their 


business of dispensing or selling drugs or devices at retail. 


   


With respect to entities that do not qualify for the exemptions from registration under section 510 


of the FD&C Act,40 FDA does not intend to take action against outsourcing facilities for 


                                                 
38 FDA has issued a guidance for industry, Electronic Drug Product Reporting for Human Drug Compounding 


Outsourcing Facilities Under Section 503B of the Federal Food, Drug, and Cosmetic Act.  This guidance describes 


how outsourcing facilities submit drug product reports to FDA.  Although that guidance addresses reporting of 


compounded drug products, outsourcing facilities should follow the same procedure to electronically report the 


prescription sets that they prepared. 


39 FDA has issued a guidance for industry, Adverse Event Reporting for Outsourcing Facilities Under Section 503B 


of the Federal Food, Drug, and Cosmetic Act, which describes how outsourcing facilities submit adverse event 


reports to FDA and the content and format of the reports that they are required to submit.  Although that guidance 


addresses reporting of adverse events associated with compounded drug products, outsourcing facilities should 


follow the procedure described in that guidance to electronically report adverse events associated with the 


prescription sets they prepared. 


40 See also, 21 CFR 207.13.  
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violations of section 502(o) of the FD&C Act for failure to register and list under section 510 


biological products that are mixed, diluted, or repackaged in accordance with this guidance.41    


 


 


IV. PAPERWORK REDUCTION ACT 


 


This guidance contains information collection provisions that are subject to review by the Office 


of Management and Budget (OMB) under the Paperwork Reduction Act of 1995 (44 U.S.C. 


3501-3520).  See footnotes 18, 22, 26, and 37.  These provisions require review and are not in 


effect until they display a currently valid OMB control number.  The information collection 


provisions in this guidance have been submitted to OMB for review as required by section 


3507(d) of the Paperwork Reduction Act of 1995. FDA will publish a notice in the Federal 


Register announcing OMB’s decision regarding the information collection provisions in this 


guidance.  


  


                                                 
41 Outsourcing facilities that mix, dilute, or repackage biological products under this guidance are registered with 


FDA under section 503B of the FD&C Act and report mixed, diluted, or repackaged biological products to FDA in 


accordance with condition 13.c  in section III.B or, for licensed allergenic extracts for subcutaneous immunotherapy, 


condition 9.d in section III.C. 
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Appendix A 


 


Assigning a BUD for Repackaged Biological Products Based On Stability Testing42 


 


As noted above, outsourcing facilities are subject to CGMP requirements.  For example, an 


outsourcing facility that repackages biological products must have a written stability testing 


program that includes:43 


 


 Sample size and test intervals based on statistical criteria for each attribute examined 


to assure valid estimates of stability; 


 


 Storage conditions for samples retained for testing; 


 


 Stability-indicating test methods that are reliable, meaningful, and specific; 


 


 Evaluation of samples of the biological product in the same container closure system 


as that in which the product is to be marketed by the outsourcing facility; and    


 


 Testing of biological products for reconstitution at the time of dispensing (as directed 


in the labeling) and after reconstitution. 


 


The initial time point for the tests described below is the time at which the outsourcing facility 


conducts this testing on the initial source material (i.e., licensed biological product) used for 


repackaging.   


 


Stability testing is intended to confirm certain quality attributes of a repackaged biological 


product held under the labeled storage conditions for the duration of the BUD.  To assign a BUD 


beyond 24 hours44 for a repackaged biological product and remain eligible for the policies 


described in this guidance, the outsourcing facility would conduct a series of tests, described 


below.  Samples evaluated for stability must be representative of the batch from which they were 


obtained (see 21 CFR 211.160 and 211.166).  The data from each time point would be evaluated 


against specifications that the outsourcing facility established for the repackaged product prior to 


beginning the stability program.  Specifications should be meaningful for the specific product 


being tested, and the outsourcing facility should have scientific justification for each 


specification.  


 


                                                 
42 Appendix A applies only to biological products repackaged by outsourcing facilities, and it does not apply to 


prescription sets of allergenic extracts.  BUDs for biological products mixed, diluted, or repackaged by state-


licensed pharmacies or Federal facilities that are not outsourcing facilities are addressed in section III.B.9, and 


BUDs for prescription sets of allergenic extracts are addressed in section III.C.5. 


43 See 21 CFR 211.166. 


44 See condition III.B.9 of this guidance. Note that under this condition, the BUD does not exceed the expiration date 


of the licensed biological product being repackaged, even if the BUD is assigned on the basis of stability testing 


under this appendix. 
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After specifications have been established, the outsourcing facility would conduct the testing 


described below on one lot of a particular biological product in the container into which it will be 


repackaged to establish the BUD for that product, and then the outsourcing facility would 


conduct these tests on one lot annually and whenever the formulation of the biological product 


being repackaged or the container into which it is being repackaged may have changed.45 In lieu 


of performing the testing itself, the outsourcing facility may contract with a testing facility to 


perform this testing.46   


 


When establishing the BUD for a repackaged biological product, if the data for any test does not 


meet the established specifications, the BUD is limited to the time point at which all of the data 


remained within specifications.47  For this reason, FDA recommends testing at one or more 


interim time points.  If the data at the last time point do not confirm the stability of the product at 


the desired BUD (e.g., some measurements fall outside of the established specifications) but the 


data at the interim meet the established specifications, assigning a BUD equal to the interim time 


point would be consistent with the policies in this guidance. 


 


The stability studies are performed for each container-closure system to be used.   


 


FDA does not intend to take action against an outsourcing facility for non-compliance with 21 


CFR 211.166 when it repackages biological products in accordance with the conditions set forth 


in this guidance provided that it conducts a stability program that includes, at minimum, the 


following tests.  The outsourcing facility conducts these tests at each time point, except where 


specified: 


 


1. Nondestructive Tests48 


 


The following tests are conducted to assure consistency with the biological product being 


repackaged and its approved labeling: 


 


 Appearance 


 


 Color and clarity 


                                                 
45 This is intended to assure that the product remains stable under labeled storage conditions for the duration of the 


BUD in the event of a change in the formulation of the biological product being repackaged or in the container into 


which it will be repackaged that the outsourcing facility is not aware of.  


46 When an outsourcing facility seeks the services of a contract facility to perform all or part of the testing of a 


biological product, the outsourcing facility’s quality control unit is responsible for approving and rejecting 


biological products tested by the contractor, and the outsourcing facility is responsible for assuring the stability of 


the repackaged biological product.  See 21 CFR 200.10(b) and 211.22(a). See also guidance for industry, Contract 


Manufacturing Arrangements for Drugs: Quality Agreements. We recommend that the testing facility be ISO 17025 


accredited. 


47 If the outsourcing facility receives failing results, it decreases the BUD to the time point at which all data 


remained within specifications and notifies its customers who received the product of the failing results and provides 


an alternate date by which the product should be used or discarded. 


48 If the container occludes visible determination of appearance, color, particulates, these tests are conducted without 


the container as part of the destructive tests (e.g., subvisible particulates). 
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 Visible particulates 


 


2. Destructive chemical tests 


 


The tests to be conducted include: 


 


 pH  


 


 Subvisible particles 


 


o (See e.g., USP Chapter <788> Particulate Matter in Injections or USP 


Chapter <789> Particulate Matter for Ophthalmic Solutions, as appropriate, 


for the route of administration.  When the repackaged biological product being 


tested amounts to less than 1 mL, the outsourcing facility may complete this 


test by pooling a minimum of 10 units of the product and increasing the 


volume with particle free water in accordance with USP Chapter <788>. 


 


 Protein content 


 


o See USP Chapter <1057> Biotechnology-Derived Articles – Total Protein 


Assay). 


 


 Product-related impurities including, at a minimum, protein aggregation, and variants 


in the size and charge of the protein49   


 


 Potency 


 


o See Q6B Specifications: Test Procedures and Acceptance Criteria for 


Biotechnological/Biological Products (“ICH Q6B validated assay”) for 


developing a validated assay or purchasing a kit containing a validated assay. 


It is the outsourcing facility’s responsibility to select an appropriate kit and to 


demonstrate that it is using the kit properly and obtaining repeatable data. 


 


3. Sterility and container closure integrity tests 


 


 The outsourcing facility conducts a sterility test at the time when the product is 


repackaged 


 


o See 21 CFR 610.12 and USP Chapter <71> Sterility Tests.50  


 


                                                 
49 In general, these impurities can be characterized by standard biochemical methods, including but not limited to 


SE-HPLC or SDS PAGE. 


50 Sterility testing should be conducted using USP General Chapter <71> Sterility Tests.  Any other method used for 


sterility testing should be validated. 
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 The outsourcing facility conducts either a sterility test or a container closure integrity 


test  


 


o See USP Chapter <1207> Sterile Product Packaging—Integrity Evaluation) at 


additional time points.   


 


4. Shipping  


 


The outsourcing facility ensures that the biological product remains stable and maintains 


appropriate package integrity during shipping.  For example, the outsourcing facility ensures that 


the temperature throughout the shipping period does not deviate from the recommended storage 


temperature range set forth in the approved product labeling for the licensed biological product.  
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Appendix B 


 


Release Testing for Biological Products Mixed, Diluted, or Repackaged by Outsourcing 


Facilities 


 


21 CFR 211.165 and 211.167 require that finished drug products be tested to determine whether 


they meet final product specifications before their release for distribution.  21 CFR 211.22 


requires the establishment of a quality control unit, which is responsible for ensuring that the 


finished drug product is not released until this testing is conducted and the results confirm that 


the finished drug product meets specifications.   


 


 FDA does not intend to take action against an outsourcing facility for failing to 


conduct batch51 release testing under 21 CFR 211.165 and 211.167 for mixed, diluted, 


or repackaged biological products that are assigned a BUD that does not exceed the 


in-use time of the licensed biological product or 24 hours (in accordance with 


condition III.B.9 herein) and that are mixed, diluted, or repackaged in accordance 


with all of the other conditions of this guidance and any applicable requirements. 


 


 FDA does not intend to take action against an outsourcing facility for failing to 


conduct batch release testing under 21 CFR 211.165 and 211.167 for biological 


products that the outsourcing facility repackaged in accordance with the conditions of 


this guidance and that are assigned a BUD in accordance with Appendix A, provided 


that the outsourcing facility conducts the following release tests on each batch of 


biological products that it has repackaged and, except with respect to sterility testing, 


receives passing results prior to distribution: 


 


o Sterility (the outsourcing facility initiates sterility testing before release and 


notifies customers of any failing results) 


o Endotoxin52 


o Color 


o Clarity 


o Visible particulates 


o Subvisible particulates 


 


 FDA does not intend to take action against an outsourcing facility for failing to 


conduct batch release testing under 21 CFR 211.165 and 211.167 for prescription sets 


                                                 
51 See definition of “batch” at 21 CFR 210.3(b)(2). 


52 For finished products repackaged from starting materials that are sterile and nonpyrogenic, endotoxin testing can 


be conducted on all starting materials (through testing of the starting materials, reliance on a statement of the limit 


met on a certificate of analysis, or where specified in an applicable USP monograph) or through testing of samples 


of the finished product.  An outsourcing facility should not rely on the fact that a starting material is labeled 


nonpyrogenic to ensure that the finished product will meet the appropriate endotoxin limit because starting 


materials, including FDA-licensed products, may have been tested against different endotoxin limits, depending on 


the intended dose and the route of administration.  See also the guidance for industry Pyrogens and Endotoxin 


Testing: Questions and Answers (June 2012), available at 


https://www.fda.gov/downloads/drugs/guidances/ucm310098.pdf. 



https://www.fda.gov/downloads/drugs/guidances/ucm310098.pdf
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that the outsourcing facility prepared in accordance with the conditions described in 


this guidance, provided that the outsourcing facility conducts the following release 


tests on each prescription set (at minimum, the first vial) that it has prepared, and it 


receives passing test results prior to distribution: 


 


o Sterility 


o Color 


o Visible particulates 
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Qualified Infectious Disease Product Designation 1 


Questions and Answers 2 


Guidance for Industry1 3 


 4 


 5 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 6 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 7 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 8 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 9 
for this guidance as listed on the title page.   10 
 11 


 12 
 13 


 14 


I. INTRODUCTION  15 
 16 
This guidance provides information on the implementation of Title VIII of the Food and Drug 17 


Administration Safety and Innovation Act (FDASIA),2 titled Generating Antibiotic Incentives 18 
Now (GAIN).  GAIN creates incentives for the development of antibacterial and antifungal drug 19 
products that treat serious or life-threatening infections.  The purpose of this guidance is to 20 
provide a resource for information on FDA’s policies and procedures related to the designation 21 


of a qualified infectious disease product (QIDP) under GAIN. 22 
 23 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  24 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 25 


as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 26 
the word should in Agency guidances means that something is suggested or recommended, but 27 
not required.  28 
 29 


 30 


II. BACKGROUND 31 
 32 
Title VIII, section 801 of FDASIA created the GAIN provisions under section 505E of the 33 


Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 355f).  GAIN offers incentives 34 
for the development of antibacterial and antifungal drugs for human use to treat serious or life-35 
threatening infections.  The primary incentive is a 5-year exclusivity extension for certain 36 
applications of drug products that have been designated as a QIDP and approved under section 37 


505 of the FD&C Act.  This 5-year exclusivity extension is added to any exclusivity for which 38 
the application qualifies upon approval.  Additionally, section 524A of the FD&C Act (21 U.S.C. 39 
360n-1) requires FDA to give priority review to the first application submitted for approval for a 40 
QIDP.  A QIDP will also receive fast track designation at the sponsor’s request (21 U.S.C. 41 


                                              
1 This guidance has been prepared by the Office of Antimicrobial Products in the Center for Drug Evaluation and 
Research (CDER) at the Food and Drug Administration. 
2 Pub. L. 112-144, 126 Stat. 993 (2012).   
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356(b)(1)).  This guidance provides responses to common questions that might arise regarding 42 
QIDP designation and review of QIDP new drug applications (NDAs). 43 
 44 
 45 


III. QIDP DESIGNATION DEFINED 46 
 47 
Section 505E(g) of the FD&C Act provides for the designation by FDA of certain 48 
antimicrobial products as QIDPs.  A QIDP is defined in section 505E(g) as: “an 49 


antibacterial or antifungal drug for human use intended to treat serious or life-threatening 50 
infections, including those caused by –  51 
 52 


(1) an antibacterial or antifungal resistant pathogen, including novel or emerging 53 


infectious pathogens; or  54 
 55 


(2) qualifying pathogens listed by the Secretary under” section 505E(f) of the 56 
FD&C Act.   57 


 58 
The Agency has codified the list of qualifying pathogens at 21 CFR 317.2. 59 
 60 
For a drug product to be designated a QIDP, the sponsor is required to demonstrate that the drug 61 


is an “antibacterial or antifungal drug for human use intended to treat serious or life-threatening 62 
infections.”3  A sponsor requesting a QIDP designation may also include documentation that the 63 
product is intended to treat an “antibacterial or antifungal resistant pathogen, including novel or 64 
emerging infectious pathogens”4 or a qualifying pathogen as part of the designation request; 65 


however, such documentation is not required.   66 
 67 
 68 


Q1. What does a QIDP designation cover (i.e., does the designation apply to any product 69 


containing the drug substance, or does it apply to a specific sponsor’s  drug product in the 70 
context of its specific proposed use)? 71 
 72 
The QIDP designation applies to a specific drug product5 from a specific sponsor for a specific 73 


use for which it is being studied.  The designation is granted only to the sponsor making the 74 
request, and it does not apply to a drug substance in general or beyond the specified indications.  75 
 76 


Q2. When can a sponsor make a request for QIDP designation? 77 


 78 
A sponsor may request a QIDP designation at any time prior to that sponsor’s submission of a 79 
marketing application under section 505(b) for that sponsor’s drug product, as described in Q1, 80 
above (see section 505E(d)(1) of the FD&C Act).  81 


 82 


                                              
3 See section 505E(g) of the FD&C Act. 
4 Ibid. 
5 As defined in 21 CFR 314.3, “Drug product is a finished dosage form, e.g., tablet, capsule, or solution, that 


contains a drug substance, generally, but not necessarily, in association with one or more other ingredients.” 
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If a sponsor requests QIDP designation for a new indication for the sponsor’s approved drug 83 
product, that request should be submitted to the investigational new drug (IND) application for 84 
that drug product.  The marketing application for the new indication would then be submitted as 85 
an efficacy supplement.  86 


 87 


Q3. How does a sponsor make a request for QIDP designation? 88 
 89 
A request for QIDP designation should be submitted either to an IND or as pre-IND 90 


correspondence.6  The cover letter should include the following text in bold font at the top of the 91 
page: Request for Qualified Infectious Disease Product Designation.  Requests for multiple 92 
indications can be combined in a single submission or made separately.  The sponsor should 93 
clearly identify each indication for which it is requesting QIDP designation.    94 


 95 


Q4. What information should a QIDP designation request contain? 96 
 97 


 A discussion of the information that supports the activity of the drug as an antibacterial or 98 


antifungal drug.  For example: 99 
o In vitro data, including any available data on mechanism of action 100 
o Data from animal models of infection 101 
o Any available human data from phase 1, phase 2, or phase 3 studies  102 


 103 
 The specific serious or life-threatening indication(s) for which the sponsor intends (or has 104 


begun) to develop the drug and the rationale or suitability for developing the drug for the 105 
proposed serious or life-threatening infection(s).  Sponsors may wish to refer to the 106 


definition of serious that the Agency has used in the context of other programs intended 107 
to encourage the development of drugs to treat serious and life-threatening diseases or 108 
conditions: “Whether a disease is serious is a matter of clinical judgment, based on its 109 
impact on such factors as survival, day-to-day functioning, or the likelihood that the 110 


disease, if left untreated, will progress from a less severe condition to a more serious 111 
one.”7   112 
 113 


 In addition, this request may (but is not required to) include information to demonstrate 114 
that the product is an antibacterial or antifungal drug that has the capacity to treat a 115 


serious or life-threatening infection caused by either of the following: 116 
o Resistant pathogen(s), including novel or emerging infectious pathogens 117 
o Qualifying pathogens listed in 21 CFR 317.2 (see Q12) 118 


 119 


                                              
6 Information regarding the CDER pre-IND consultation program for the Office of Antimicrobial products is 
available at 
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplicat


ions/InvestigationalNewDrugINDApplication/Overview/default.htm. 
7 See guidance for industry Expedited Programs for Serious Conditions—Drugs and Biologics, citing the definition 


used in the preamble to the proposed rule, “New Drug, Antibiotic, and Biological Drug Product Regulations; 
Accelerated Approval,” 57 FR 13234 at 13235 (April 15, 1992) and 21 CFR 312, subpart I.  We update guidances 
periodically.  To make sure you have the most recent version of a guidance, check the FDA Drugs guidance Web 


page at https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 



https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/InvestigationalNewDrugINDApplication/Overview/default.htm

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/InvestigationalNewDrugINDApplication/Overview/default.htm

https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
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Q5. When should a sponsor expect to hear from FDA regarding its QIDP designation 120 
request? 121 
 122 
FDA will respond to a QIDP designation request within 60 calendar days of submission (see 123 


section 505E(d)(1) of the FD&C Act).  For the purposes of QIDP designation, FDA considers 124 
the date of submission to be the date FDA receives the request. 125 


 126 
Q6. Is fast track designation granted automatically with the QIDP designation or must a 127 


sponsor specifically request fast track designation? 128 
 129 
Although a product designated as a QIDP is eligible for fast track designation,8 the sponsor must 130 
specifically request fast track designation.  If fast track has not previously been granted for the 131 


indication that is being considered for QIDP designation, fast track designation can be requested 132 
in the same letter with the QIDP designation request submitted to the sponsor’s IND.  If fast 133 
track designation has already been granted for this indication of the sponsor’s proposed drug, 134 
there is no need to make an additional request.  Fast track designation may also be requested at 135 


any time after the QIDP designation.  Although QIDP designation may be requested prior to 136 
submission of an IND, a request for fast track designation may only be made concurrently with, 137 
or any time after, submission of an IND (see section 506(a)(2) of the FD&C Act).  138 


 139 
Q7. GAIN defines QIDP as “an antibacterial or antifungal drug for human use intended 140 


to treat serious or life -threatening infections…”  Could an antibacterial or antifungal drug 141 
intended to prevent or diagnose a serious or life -threatening infection be eligible for QIDP 142 
designation? 143 


 144 
In the context of other programs under the FD&C Act intended to expedite the development of 145 
drugs and biologics to address unmet medical needs, FDA has determined that a product is 146 
intended to treat a serious or life-threatening disease or condition if it is intended to have “an 147 


effect on a serious condition or a serious aspect of the [serious or life-threatening] condition,” 148 
including diagnosing, preventing, and treating a serious aspect of the condition.9  At the time of 149 
GAIN’s enactment, Congress was aware of FDA’s long-standing interpretation of the term 150 
“serious and life-threatening.” Thus, FDA interprets the phrase “intended to treat a serious or 151 


life-threatening infection” in the context of QIDPs in a similar manner to these other programs.  152 
Accordingly, FDA will consider a drug to be “intended to treat a serious or life-threatening 153 
infection” if it is intended to diagnose, prevent, or treat such an infection. 154 
 155 


Q8. Are biologic products or devices eligible for QIDP designation? 156 
 157 
No.  The provisions of GAIN refer only to human drugs that are the subject of applications under 158 
section 505 of the FD&C Act, and therefore, QIDPs must be human drugs whose applications 159 


are submitted pursuant to section 505(b) of the FD&C Act.10  Accordingly, biologic products that 160 
are approved for marketing pursuant to section 351 of the Public Health Service Act (42 U.S.C. 161 


                                              
8 See section 524A of the FD&C Act. 
9 See guidance for industry Expedited Programs for Serious Conditions—Drugs and Biologics. 
10 Applications for combination products submitted under section 505(b) of the FD&C Act may qualify for QIDP 


designation.   
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262) or devices that are cleared pursuant to section 510 of the FD&C Act (21 U.S.C. 360) or 162 
approved pursuant to section 515 of the FD&C Act (21 U.S.C. 360e) are not eligible for QIDP 163 
designation. 164 
 165 


Q9. Is priority review designation automatically given to any application or efficacy 166 
supplement submitted for a QIDP? 167 
 168 
No.  FDA automatically gives priority review designation to the first application or efficacy 169 


supplement submitted for a specific drug product and indication for which QIDP designation was 170 
granted (see section 524A of the FD&C Act, as amended by section 3101(a)(2)(N) of the 21st 171 
Century Cures Act).11  A subsequent original application or efficacy supplement from the same 172 
sponsor for the same product and indication will receive priority review designation only if it 173 


otherwise meets the criteria for priority review.  174 
 175 
 176 


IV. GAIN EXCLUSIVITY 177 
 178 
Subject to the specified statutory limitations, a drug that is designated as a QIDP and is approved 179 
for the use for which the QIDP designation was granted will receive a 5-year extension to any 180 
exclusivity for which the application qualifies upon approval.  Section 505E of the FD&C Act 181 


lists the following limitations under which the 5-year GAIN exclusivity extension is not 182 
available: 183 
 184 


(c) LIMITATIONS—Subsection (a) does not apply to the approval of— 185 
(1) a supplement to an application under section 505(b) for any qualified infectious 186 
disease product for which an extension described in subsection (a) is in effect or has 187 
expired; 188 
(2) a subsequent application filed with respect to a product approved under section 505 189 
for a change that results in a new indication, route of administration, dosing schedule, 190 
dosage form, delivery system, delivery device, or strength; or  191 
(3) a product that does not meet the definition of a qualified infectious disease product 192 
under subsection (g) based upon its approved uses. 193 


 194 


Q10. When is an efficacy supplement to an approved NDA eligible for the 5-year GAIN 195 
exclusivity extension? 196 
 197 


                                              
11 Certain applications for QIDPs may qualify to receive a tropical disease priority review voucher (PRV) under 


section 524 of the FD&C Act, a rare pediatric disease PRV under section 529, or a material threat medical 
countermeasure PRV under section 565A.  In order to receive a PRV, the application must be deemed (under section 
524 or section 529) or determined (under section 565A) by the Agency to be eligible for priority review.  In 


determining whether an application for a QIDP that receives priority review pursuant to section 524A is also eligible 
for priority review within the meaning of these provisions, if a PRV is requested, the Agency will determine whether 


the application satisfies the criteria for eligibility for a priority review designation, i.e., whether the drug treats a 
serious condition and, if approved, would provide a significant improvement in safety or effectiveness.  For more 
information on the priority review designation, see guidance for industry Expedited Programs for Serious 


Conditions—Drugs and Biologics (May 2014); see also Manual of Policies and Procedures 6020.3 Rev. 2, 6/25/13. 
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An efficacy supplement12 to an approved NDA may be eligible for the 5-year GAIN exclusivity 198 
extension if the following conditions apply: 199 
 200 


(1) The application that is being supplemented has not previously received the 5-year 201 


GAIN exclusivity extension, 202 
  203 
(2) The supplement is for an indication for which the product has received a QIDP 204 


designation prior to submission of the supplement, and 205 


 206 
(3) The supplement qualifies for 3-year exclusivity13 and/or orphan drug exclusivity,14 as 207 


applicable. 208 
 209 


Q11. Can a subsequent application for a previously approved product be eligible for the 210 
5-year GAIN exclusivity extension? 211 
 212 
Under section 505E(c)(2) of the FD&C Act, a subsequent application for a previously approved 213 


product is not eligible for the 5-year GAIN exclusivity extension if the applicant (or its 214 
predecessor in interest) previously received approval and received the 5-year exclusivity 215 
extension pursuant to section 505E(a), and the subsequent application is seeking approval for a 216 
change that results in a new indication, route of administration, dosing schedule, dosage form, 217 


delivery system, delivery device, or strength.   218 
 219 
 220 


V. QUALIFYING PATHOGENS  221 
 222 
Section 505E(f) of the FD&C Act instructs the Secretary (and thus FDA, by delegation) to 223 
establish and maintain a list of “qualifying pathogens,” and make public the methodology for 224 
developing the list.  A qualifying pathogen is defined as:  225 


 226 
. . . a pathogen identified and listed by the Secretary . . . that has the potential to pose a 227 
serious threat to public health, such as ─ 228 
(A) resistant gram positive pathogens, including methicillin-resistant Staphylococcus 229 


aureus, vancomycin-resistant enterococcus; 230 
(B) multi-drug resistant gram negative bacteria, including Acinetobacter, Klebsiella, 231 


Pseudomonas, and E. coli species;  232 
(C) multi-drug resistant tuberculosis; and  233 
(D) clostridium difficile. 234 


 235 


Q12. Where can I find the list of “qualifying pathogens” mentioned in GAIN? 236 
 237 
The list of “qualifying pathogens” can be found in 21 CFR 317.2.  The final rule, “Establishing a 238 
List of Qualifying Pathogens Under the Food and Drug Administration Safety and Innovation 239 


                                              
12 See 21 CFR 314.3(b) for definition of an efficacy supplement.  
13Section 505(c)(3)(E)(iv) and 505(j)(5)(F)(iv) of the FD&C Act. 
14 Section 527 of the FD&C Act. 
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Act,” was published on June 5, 2014.15  The final rule describes the factors FDA considered and 240 
the methodology used for developing the list.    241 
 242 


Q13. Must a product be intended for the treatment of an infection caused by a qualifying 243 


pathogen to be eligible for QIDP designation?   244 
 245 
No.  The statutory standard for inclusion on FDA’s list of qualifying pathogens is different from 246 
the statutory standard for QIDP designation.  QIDP designation, by definition, requires that the 247 


drug in question be “an antibacterial or antifungal drug intended to treat a serious or life-248 
threatening infection” (section 505E(g) of the FD&C Act).  Qualifying pathogen is defined 249 
according to a different statutory standard; the term means “a pathogen identified and listed by 250 
the Secretary…that has the potential to pose a serious threat to public health” (section 505E(f) of 251 


the FD&C Act) (emphasis added).  That is, a drug intended to treat a serious or life-threatening 252 
bacterial or fungal infection caused by a pathogen that is not included on the list of qualifying 253 
pathogens may be eligible for designation as a QIDP; however, a drug that is intended to treat an 254 
infection caused by a pathogen on the list may not always be eligible for QIDP designation if it is 255 


not intended to treat a serious or life-threatening infection.   256 


                                              
15 79 FR 32464. 
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REVISION OF WHO GMP FOR STERILE PHARMACEUTICAL PRODUCTS –  51 


A JOINT EU, PIC/S, WHO PROJECT 52 


 53 


 54 
As a follow-up to the recommendation of the World Health Organization (WHO) Expert 55 


Committee on Specifications for Pharmaceutical Preparations (ECSPP), the WHO Secretariat 56 


actively pursues its efforts towards an efficient collaboration with the European Union (EU) 57 


and the Pharmaceutical Inspection Co-operation Scheme (PIC/S) in the revision process of 58 


the good manufacturing practices (GMP) for sterile products: WHO good manufacturing 59 


practices for sterile pharmaceutical products 60 


http://www.who.int/medicines/areas/quality_safety/quality_assurance/GMPSterilePharmaceut61 


icalProductsTRS961Annex6.pdf?ua=1  published as Annex 6, WHO Technical Report Series, 62 


No. 961, 2011. 63 


 64 


It is viewed that a common language would be beneficial to the authorities and the 65 


manufacturers, save resources and thus would ultimately benefit patients in having better 66 


access to quality medicines. 67 


   68 


As an opportunity towards convergence in the area of GMP, WHO will therefore widely 69 


circulate the new proposal developed by EU and PIC/S with input from WHO to obtain 70 


feedback and comments on the newly suggested revision. 71 


 72 


The manufacture of sterile medical products covers a wide range of product types (sterile 73 


active substance through to finished dosage form), batch sizes (single unit to multiple units), 74 


processes (from highly automated systems to manual processes), primary packaging materials 75 


and technologies (e.g. biotechnology, classical small molecule manufacturing and closed 76 


systems). This Annex provides general guidance that should be used for all sterile medical 77 


products and sterile active substances, via adaption, using the principles of quality risk 78 


management (QRM), to ensure that microbial, particulate and pyrogen contamination 79 


associated with microbes is prevented in the final product. 80 


 81 


The WHO Secretariat is pleased to inform you that the current text is the first outcome of 82 


these efforts, the revision of the GMP for sterile products. The proposal is to replace the 83 


text:  WHO good manufacturing practices for sterile pharmaceutical products  published as 84 


Annex 6, WHO Technical Report Series, No. 961, 2011, by the text of the newly revised 85 


“EU-PIC/S GMP Annex 1 on the Manufacture of Sterile Medicinal Products” which has 86 


reached Step 2 (public consultation).  87 


 88 


You are invited to provide your feedback and send your comments as detailed below. The 89 


consultation period will last 3 months and will run from 20 December 2017 to 20 March 90 


2018.   91 


 92 


We would like to draw your attention to the following:   93 


 94 


The revised GMP text for sterile products has been prepared in cooperation with the EU, the 95 


European Medicines Agency (EMA), PIC/S and WHO in order to maintain global alignment 96 


of standards, achieving at the same time assurance for the highest quality. The document is 97 


subject to parallel public consultation by the European Commission (EC), PIC/S and WHO. 98 


 99 


Key changes from the earlier text are: 100 



http://www.who.int/entity/medicines/areas/quality_safety/quality_assurance/GMPSterilePharmaceuticalProductsTRS961Annex6.pdf?ua=1

http://www.who.int/entity/medicines/areas/quality_safety/quality_assurance/GMPSterilePharmaceuticalProductsTRS961Annex6.pdf?ua=1

http://www.who.int/medicines/areas/quality_safety/quality_assurance/GMPSterilePharmaceuticalProductsTRS961Annex6.pdf?ua=1

http://www.who.int/medicines/areas/quality_safety/quality_assurance/GMPSterilePharmaceuticalProductsTRS961Annex6.pdf?ua=1

http://www.who.int/entity/medicines/areas/quality_safety/quality_assurance/GMPSterilePharmaceuticalProductsTRS961Annex6.pdf?ua=1
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‒ introduction of new sections: scope, utilities, environmental and process-101 


monitoring sections and glossary; 102 


‒ introduction of the principles of quality risk management to allow for the inclusion 103 


of new technologies and innovative processes;  104 


‒ restructuring to give more logical flow; 105 


‒ addition of detail to provide further clarity. 106 


 107 


The revised text is downloadable at the following link:  108 


 109 


 Direct link to the consultation paper: 110 


https://ec.europa.eu/health/sites/health/files/files/gmp/2017_12_pc_annex1_co111 


nsultation_document.pdf 112 


 Link to the consultation page: 113 


https://ec.europa.eu/health/human-114 


use/quality/developments/pc_2017_12_sterile_medicinal_products_en 115 


 116 


It has been formatted with prescribed line and page numbers to support a joint international 117 


consultation within the EC, PIC/S and WHO.  118 


 119 


In order to streamline the process, comments will be collected by the EC. We 120 


would  appreciate if you could copy us. If you prefer to send the comments directly to us,  121 


using the attached WHO comments form, that is also acceptable.  122 


 123 


Stakeholders should provide feedback using the enclosed EU template, sending it by email to: 124 


Sante-Pharmaceuticals-B4@ec.europa.eu and putting in the title: "Targeted Public 125 


Consultation – Revision of annex 1 of EU GMP Guide". It can also be sent by post to 126 


Directorate-General for Health and Food Safety, Unit SANTE B/4, BE-1049 Brussels. The 127 


subject line of the letter or email should contain the reference "Targeted Public Consultation – 128 


Revision of annex 1 of EU GMP Guide".  129 


 130 


When submitting their response, stakeholders should include their name and email address 131 


and specify if they are responding as an individual or as a representative of an organization. If 132 


they represent an organization, they should indicate the name and category 133 


(company/business; public authority (local, regional, national, international); non-134 


governmental organization (NGO); patient organization; other).  If they represent a company, 135 


they should state whether they fall within the EU definition of a small and medium-sized 136 


enterprise (i.e. less than €50 million annual turnover and fewer than 250 employees). 137 


 138 


For any additional queries in relation with this public consultation, the Directorate-General 139 


for Health and Food Safety – Unit B4 – Medical products: quality, safety, innovation, can be 140 


contacted at Sante-Pharmaceuticals-B4@ec.europa.eu. 141 


 142 


 143 
*** 144 



https://ec.europa.eu/health/sites/health/files/files/gmp/2017_12_pc_annex1_consultation_document.pdf

https://ec.europa.eu/health/sites/health/files/files/gmp/2017_12_pc_annex1_consultation_document.pdf

https://ec.europa.eu/health/human-use/quality/developments/pc_2017_12_sterile_medicinal_products_en

https://ec.europa.eu/health/human-use/quality/developments/pc_2017_12_sterile_medicinal_products_en

mailto:Sante-Pharmaceuticals-B4@ec.europa.eu

mailto:Sante-Pharmaceuticals-B4@ec.europa.eu
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Annex 1 1 


Manufacture of Sterile Medicinal Products  2 


Document map 3 


Section Number General overview 


1. Scope Additional areas (other than sterile medicinal products) 
where the general principles of the annex can be applied. 


2. Principle General principles as applied to the manufacture of 
medicinal products. 


3. Pharmaceutical Quality 
System (PQS)  


Highlights the specific requirements of the PQS when 
applied to sterile medicinal products. 


4. Personnel Guidance on the requirements for specific training, 
knowledge and skills. Also gives guidance to the 
qualification of personnel. 


5. Premises General guidance regarding the specific needs for 
premises design and also guidance on the qualification of 
premises including the use of barrier technology. 


6. Equipment General guidance on the design and operation of 
equipment. 


7. Utilities Guidance with regards to the special requirements of 
utilities such as water, air and vacuum. 


8. Production and specific 
technologies 


Discusses the approaches to be taken with regards to 
aseptic and terminal sterilisation processes. Also 
discusses different technologies such as lyophilization 
and Blow Fill Seal (BFS) where specific requirements 
may be required. Discusses approaches to sterilization of 
products, equipment and packaging components. 


9. Viable and non-viable 
environmental and 
process monitoring 


This section differs from guidance given in section 5 in 
that the guidance here applies to ongoing routine 
monitoring with regards to the setting of alert limits and 
reviewing trend data.  


The section also gives guidance on the requirements of 
Aseptic Process Simulation. 


10.  Quality control (QC) Gives guidance on some of the specific Quality Control 
requirements relating to sterile medicinal products. 


11. Glossary Explanation of specific terminology. 


 4 


5 
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1 Scope 6 
 7 
The manufacture of sterile medicinal products covers a wide range of product types, (sterile 8 
active substance through to finished dosage form), batch sizes (single unit to multiple units), 9 
processes (from highly automated systems to manual processes), primary packaging materials 10 
and technologies (e.g. biotechnology, classical small molecule manufacturing and closed 11 
systems). This Annex provides general guidance that should be used for all sterile medicinal 12 
products and sterile active substances, via adaption, using the principles of Quality Risk 13 
Management (QRM), to ensure that microbial, particulate and pyrogen contamination 14 
associated with microbes is prevented in the final product. 15 
 16 
The intent of the Annex is to provide guidance for sterile medicinal products. However some 17 
of the principles and guidance, such as contamination control strategy, room qualification, 18 
classification, monitoring and gowning, may be used to support the manufacture of other 19 
products that are not intended to be sterile (such as certain liquids, creams, ointments and low 20 
bioburden biological intermediates) but where the control of microbial, particulate and 21 
pyrogen contamination, to reduce it as far as possible, is considered important. 22 


23 
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2 Principle 24 
 25 
The manufacture of sterile products is subject to special requirements in order to minimize 26 
risks of microbiological, particulate and pyrogen contamination. The following key areas 27 
should be considered: 28 
 29 


a) Facility, equipment and process design must be optimized qualified and validated 30 
according to Annex 11 and Annex15 of EU GMP. The use of appropriate current 31 
technologies should be implemented to ensure protection and control of the product 32 
from potential extraneous sources of particulate and microbial contamination such as 33 
personnel, materials and the surrounding environment.  34 
 35 


b) Personnel must have appropriate skills, training and attitudes with a specific focus 36 
on the principles involved in the protection of sterile product during the 37 
manufacturing, packaging and distribution processes. 38 
 39 


c) Processes and monitoring systems for sterile product manufacture must be designed, 40 
commissioned, qualified and monitored by personnel with appropriate process, 41 
engineering and microbiological knowledge. 42 


 43 
Processes, equipment, facilities and manufacturing activities should be managed in 44 
accordance with QRM principles that provide a proactive means of identifying, scientifically 45 
evaluating and controlling potential risks to quality. Risk assessments should be used to 46 
justify alternative approaches to those specified in this Annex only if these alternative 47 
approaches meet or surpass the intent of this Annex. 48 
 49 
Quality Assurance is particularly important, and manufacture of sterile products must strictly 50 
follow carefully established and validated methods of manufacture and control. A 51 
contamination control strategy should be implemented across the facility in order to assess 52 
the effectiveness of all the control and monitoring measures employed. This assessment 53 
should lead to corrective and preventative actions being taken as necessary.  54 
 55 
The strategy should consider all aspects of contamination control and its life cycle with 56 
ongoing and periodic review and update of the strategy as appropriate. 57 
 58 
Contamination control and steps taken to minimise the risk of contamination from microbial 59 
and particulate sources are a series of successively linked events or measures.  These are 60 
typically assessed, controlled and monitored individually but these many sources should be 61 
considered holistically. 62 
 63 
The development of such strategies requires thorough technical and process knowledge. 64 
Potential sources of contamination are attributable to microbiological and cellular debris (e.g. 65 
pyrogens/endotoxins) as well as particulate matter (glass and other visible and sub-visible 66 
particles). 67 
 68 
Elements to be considered within such a documented contamination control strategy should 69 
include (but not be limited to):  70 
 71 


a) Design of both the plant and process. 72 
 73 
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b) Equipment and facilities. 74 
c) Personnel. 75 
 76 
d) Utilities. 77 
 78 
e) Raw Materials Control – including in-process controls. 79 
 80 
f) Product containers and closures. 81 
 82 
g) Vendor approval – such as key component suppliers, sterilization of components and 83 


single use systems, and services.  84 
 85 
h) For outsourced services, such as sterilization, sufficient evidence should be provided 86 


to the contract giver to ensure the process is operating correctly.  87 
 88 
i) Process risk assessment. 89 
 90 
j) Process validation. 91 
 92 
k) Preventative maintenance – maintaining equipment and premises (planned and 93 


unplanned maintenance) to a standard that will not add significant risk of 94 
contamination. 95 


 96 
l) Cleaning and disinfection. 97 
 98 
m) Monitoring systems - including an assessment of the feasibility of the introduction of 99 


scientifically sound, modern methods that optimize the detection of environmental 100 
contamination. 101 


 102 
n) Prevention – Trending, investigations, corrective and preventive actions (CAPA), 103 


root cause determination and the need for more robust investigational tools. 104 
 105 
o) Continuous improvement based on information from the above systems. 106 


 107 
The manufacturer should take all steps and precautions necessary to assure the sterility of the 108 
products manufactured within its facilities. Sole reliance for sterility or other quality aspects 109 
must not be placed on any terminal process or finished product test. 110 
 111 
Note 1: 112 
This guidance does not lay down detailed methods for determining the microbiological and 113 
particulate cleanliness of air, surfaces etc. Reference should be made to other documents such 114 
as the EN/ISO Standards and Pharmacopoeial monographs for more detailed guidance. 115 
 116 
Note 2: 117 
Where national legislation permits, additional guidance regarding the preparation of 118 
unlicensed sterile medicinal products normally performed by healthcare establishments for 119 
direct supply to patients, reference may be made to the Annex 1: “Guidelines on the standards 120 
required for the sterile preparation of medicinal products” of the PIC/S guide to good 121 
practices for the preparation of medicinal products in healthcare establishments, PE 010. 122 
 123 
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 124 
3 Pharmaceutical Quality System (PQS) 125 


3.1 The manufacture of sterile medicinal products is a complex activity that requires 126 
additional controls and measures to ensure the quality of products manufactured. 127 
Accordingly, the manufacturer’s Pharmaceutical Quality System (PQS) should encompass 128 
and address the specific requirements of sterile product manufacture and ensure that all 129 
activities are effectively controlled so that all final products are free from microbial and other 130 
contamination. In addition to the PQS requirements detailed in chapter 1 of the EU GMPs, 131 
the PQS for sterile product manufacturers should also ensure that: 132 
 133 


a) There is an effective risk management system integrated into the product life cycle 134 
to minimise microbial contamination to ensure the safety, quality and efficacy of 135 
sterile manufactured product, including assurance of sterility.  136 
 137 


b) The manufacturer has sufficient knowledge and expertise in relation to the products 138 
manufactured and the manufacturing methods employed. 139 


 140 
c) Root cause analysis of procedural, process or equipment failure is key to ensure that 141 


the risk to product is correctly understood and suitable corrective and preventative 142 
actions are implemented. 143 


 144 
d) Risk assessment is performed to identify, assess, eliminate (where applicable) and 145 


control contamination risks to prevent contamination, to monitor and detect 146 
contamination, and to establish process requirements and acceptance criteria for all 147 
elements of a sterile manufacturing process. The risk assessment should be 148 
documented and should include the rationale for decisions taken in relation to 149 
mitigating risks, discounting of potential risks and residual risk. The risk assessment 150 
should be reviewed regularly as part of on-going quality management, during change 151 
control and during  the periodic product quality review.  152 


 153 
e) Processes associated with the finishing and transport of sterile products should not 154 


compromise the finished sterile product in terms of container integrity or pose a risk 155 
of contamination and ensure that medicinal products are stored and maintained in 156 
accordance with registered storage conditions. 157 


 158 
f) Persons responsible the quality release of sterile medicines should have appropriate 159 


access to manufacturing and quality information and possess adequate knowledge 160 
and experience in the manufacture of sterile dosage forms and their critical quality 161 
attributes in order to be able to ascertain that the medicines have been manufactured 162 
in accordance with the registered specification and are of the required safety, quality 163 
and efficacy. 164 


 165 
3.2 Investigations should be performed into non-conformities, such as sterility test failures or 166 
environmental monitoring excursions or deviations from established procedures, with a 167 
specific focus regarding the potential impact to sterility, to not only the specific batch 168 
concerned but also any other potentially impacted batch. The reasons for including or 169 
excluding product from the scope of the investigation should be clearly recorded and justified 170 
within the investigation. 171 
 172 


173 
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4 Personnel 174 


4.1 The manufacturer should ensure that there are sufficient appropriate personnel, suitably 175 
qualified and experienced in the manufacture and testing of sterile medicines and any of the 176 
specific manufacturing technologies used in the site’s manufacturing operations, to ensure 177 
compliance with Good Manufacturing Practice applicable to the manufacture of sterile 178 
medicinal products. 179 
 180 
4.2 Only the minimum number of personnel required should be present in cleanrooms. The 181 
maximum number of operators in critical areas should be determined based on QRM 182 
principles, documented in the contamination control strategy, and validated during activities 183 
such as initial qualification and aseptic process simulations, so as not to compromise 184 
sterility assurance. This is particularly important during aseptic processing. Inspections and 185 
controls should be conducted outside the clean areas as far as possible. 186 
 187 


4.3 All personnel (including those performing cleaning and maintenance) employed in such 188 
areas should receive regular training, qualification (including sampling of the operators 189 
bioburden, using methods such as contact plates, at key locations e.g. hands arms and chest) 190 
and assessment in disciplines relevant to the correct manufacture of sterile products. This 191 
training should include reference to hygiene, cleanroom practices, contamination control, 192 
aseptic techniques, and potential safety implications to the patient of a loss of product 193 
sterility and in the basic elements of microbiology. 194 
 195 


4.4 The personnel working in a grade A/B cleanroom should be trained for aseptic gowning 196 
and aseptic practices. Compliance with aseptic gowning procedures should be assessed and 197 
confirmed and this should be periodically reassessed at least annually and should involve 198 
both visual and microbiological assessment (using additional locations such as arms and 199 
chest). Only trained personnel who have passed the gowning assessment and have 200 
participated in a successful aseptic process simulation (APS) test, during which they 201 
performed their normal duties, should be authorized to enter any grade A/B area, in which 202 
aseptic operations will be conducted, or are being conducted, whilst unsupervised. The 203 
microbial monitoring of personnel in the grade A/B area should be performed to assess their 204 
aseptic behaviour. This monitoring should take place immediately after completion of a 205 
critical intervention and upon each exit from the cleanroom. It should be noted that there 206 
should also be an ongoing continuous monitoring program for personnel including some 207 
consideration of periodic monitoring under the supervision of the quality unit. 208 
 209 
4.5 There should be systems in place for disqualification of personnel from entry into 210 
cleanrooms, based on aspects including ongoing assessment and/or the identification of an 211 
adverse trend from the personnel monitoring program. Once disqualified, retraining and 212 
requalification is required before permitting the operator to have any further involvement in 213 
aseptic practices. This should include consideration of participation in a successful Aseptic 214 
Process Simulation (APS). 215 
 216 
4.6 Manufacturers should establish written procedures outlining the process by which 217 
outside staff who have not received such training (e.g. building or maintenance contractors) 218 
need to be brought into grade A/B areas. Access by these persons should only be given in 219 
exceptional circumstances, evaluated and recorded in accordance with the PQS. 220 
 221 
4.7 High standards of personal hygiene and cleanliness are essential. Personnel involved in 222 
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the manufacture of sterile preparations should be instructed to report any specific health 223 
conditions or ailments which may cause the shedding of abnormal numbers or types of 224 
contaminants and therefore preclude clean room access; periodic health checks for such 225 
conditions should be performed. Actions to be taken with regard to personnel who 226 
could be introducing an undue microbiological hazard should be described in 227 
procedures decided by a designated competent person. 228 
 229 
4.8 Staff who have been engaged in the processing of human or animal tissue materials or of 230 
cultures of micro-organisms, other than those used in the current manufacturing process, or 231 
any activities that may have a negative impact to quality, e.g. microbial contamination, 232 
should not enter sterile product areas unless rigorous, clearly defined and effective entry 233 
procedures have been followed. 234 
 235 
4.9 Wristwatches, make-up and jewellery and other personal items such as mobile phones 236 
should not be allowed in clean areas. 237 
 238 
4.10 Changing and hand washing should follow a written procedure designed to minimize 239 
contamination of clean area clothing or carry-through of contaminants to the clean areas. 240 
Garments should be visually checked for cleanliness and integrity prior to entry to the clean 241 
room. For sterilized garments, particular attention should be taken to ensure that garments 242 
and eye coverings have been sterilized and that their packaging is integral before use. Re-243 
usable garments should be replaced based at a set frequency determined by qualification or if 244 
damage is identified. 245 
 246 
4.11 The clothing and its quality should be appropriate for the process and the grade of 247 
the working area. It should be worn in such a way as to protect the product from 248 
contamination. 249 
 250 
4.12 The description of clothing required for each grade is given below: 251 
 252 


a) Grade D: Hair, beards and moustaches should be covered. A general protective suit 253 
and appropriately disinfected shoes or overshoes should be worn. Appropriate 254 
measures should be taken to avoid any contamination coming from outside the clean 255 
area. 256 
 257 


b) Grade C: Hair, beards and moustaches should be covered. A single or two-piece 258 
trouser suit gathered at the wrists and with high neck and appropriately disinfected or 259 
sterilized shoes or overshoes should be worn. They should shed virtually no 260 
fibres or particulate matter. 261 
 262 


c) Grade A/B: Sterile headgear should totally enclose hair and facial hair; it should be 263 
tucked into the neck of the sterile suit; a sterile face mask and sterile eye coverings 264 
should be worn to cover all facial skin and prevent the shedding of droplets and 265 
particles. Appropriate sterilized, non-powdered rubber or plastic gloves and 266 
sterilized footwear should be worn. Trouser-legs should be tucked inside the 267 
footwear and garment sleeves into the gloves. The protective clothing should shed 268 
virtually no fibres or particulate matter and retain particles shed by the body. 269 
Garments should be packed and folded in such a way as to allow operators to change 270 
into the garments with contact to the outer surfaces of the garment reduced to a 271 
minimum. 272 
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 273 
Note: This is minimum guidance and higher standards of clothing may be required 274 
dependent on the processes performed in the specific area. 275 
4.13 Outdoor clothing should not be brought into changing rooms leading to grade B and 276 
C rooms. It is recommended that facility suits, including dedicated socks be worn before 277 
entry to change rooms for grade C and B. Where clothing is reused this should be 278 
considered as part of the qualification. 279 
 280 
4.14 For every worker in a grade A/B area, clean sterilized protective garments (including 281 
eye coverings and masks) of an appropriate size should be provided at each work session. 282 
Gloves should be regularly disinfected during operations. Garments and gloves should be 283 
changed at least for every working session. 284 
 285 
4.15 Clean area clothing should be cleaned, handled and worn in such a way that it does 286 
not gather additional contaminants which can later be shed. These operations should 287 
follow written procedures. Separate laundry facilities for such clothing are desirable. 288 
Inappropriate treatment of clothing will damage fibres and may increase the risk of shedding 289 
of particles. After washing and before sterilization, garments should be checked for 290 
integrity. 291 
 292 
4.16 Activities in clean areas, especially when aseptic operations are in progress, should be 293 
kept to a minimum and movement of personnel should be controlled and methodical to 294 
avoid excessive shedding of particles and organisms due to over-vigorous activity. 295 
Operators performing aseptic operations should adhere to strict aseptic technique at all 296 
times. To prevent changes in air currents that introduce lower quality air, movement 297 
adjacent to the critical area should be restricted and the obstruction of the path of the 298 
unidirectional airflow must be avoided. The ambient temperature and humidity should be 299 
set to prevent shedding due to operators becoming too cold (leading to excessive movement) 300 
or too hot. 301 
 302 
5 Premises 303 
 304 
5.1 The manufacture of sterile products should be carried out in clean areas, entry to 305 
which should be through airlocks for personnel and/or for equipment and materials. 306 
Clean areas should be maintained to an appropriate cleanliness standard and supplied with 307 
air which has passed through filters of an appropriate efficiency. 308 
 309 
5.2 The various operations of component preparation, product preparation and filling should 310 
be carried out with appropriate technical and operational separation measures within 311 
the clean area.  312 
 313 
5.3 For the manufacture of sterile medicinal products 4 grades of clean room can be 314 
distinguished. 315 
 316 


 317 
Grade A: The local zone for high risk operations, e.g. filling zone, stopper bowls, open 318 
ampoules and vials, making aseptic connections. Normally, such conditions are 319 
provided by a localised air flow protection, such as laminar air flow work stations or 320 
isolators. Unidirectional air flow systems should provide a homogeneous air speed in a 321 
range of 0.36 – 0.54 m/s (guidance value), the point at which the air speed 322 
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measurement is taken should be clearly justified in the protocol. During initial 323 
qualification and requalification air speeds may be measured either close to the 324 
terminal air filter face or at the working height, Where ever the measurement is taken 325 
it is important to note that the key objective is to ensure that air visualization studies  326 
should correlate with  the airspeed measurement to demonstrate air movement that 327 
supports protection of the product and open components with unidirectional air at the 328 
working height, where high risk operations and product and components are  exposed. 329 
The maintenance of unidirectional airflow should be demonstrated and validated 330 
across the whole of the grade A area. Entry into the grade A area by operators should 331 
be minimized by facility, process and procedural design. 332 
 333 
Grade B: For aseptic preparation and filling, this is the background environment for 334 
the grade A zone. In general, only grade C cleanrooms should interface with the grade 335 
B aseptic processing area. 336 
Lower grades can be considered where isolator technology is used (refer to clause 337 
5.19-5.20). 338 
 339 
Grade C and D: Clean areas for carrying out less critical stages in the manufacture of 340 
sterile products. 341 


 342 
5.4 In clean areas, all exposed surfaces should be smooth, impervious and unbroken in 343 
order to minimize the shedding or accumulation of particles or micro-organisms and to 344 
permit the repeated application of cleaning agents, and disinfectants, where used. 345 
 346 
5.5 To reduce accumulation of dust and to facilitate cleaning there should be no uncleanable 347 
recesses and a minimum of projecting ledges, shelves, cupboards and equipment. Doors 348 
should be designed to avoid uncleanable recesses. 349 
 350 
5.6 Materials liable to generate fibres should not be permitted in clean areas 351 
 352 
5.7 False ceilings should be designed and sealed to prevent contamination from the space 353 
above them. 354 
 355 
5.8 Sinks and drains should be prohibited in grade A/B areas. In other areas air breaks 356 
should be fitted between the machine or sink and the drains. Floor drains in lower grade 357 
rooms should be fitted with traps or water seals to prevent back flow and should be regularly 358 
cleaned and disinfected. 359 
 360 
5.9 Airlocks should be designed and used to provide physical separation and to minimize 361 
microbial and particulate contamination of the different areas, and should be present for 362 
material and personnel moving from different grades, typically airlocks used for personnel 363 
movement are separate to those used for material movement. They should be flushed 364 
effectively with filtered air. The final stage of the airlock should, in the at-rest state, be the 365 
same grade as the area into which it leads. The use of separate changing rooms for entering 366 
and leaving clean areas is generally desirable. 367 
 368 


a) Personnel airlocks. A cascade concept should be followed for personnel (e.g. from 369 
grade D to grade C to grade B). In general hand washing facilities should be 370 
provided only in the first stage of the changing rooms. 371 


 372 
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b) Material airlocks (used for materials and equipment). 373 
 374 


i. Pass through hatches without active filtered air supply should be avoided. If 375 
necessary, provisions and procedures should be in place to avoid any risk of 376 
contamination (e.g. by the incoming material or by entering air). 377 


 378 
ii. For airlocks leading to grade A and B areas, only materials and equipment that 379 


have been included as part of the qualification list should be allowed to be 380 
transferred into the grade A/B area via the air lock or pass through; the 381 
continuity of grade A should be maintained in the aseptic core when the 382 
materials have to be transferred from grade B to grade A areas, consideration 383 
should be given to listing these items on an authorized list. Any unapproved 384 
items that require transfer should be an exception. Appropriate risk evaluation 385 
and mitigation strategies should be applied and recorded as per the 386 
manufacturer’s contamination control strategy and should include a specific 387 
sanitisation and monitoring regime approved by quality assurance. 388 


 389 
iii. The movement of material from clean not classified (CNC) to grade C should 390 


be based on QRM principles, with cleaning and disinfection commensurate 391 
with the risk. 392 


 393 
5.10 Both airlock doors should not be opened simultaneously. The opening of more than 394 
one door at a time should be prevented, for airlocks leading to grade A and B an interlocking 395 
system should usually be used; for airlocks leading to grade C and D at least a visual and/or 396 
audible warning system should be operated. Where required to maintain zone segregation, a 397 
time delay between the closing and opening of interlocked doors should be established. 398 
 399 
5.11 A HEPA or ULPA filtered air supply should maintain a positive pressure and an 400 
air flow relative to surrounding areas of a lower grade under all operational conditions and 401 
should flush the area effectively. Adjacent rooms of different grades should have a pressure 402 
differential of 10 - 15 Pascals (guidance values). Particular attention should be paid to the 403 
protection of the zone of greatest risk, that is, the immediate environment to which a 404 
product and cleaned components which contact the product are exposed. The 405 
recommendations regarding air supplies and pressure differentials may need to be 406 
modified where it becomes necessary to contain some materials, e.g. pathogenic, highly 407 
toxic, radioactive or live viral or bacterial materials or products. Decontamination of 408 
facilities, e.g. the clean rooms and HVAC, and the treatment of air leaving a clean area 409 
may be necessary for some operations. 410 
 411 
5.12 It should be demonstrated that air-flow patterns do not present a contamination risk, 412 
e.g. care should be taken to ensure that air flows do not distribute particles from a particle-413 
generating person, operation or machine to a zone of higher product risk. 414 
Air flow patterns should be visualised in grade A/B areas to evaluate if airflow is 415 
unidirectional. Where unidirectional air flow is not demonstrated, corrective actions, such as 416 
design improvements, should be implemented. In the other areas, the need to demonstrate 417 
the air flow patterns should be based on a risk assessment. Air flow pattern studies should be 418 
performed under dynamic conditions. Video recordings of the airflow patterns are 419 
recommended. The outcome of the air visualisation studies should be considered when 420 
establishing the facility's environmental monitoring program. 421 
 422 
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5.13 A warning system should be provided to indicate failure in the air supply and reduction 423 
of pressure differentials below set limits. Indicators of pressure differences should be fitted 424 
between areas, based on QRM principles. These pressure differences should be recorded 425 
regularly or otherwise documented. 426 
 427 
5.14 Consideration should be given to designing facilities that permit observation of 428 
activities from outside the clean areas, e.g. through the provision of windows or remote 429 
camera access with a complete view of the area and processes to allow observation and 430 
supervision without entry. 431 
 432 
Barrier Technologies  433 
 434 
5.15 Isolator or Restricted Access Barrier System (RABS) technologies, and the associated 435 
processes, should be designed so as to provide maximum protection of the grade A 436 
environment. The transfer of materials into and out of the RABS or isolator is one of the 437 
greatest potential sources of contamination and therefore the entry of additional materials 438 
following sterilisation should be minimized. Any activities that potentially compromise the 439 
sterility assurance of the critical zone should be assessed and controls applied if they cannot 440 
be eliminated. 441 
 442 
5.16 The design of the RABS or isolator shall take into account all critical factors associated 443 
with these technologies, including the quality of the air inside and the surrounding area, the 444 
materials and component transfer, the decontamination, disinfection or sterilization processes 445 
and the risk factors associated with the manufacturing operations and materials, and the 446 
operations conducted within the critical zone.  447 
 448 
5.17 The critical zone of the RABS or isolator used for aseptic processes should meet grade 449 
A with unidirectional air flow. Under certain circumstances turbulent airflow may be justified 450 
in a closed isolator when proven to have no negative impact on the product. The design of the 451 
RABS and open isolators should ensure a positive airflow from the critical zones to the 452 
surrounding areas; negative pressure isolators should only be used when containment of the 453 
product is considered essential. 454 
 455 
5.18 For RABS, the background environment should meet grade B. For open RABS, or 456 
where doors may be very rarely opened during processing, and studies should be performed 457 
to demonstrate the absence of air ingress. 458 
 459 
5.19 For open, positive pressure isolators or closed isolators with decontamination by a 460 
sporicidal agent, the surrounding area should correspond to a minimum of grade D. The 461 
disinfection regime should be included as a key consideration when performing the risk 462 
assessment to design the contamination control strategy for an isolator.  463 
 464 
5.20 For isolators, the required background environment can vary depending on the design of 465 
the isolator, its application and the methods used to achieve bio-decontamination.  466 
The decision as to the supporting background environment should be documented in a risk 467 
assessment where additional risks are identified, such as for negative pressure isolators. 468 
Where items are introduced to the isolator after disinfection then a higher grade of 469 
background should be considered. 470 
 471 
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5.21 Glove systems, as well as other parts of an isolator, are constructed of various materials 472 
that can be prone to puncture and leakage. The materials used shall be demonstrated to have 473 
good mechanical and chemical resistance. Integrity testing of the barrier systems and leak 474 
testing of the isolator and the glove system should be performed using visual, mechanical and 475 
physical methods. They should be performed at defined periods, at a minimum of the 476 
beginning and end of each batch, and following any intervention that may affect the integrity 477 
of the unit. 478 
 479 
5.22 Decontamination processes of an isolator or RABS should be validated and controlled in 480 
accordance with defined parameters. Evidence should also be available to demonstrate that 481 
the agent does not affect any process performed in the isolator or RABS, such as having an 482 
adverse impact on product or sterility testing.  483 
 484 
Clean room and clean air device qualification  485 
 486 
5.23 Clean rooms and clean air devices (clean areas) for the manufacture of products 487 
should be qualified according to the required characteristics of the environment. Each 488 
manufacturing operation requires an appropriate environmental cleanliness level in the 489 
operational state in order to minimize the risks of particulate or microbial contamination 490 
of the product or materials being handled. 491 
 492 
Note: Classification is a method of assessing the level of air cleanliness against a 493 
specification for a cleanroom or clean area device by measuring the airborne particle 494 
concentration. The classification is part of the qualification of a clean area.  495 
 496 
5.24 Clean rooms and clean air devices should be qualified in accordance with Annex 15 of 497 
EU GMP. Reference for the classification of the clean rooms and clean air devices can be 498 
found in the ISO 14644 series of standards. 499 
 500 
5.25 For classification, the airborne particles equal to or greater than 0.5 µm should be 501 
measured. This measurement should be performed both at rest and in operation. The 502 
maximum permitted airborne particle concentration for each grade is given in table 1.  503 
 504 
Table 1: Maximum permitted airborne particle concentration during classification 505 


 Maximum permitted number of particles equal to or greater 
than 0.5 µm 


Grade At rest 
equal to or greater 
than 0.5 µm per m3 


In operation 
equal to or greater 
than 0.5 µm per 
m3 


ISO classification 
 in operation/at rest 


A 3 520 3 520 5/5 
B 3 520 352 000 5/7 
C 352 000 3 520 000 7/8 
D 3 520 000 Not defined(a) 8 


 506 
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(a) For grade D, no “in operation” limits are defined; the company should establish in 507 
operation limits based on a risk assessment and on historical data, where applicable. 508 


 509 
5.26 For initial classification the minimum number of sampling locations can be found in ISO 510 
14644 Part 1. However, a higher number of samples and sample volume is typically required 511 
for the aseptic processing room and the immediately adjacent environment (grade A/B) to 512 
include consideration of all critical processing locations such as point of fill stopper bowls. 513 
With the exception of the aseptic processing room, the sampling locations should be 514 
distributed evenly throughout the area of the clean room. For later stages of qualification and 515 
classification, such as performance qualification, locations should be based on a documented 516 
risk assessment and knowledge of the process and operations to be performed in the area 517 
 518 


a) The “in operation” and “at rest” states should be defined for each clean room or suite 519 
of clean rooms. 520 
 521 


b) The definition of “at rest” is the room complete with all HVAC systems, utilities 522 
functioning and with manufacturing equipment installed as specified but without 523 
personnel in the facility and the manufacturing equipment is static. 524 


 525 
c) The “in operation” state is the condition where the installation is functioning in the 526 


defined operating mode with the specified number of personnel working. 527 
 528 


d) “In operation” classification, qualification and requalification may be performed 529 
during normal operations, simulated operations or during aseptic process simulations 530 
(where worst case simulation is required). 531 
 532 


e) The particle limits given in Table 1 above for the “at rest” state should be achieved 533 
after a “clean up” period on completion of operations. The "clean up" period should 534 
be determined during the initial classification of the rooms. 535 


 536 
f) In order to meet “in operation” conditions these areas should be designed to 537 


reach certain specified air-cleanliness levels in the “at rest” occupancy state. 538 
 539 
5.27 The microbial load of the clean rooms should be determined as part of the clean room 540 
qualification. The recommended maximum limits for microbial contamination during 541 
qualification for each grade are given in table 2.  542 
 543 
Table 2: Recommended limits for microbial contamination in operation 544 


Grade air sample cfu/m3 settle plates 
(diameter 90 mm) 
cfu/4 hours (a)  


contact plates 
(diameter 55 mm) 
cfu/plate 


    A(b) 1 1 1
B 10 5 5 
C 100 50 25 
D 200 100 50 


 545 
(a) Individual settle plates may be exposed for less than 4 hours. Where settle plates are 546 
exposed for less than 4 hours the limits in the table should still be used, no 547 
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recalculation is necessary. Settle plates should be exposed for the duration of critical 548 
operations and changed as required after 4 hours. 549 
(b) It should be noted that for grade A the expected result should be 0 cfu recovered; 550 
any recovery of 1 cfu or greater should result in an investigation. 551 


Note: For qualification of personnel, the limits given for contact plates and glove 552 
prints in table 6 should be applied. 553 


 554 
5.28 Clean room qualification (including classification) should be clearly differentiated from 555 
operational process environmental monitoring. 556 
 557 
5.29 Clean rooms should be requalified periodically and after changes to equipment, facility 558 
or processes based on the principles of QRM. For grade A and B zones, the maximum time 559 
interval for requalification is 6 months. For grades C and D, the maximum time interval for 560 
requalification is 12 months. 561 
 562 
5.30 Other characteristics, such as temperature and relative humidity, depend on the product 563 
and nature of the operations carried out. These parameters should not interfere with the 564 
defined cleanliness standard. 565 
 566 
Disinfection 567 
 568 
5.31 The disinfection of clean areas is particularly important. They should be cleaned and 569 
disinfected thoroughly in accordance with a written programme (for disinfection to be 570 
effective, cleaning to remove surface contamination must be performed first)., More than one 571 
type of disinfecting agent should be employed, and should include the periodic use of a 572 
sporicidal agent. Disinfectants should be shown to be effective for the duration of their in use 573 
shelf-life taking into consideration appropriate contact time and the manner in and surfaces 574 
on which they are utilized. Monitoring should be undertaken regularly in order to show the 575 
effectiveness of the disinfection program and to detect the development of resistant and/or 576 
spore forming strains. Cleaning programs should be effective in the removal of disinfectant 577 
residues. 578 
 579 
5.32 Disinfectants and detergents should be monitored for microbial contamination; 580 
dilutions should be kept in previously cleaned containers and should only be stored for 581 
defined periods. Disinfectants and detergents used in grade A and B areas should be sterile 582 
prior to use. 583 
 584 
5.33 Disinfectants should be shown to be effective when used on the specific facilities, 585 
equipment and processes that they are used in. 586 
 587 
5.34 Fumigation or vapour disinfection of clean areas such as Vapour Hydrogen Peroxide 588 
(VHP) may be useful for reducing microbiological contamination in inaccessible places. 589 
 590 
6 Equipment  591 
 592 
6.1 A written, detailed description of the equipment design should be produced (including 593 
diagrams as appropriate) and kept up to date. It should describe the product and other critical 594 
gas and fluid pathways and controls in place. 595 
 596 
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6.2 Equipment monitoring requirements should be determined during qualification. Process 597 
alarm events should be reviewed and approved and evaluated for trends.  598 
 599 
6.3 As far as practicable equipment, fittings and services should be designed and installed so 600 
that operations, maintenance, and repairs can be carried out outside the clean area, if 601 
maintenance has to be performed in the clean area then precautions such as additional 602 
disinfection and additional environmental monitoring should be considered. If sterilization is 603 
required, it should be carried out, wherever possible, after complete reassembly. 604 
 605 
6.4 When equipment maintenance has been carried out within the clean area, the area 606 
should be cleaned, disinfected and/or sterilized where appropriate, before processing 607 
recommences if the required standards of cleanliness and/or asepsis have not been 608 
maintained during the work. 609 
 610 


6.5 The cleaning process should be validated so that it can be demonstrated that it:  611 
 612 


a) Can remove any residues that would otherwise create a barrier between the 613 
sterilizing agent and the equipment surfaces. 614 


 615 
b) Prevents chemical and particulate contamination of the product during the process 616 


and prior to disinfection. 617 
 618 
6.6 All critical surfaces that come into direct contact with sterile materials should be sterile. 619 
 620 
6.7 All equipment such as sterilizers, air handling and filtration systems, water 621 
treatment, generation, storage and distribution systems should be subject to qualificion, 622 
monitoring and planned maintenance; their return to use should be approved. 623 
 624 
6.8 A conveyor belt should not pass through a partition between a grade A or B area and 625 
a processing area of lower air cleanliness, unless the belt itself is continually sterilized (e.g. 626 
in a sterilizing tunnel). 627 
 628 
6.9 Particle counters should be qualified (including sampling tubing). Portable particle 629 
counters with a short length of sample tubing should be used for qualification purposes.  630 
Isokinetic sample heads shall be used in unidirectional airflow systems. 631 
 632 
6.10 Where unplanned maintenance of equipment critical to the sterility of the product is to 633 
be carried out, an assessment of the potential impact to the sterility of the product should be 634 
performed and recorded. 635 
 636 
7 Utilities 637 
 638 
7.1 The nature and amount of controls associated with utilities should be commensurate with 639 
the risk associated with the utility determined via risk assessment. 640 
 641 
7.2 In general higher risk utilities are those that: 642 
 643 


a) Directly contact product e.g. compressed gases. 644 
 645 


b) Contact materials that ultimately will become part of the product. 646 
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 647 
c) Control contamination of surfaces that contact the product. 648 


 649 
d) Or otherwise directly impact the product. 650 


 651 
7.3 Utilities should be installed, operated and maintained in a manner to ensure the utility 652 
functions as expected. 653 
 654 
7.4 Results for critical parameters of the high risk utility should be subject to regular trend 655 
analysis to ensure that system capabilities remain appropriate. 656 
 657 
7.5 Current drawings should be available that identify critical system attributes such as: 658 
pipeline flow, pipeline slopes, pipeline diameter and length, tanks, valves, filters, drains and 659 
sampling points. 660 
 661 
7.6 Pipes and ducts and other utilities should be installed so that they do not create 662 
recesses, unsealed openings and surfaces which are difficult to clean. 663 
 664 
Water systems 665 
 666 
7.7 Water treatment plants and distribution systems should be designed, constructed and 667 
maintained to minimize the risk of microbial contamination and proliferation so as to ensure a 668 
reliable source of water of an appropriate quality. Water produced should comply with the 669 
current monograph of the relevant Pharmacopeia.  670 
 671 
7.8 Water for injections (WFI) should be produced from purified water, stored and distributed 672 
in a manner which prevents microbial growth, for example by constant circulation at a 673 
temperature above 70°C. Where the WFI is produced by methods other than distillation 674 
further techniques post Reverse osmosis (RO) membrane should be considered such as 675 
nanofiltration, and ultra-filtration. 676 
 677 
7.9 Water systems should be validated to maintain the appropriate levels of physical, 678 
chemical and microbial control, taking seasonal variation into account. 679 
 680 
7.10 Water flow should remain turbulent through the pipes to prevent microbial adhesion.  681 
 682 
7.11 The water system should be configured to prevent the proliferation of microorganisms, 683 
e.g. sloping of piping to provide complete drainage and the avoidance of dead legs. Where 684 
filters are included in the system, special attention should be taken with regards to the 685 
monitoring and maintenance of these filters. 686 
 687 
7.12 Where WFI storage tanks are equipped with hydrophobic bacteria retentive vent filters 688 
the filters should be sterilized, and the integrity of the filter tested before and after use. 689 
 690 
7.13 To prevent the formation of biofilms, sterilization or disinfection or regeneration of 691 
water systems should be carried out according to a predetermined schedule and also when 692 
microbial counts exceed action and alert limits. Disinfection of a water system with 693 
chemicals should be followed by a validated rinsing procedure. Water should be analyzed 694 
after disinfection/regeneration; results should be approved before the start of use of the 695 
water system. 696 
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 697 
7.14 A suitable sampling schedule should be in place to ensure that representative water 698 
samples are obtained for analysis on a regular basis. 699 
 700 


7.15 Regular ongoing chemical and microbial monitoring of water systems should be 701 
performed with alert limits based on the qualification that will identify an adverse trend in 702 
the performance of the systems. Sampling should include all outlets and user points at a 703 
specified interval. A sample from the worst case sample point, e.g. the end of the 704 
distribution loop return, should be included each time the water is used for manufacturing 705 
and manufacturing processes. A breach of an alert limit should trigger review and follow-up, 706 
which might include investigation and corrective action. Any breach of an action limit 707 
should lead to a root cause investigation and risk assessment. 708 
 709 


7.16 WFI systems should include continuous monitoring systems such as Total Organic 710 
Carbon (TOC) and conductivity. 711 
 712 


Steam used for sterilization 713 
 714 
7.17 Purified water, with a low level of endotoxin, should be used as the minimum quality 715 
feed water for the pure steam generator. 716 
 717 


7.18 Steam used for sterilization processes should be of suitable quality and should not 718 
contain additives at a level which could cause contamination of product or equipment. The 719 
quality of steam used for sterilization of porous loads and for Steam-In-Place (SIP) should 720 
be assessed periodically against validated parameters. These parameters should include 721 
consideration of the following examples: non-condensable gases, dryness value (dryness 722 
fraction), superheat and steam condensate quality. 723 
 724 
Compressed gases and vacuum systems 725 
 726 
7.19 Compressed gases that come in direct contact with the product/container primary 727 
surfaces should be of appropriate chemical, particulate and microbiological purity, free from 728 
oil with the correct dew point specification and, where applicable, comply with appropriate 729 
pharmacopoeial monographs. Compressed gases must be filtered through a sterilizing filter 730 
(with a nominal pore size of a maximum of 0.22µm) at the point of use. Where used for 731 
aseptic manufacturing, confirmation of the integrity of the final sterilization gas filter should 732 
be considered as part of the batch release process. 733 
 734 
7.20 There should be prevention of backflow when any vacuum or pressure system is shut 735 
off. 736 
 737 
Cooling systems 738 
 739 
7.21 Major items of equipment associated with hydraulic and cooling systems should, where 740 
possible, be located outside the filling room. Where they are located inside the filling room 741 
there should be appropriate controls to contain any spillage and/or cross contamination 742 
associated with the hydraulics of cooling system fluids. 743 
 744 
7.22 Any leaks from the cooling system must be detectable (i.e. an indication system for 745 
leakage). In addition, there must be adequate cooling flow within the system.  746 
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 747 
7.23 The cooling circuit should be subject to leak testing both periodically and following any 748 
maintenance.  749 
 750 
7.24 There should be periodic cleaning/disinfection of both the vacuum system and cooling 751 
systems.  752 


753 
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8 Production and Specific Technologies 754 
 755 
Terminally sterilized products  756 
 757 
8.1 Preparation of components and most products should be done in at least a grade 758 
D environment in order to give a low risk of microbial, pyrogen and particulate 759 
contamination, so that the product is suitable for filtration and sterilization. Where the 760 
product is at a high or unusual risk of microbial contamination, (for example, because the 761 
product actively supports microbial growth and/or must be held for a long periods before 762 
sterilisation and/or is not processed mainly in closed vessels), then preparation should be 763 
carried out in a grade C environment. 764 
 765 
8.2 Filling of products for terminal sterilization should be carried out in at least a grade 766 
C environment. 767 
 768 
8.3 Where the product is at an unusual risk of contamination from the environment because, for 769 
example, the filling operation is slow, the containers are wide necked or are necessarily 770 
exposed for more than a few seconds beforeclosing, or the product is held for extended periods 771 
prior to terminal sterilization, then the product should be filled in a grade A zone with at least a 772 
grade C background. Preparation and filling of ointments, creams, suspensions and 773 
emulsions should generally be carried out in a grade C environment before terminal 774 
sterilization. 775 
 776 
8.4 Processing of the bulk solution should include a filtration step to reduce bioburden levels 777 
and particulates prior to filling into the final product containers. 778 
 779 
8.5 Examples of operations to be carried out in the various grades are given in table 3.  780 
 781 
Table 3: Examples of operations and grades they should be performed in for 782 
terminally sterilized products 783 


A Filling of products, when unusually at risk. 
C Preparation of solutions, when unusually at risk. Filling of products. 
D Preparation of solutions and components for subsequent filling. 


 784 
Aseptic preparation  785 
 786 
8.6 Aseptic processing is the handling of sterile product, containers and/or devices in a 787 
controlled environment, in which the air supply, materials and personnel are regulated to 788 
prevent microbial contamination. Additional requirements apply to Restricted Access Barrier 789 
Systems (RABS) and isolators (refer clauses 5.15-5.22). 790 
 791 
8.7 The aseptic process should be clearly defined. The risks associated with the aseptic 792 
process, and any associated requirements, should be identified, assessed and appropriately 793 
controlled. The site’s contamination control strategy should clearly define the acceptance 794 
criteria for these controls, requirements for monitoring and the review of their effectiveness. 795 
Methods and procedures to control these risks should be described and implemented. 796 
Residual risks should be justified.  797 
 798 
8.8 Precautions to minimise microbiological, pyrogen and particulate contamination 799 
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should be taken, as per the site’s contamination control strategy, during the preparation of 800 
the aseptic environment, during all processing stages, including the stages before and after 801 
filter sterilization, and until the product is sealed in its final container. Materials liable to 802 
generate fibres should not be permitted in clean areas.  803 
 804 
8.9 Where possible, the use of equipment such as RABS, isolators or closed systems, should 805 
be considered in order to reduce the need for interventions into the grade A environment and 806 
minimize the risk of contamination. Automation of processes should also be considered to 807 
remove the risk of contamination by interventions (e.g. dry heat tunnel, automated lyophilizer 808 
loading, SIP). 809 
 810 
8.10 Examples of operations to be carried out in the various environmental grades are given in 811 
the table 4.  812 
 813 
Table 4: Examples of operations and which grades they should be performed in 814 
 815 


A Critical processing zone. 
Aseptic assembly of filling equipment. 
Aseptic connections (should be sterilized by steam-in-place whenever 
feasible). 
Aseptic compounding and mixing. 
Replenishment of sterile product, containers and closures. 
Removal and cooling of items from heat sterilizers. 
Staging and conveying of sterile primary packaging components. 
Aseptic filling, sealing, transfer of open or partially stoppered vials,
including interventions. 
Loading and unloading of a lyophilizer 


B Direct support zone for the critical processing (grade A) zone. 
Transport and preparation of packaged equipment, components and
ancillary items for introduction into the grade A zone. 
Removal of sealed product from the grade A zone. 
 


C Preparation of solutions to be filtered. 
D Cleaning of equipment. 


Handling of components, equipment and accessories after washing. 
Assembly of cleaned equipment to be sterilized. 


 816 
Note: If Isolators are used then a risk assessment should determine the necessary 817 
background environment grade; at least a minimum of grade D should be used. Refer 818 
clauses 5.19-5.20. 819 


 820 
8.11 Where the product is not subsequently sterile filtered, the preparation of equipment, 821 
components and ancillary items and products should be done in a grade A environment with 822 
a grade B background. 823 
 824 
8.12 Preparation and filling of sterile products such as ointments, creams, suspensions and 825 
emulsions should be performed in a grade A environment, with a grade B background, when 826 
the product and components are exposed and the product is not subsequently filtered or 827 
sterilized.  828 
 829 
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8.13 Unless subsequently sterilized by steam-in-place or conducted with validated intrinsic 830 
sterile connection devices, aseptic connections should be performed in a grade A 831 
environment with a grade B background (or in an isolator with a suitable background), in a 832 
way that minimizes the potential contamination from the immediate environment, e.g. from 833 
operators or boundaries with lower grades. Aseptic connections, including those performed to 834 
replace equipment, should be appropriately assessed and their effectiveness verified as 835 
acceptable by process simulation tests. (For requirements regarding intrinsic sterile 836 
connection devices (refer clause 8.115). 837 
 838 
8.14 The transfer of partially closed containers to a lyophilizer, should be done under 839 
grade A conditions (e.g. HEPA filtered positive pressure) at all times and, where possible, 840 
without operator intervention. Portable transfer systems (e.g. transfer carts, portable Laminar 841 
Flow Work Stations, etc.) should ensure that the integrity of transfer system is maintained 842 
and the process of transfer should minimize the risk of contamination. 843 
 844 
8.15 Aseptic manipulations (including non-intrinsic aseptic connections) should be 845 
minimized using engineering solutions such as the use of preassembled and sterilized 846 
equipment. Whenever feasible, product contact piping and equipment should be pre-847 
assembled, then cleaned and sterilized in place. The final sterile filtration should be carried 848 
out as close as possible to the filling point and downstream of aseptic connections wherever 849 
possible 850 
 851 
8.16 The duration for each aspect of the aseptic manufacturing process should be limited to a 852 
defined and validated maximum, including: 853 
 854 


a) Time between equipment, component, and container cleaning, drying and 855 
sterilization. 856 


 857 
b) Holding time for sterilized equipment, components, and containers prior to and 858 


during filling/assembly. 859 
 860 
c) The time between the start of the preparation of a solution and its sterilization or 861 


filtration through a micro-organism-retaining filter. There should be a set maximum 862 
permissible time for each product that takes into account its composition and the 863 
prescribed method of storage. 864 


 865 
d) Aseptic assembly. 866 
 867 
e) Holding sterile product prior to filling. 868 
 869 
f) Filling. 870 
 871 
g) Maximum exposure time of sterilized containers and closures in the critical 872 


processing zone (including filling) prior to closure. 873 
 874 
Finishing of sterile products 875 
 876 
8.17 Partially stoppered vials or prefilled syringes should be maintained under grade A 877 
conditions (e.g. use of isolator technology, grade A with B background, with physical 878 
segregation from operators) or grade A LAF carts (with suitable grade B background 879 
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environment and physical segregation from operators) at all times until the stopper is fully 880 
inserted.  881 
 882 
8.18 Containers should be closed by appropriately validated methods. Containers closed 883 
by fusion, e.g. Form-Fill-Seal Small Volume Parenteral (SVP) & Large Volume 884 
Parenteral (LVP) bags, glass or plastic ampoules, should be subject to 100% integrity 885 
testing. Samples of other containers should be checked for integrity utilising validated 886 
methods and in accordance with QRM, the frequency of testing should be based on the 887 
knowledge and experience of the container and closure systems being used. A statistically 888 
valid sampling plan should be utilized. It should be noted that visual inspection alone is 889 
not considered as an acceptable integrity test method. 890 
 891 
8.19 Containers sealed under vacuum should be tested for maintenance of vacuum after an 892 
appropriate, pre-determined period and during shelf life.  893 
 894 
8.20 The container closure integrity validation should take into consideration any 895 
transportation or shipping requirements. 896 
 897 
8.21 As the equipment used to crimp vial caps can generate large quantities of non-898 
viable particulates, the equipment should be located at a physically separate station 899 
equipped with adequate air extraction. 900 
 901 
8.22 Vial capping can be undertaken as an aseptic process using sterilized caps or as a 902 
clean process outside the aseptic core. Where this latter approach is adopted, vials 903 
should be protected by grade A conditions up to the point of leaving the aseptic 904 
processing area, and thereafter stoppered vials should be protected with a grade A air supply 905 
until the cap has been crimped. Where capping is a manual process it must be performed in 906 
grade A conditions with a grade B background. 907 
 908 
8.23 In the case where capping is conducted as a clean process with grade A air supply 909 
protection, vials with missing or displaced stoppers should be rejected prior to capping. 910 
Appropriately validated, automated methods for stopper height detection should be in place. 911 
Microbial ingress studies (or alternative methods) should be utilized to determine the 912 
acceptable stopper height displacement.  913 
 914 
8.24 Where human intervention is required at the capping station, appropriate technology 915 
should be used to prevent direct contact with the vials and to minimize microbial 916 
contamination. 917 
 918 
8.25 RABS and isolators may be beneficial in assuring the required conditions and 919 
minimising direct human interventions into the capping operation. 920 
 921 


8.26 All filled containers of parenteral products should be inspected individually for 922 
extraneous contamination or other defects. QRM principles should be used for 923 
determination of defect classification and criticality. Factors to consider include, but are not 924 
limited, to the potential impact to the patient of the defect and the route of administration. 925 
Different defect types should be categorized and batch performance analyzed. Batches with 926 
unusual levels of defects, when compared to routine defect levels for the process, should 927 
lead to investigation and consideration of partial or the whole rejection of the batch 928 
concerned. A defect library should be generated and maintained which captures all known 929 
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defects. The defect library can be used as a training tool for production and quality 930 
assurance personnel. Critical defects should not be identified during any subsequent 931 
sampling of acceptable containers as it indicates a failure of the original inspection process. 932 
 933 
8.27 When inspection is done manually, it should be done under suitable and controlled 934 
conditions of illumination and background. Inspection rates should be appropriately 935 
validated. Operators performing the inspection should undergo robust visual inspection 936 
qualification (whilst wearing corrective lenses, if these are normally worn) at least annually. 937 
The qualification should be undertaken using appropriate sample sets and taking into 938 
consideration worst case scenarios (e.g. inspection time, line speed (where the product is 939 
transferred to the operator by a conveyor system), component size or fatigue at the end of 940 
shift) and should include consideration of eyesight checks. Operator distractions should be 941 
removed and frequent breaks of appropriate duration from inspection should be taken.  942 
 943 
8.28 Where automated methods of inspection are used, the process should be validated to 944 
detect known defects with sensitivity equal to or better than manual inspection methods and 945 
the performance of the equipment checked prior to start up and at regular intervals. 946 
 947 
8.29 Results of the inspection should be recorded and defect types and levels trended. Reject 948 
rates for the various defect types should also be trended. Investigations should be performed 949 
as appropriate to address adverse trends or discovery of new defect types. Impact to product 950 
on the market should be assessed as part of this investigation. 951 
 952 
Sterilization 953 
 954 
8.30 Where possible, finished product should be terminally sterilized using a validated and 955 
controlled sterilization process as this provides a greater assurance of sterility than a 956 
validated and controlled sterilizing filtration process and/or aseptic processing. Where it is 957 
not possible for a product to undergo a sterilisation, consideration should be given to using 958 
terminal bioburden reduction steps, such as heat treatments (pasteurization), combined with 959 
aseptic processing to give improved sterility assurance. 960 
 961 
8.31 The selection, design and location of the equipment and cycle/programme used for 962 
sterilization should be decided using QRM principles. Critical parameters should be defined, 963 
controlled, monitored and recorded. 964 
 965 
8.32 There should be mechanisms in place to detect a cycle that does not conform to the 966 
validated parameters. Any failed or atypical sterilization cycles must be formally 967 
investigated. 968 
 969 
8.33 All sterilization processes should be validated. Particular attention should be given 970 
when the adopted sterilization method is not described in the current edition of the 971 
Pharmacopoeia, or when it is used for a product which is not a simple aqueous 972 
solution. Where possible, heat sterilization is the method of choice. Regardless, the 973 
sterilization process must be in accordance with the registered marketing and 974 
manufacturing specifications. 975 
 976 


8.34 Before any sterilization process is adopted, its suitability for the product and equipment 977 
and its efficacy in achieving the desired sterilizing conditions in all parts of each type of 978 
load to be processed should be demonstrated by physical measurements and by biological 979 
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indicators where appropriate. 980 
 981 
8.35 The validity of the process should be verified at scheduled intervals, with a minimum 982 
of at least annually. Revalidation of the sterilization process should be conducted whenever 983 
significant modifications have been made to the product, product packaging, sterilization 984 
load configuration, sterilizing equipment or sterilization process parameters. 985 
 986 
8.36 For effective sterilization, the whole of the material and equipment must be 987 
subjected to the required treatment and the process should be designed to ensure that this is 988 
achieved. 989 
 990 
8.37 Routine operating parameters should be established and adhered to for all 991 
sterilization processes, e.g. physical parameters and loading patterns, etc. 992 
 993 


8.38 Suitable biological indicators ( B I s )  placed at appropriate locations may be 994 
considered as an additional method for monitoring the sterilization. BIs should be stored 995 
and used according to the manufacturer’s instructions. Prior to use of a new batch/lot of BIs, 996 
the quality of the batch/lot should be verified by confirming the viable spore count and 997 
identity. Where BIs are used to validate and/or monitor a sterilization process (e.g. for 998 
Ethylene Oxide), positive controls should be tested for each sterilization cycle, with strict 999 
precautions in place to avoid transferring microbial contamination from BIs, including 1000 
preventing positive control BIs from contaminating BIs exposed to the sterilization cycle. If 1001 
biological indicators are used, strict precautions should be taken to avoid transferring 1002 
microbial contamination to the manufacturing or other testing processes. 1003 
 1004 
8.39 There should be a clear means of differentiating products, equipment and components, 1005 
which have not been sterilized from those which have. Each basket, tray or other carrier of 1006 
products, items of equipment or components should be clearly labelled with the material 1007 
name, its batch number and an indication of whether or not it has been sterilized. Indicators 1008 
such as autoclave tape, or irradiation indicators may be used, where appropriate, to indicate 1009 
whether or not a batch (or sub-batch) has passed through a sterilization process. However, 1010 
these indicators show only that the sterilization process has occurred; they do not necessarily 1011 
indicate product sterility or achievement of the required sterility assurance level. 1012 
 1013 
8.40 Sterilization records should be available for each sterilization run. They should be 1014 
reviewed and approved as part of the batch release procedure. 1015 
 1016 
8.41 Where possible, materials, equipment and components should be sterilized by validated 1017 
methods appropriate to the specific material. Suitable protection after sterilization should be 1018 
provided to prevent recontamination. If items sterilized “in house” are not used immediately 1019 
after sterilization, these should be stored, using appropriately sealed packaging, in at least a 1020 
grade B environment, a maximum hold period should also be established. Components that 1021 
have been packaged with multiple sterile packaging layers need not be stored in grade B 1022 
(where justified) if the integrity and configuration (e.g. multiple sterile coverings that can be 1023 
removed at each transfer from lower to higher grade) of the sterile pack allows the items to be 1024 
readily disinfected during transfer into the grade A zone. Where protection is achieved by 1025 
containment in sealed packaging this process should be undertaken prior to sterilisation. 1026 
 1027 
8.42 Transfer of materials, equipment, and components into an aseptic processing area should 1028 
be via a unidirectional process (e.g. through a double-door autoclave, a depyrogenation oven, 1029 
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effective transfer disinfection, or, for gaseous or liquid materials, a bacteria-retentive filter). 1030 
 1031 
8.43 Where materials, equipment, components and ancillary items are sterilized in sealed 1032 
packaging and then transferred into the grade A/B area, this should be done using 1033 
appropriate, validated methods (for example, airlocks or pass through hatches) with 1034 
accompanying disinfection of the exterior of the sealed packaging. These methods should be 1035 
demonstrated to be effective in not posing an unacceptable risk of contamination of the grade 1036 
A/B area and, likewise, the disinfection procedure should be demonstrated to be effective in 1037 
reducing any contamination on the packaging to acceptable levels for entry of the item into 1038 
the grade A/B area. Packaging may be multi-layered to allow removal of a single layer at 1039 
each interface to a higher grade. 1040 
 1041 
8.44 Where materials, equipment, components and ancillary items are sterilized in sealed 1042 
packaging or containers, the integrity of the sterile protective barrier should be qualified for 1043 
the maximum hold time, and the process should include inspection of each sterile item prior 1044 
to its use to ensure that the sterile protective measures have remained integral. 1045 
 1046 
8.45 For materials, equipment, components and ancillary items that are necessary for aseptic 1047 
processing but cannot be sterilized, an effective and validated disinfection and transfer 1048 
process should be in place. These items once disinfected should be protected to prevent 1049 
recontamination. These items, and others representing potential routes of contamination, 1050 
should be included in the environmental monitoring program. 1051 
 1052 
8.46 When a depyrogenation process is used for any components or product contact 1053 
equipment, validation studies should be performed to demonstrate that the process will result 1054 
in a minimum 3 log reduction in endotoxin. There is no additional requirement to 1055 
demonstrate sterilization in these cases.   1056 
 1057 
Sterilization by heat  1058 
 1059 
8.47 Moist heat sterilization utilises clean steam, typically at lower temperatures and shorter 1060 
duration than dry heat processes, in order to sterilize a product or article. Moist heat 1061 
sterilization is primarily effected by latent heat of condensation and the quality of steam is 1062 
therefore important to provide consistent results. The reduced level of moisture in dry heat 1063 
sterilization process reduces heat penetration which is primarily effected by conduction. Dry 1064 
heat processes may be utilized to sterilize or control bioburden of thermally stable materials 1065 
and articles. Dry heat sterilization is of particular use in the removal of thermally robust 1066 
contaminants such as pyrogens and is often utilized in the preparation of aseptic filling 1067 
components. Moist heat sterilization processes may be utilized to sterilize or control 1068 
bioburden (for non-sterile applications) of thermally stable materials, articles or products 1069 
and is the preferred method of sterilization, where possible. 1070 
 1071 
8.48 In those cases where parametric release has been authorized, a robust system should be 1072 
applied to the product lifecycle validation and the routine monitoring of the manufacturing 1073 
process. This system should be periodically reviewed. 1074 
 1075 
8.49 Each heat sterilization cycle should be recorded on a time/temperature chart with 1076 
a sufficiently large scale or by other appropriate equipment with suitable accuracy and 1077 
precision. Monitoring and recording systems should be independent of the controlling 1078 
system.  1079 
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 1080 
8.50 The position of the temperature probes used for controlling and/or recording should 1081 
have been determined during the validation (which should include heat distribution and 1082 
penetration studies), and, where applicable, also checked against a second independent 1083 
temperature probe located at the same position. 1084 
 1085 
8.51 Chemical or biological indicators may also be used, but should not take the place 1086 
of physical measurements. 1087 
 1088 
8.52 Sufficient time must be allowed for the whole of the load to reach the required 1089 
temperature before measurement of the sterilizing time-period is commenced. This time 1090 
must be determined for each type of load to be processed. 1091 
 1092 
8.53 After the high temperature phase of a heat sterilization cycle, precautions should be 1093 
taken against contamination of a sterilized load during cooling. Any cooling fluid or gas in 1094 
contact with the product should be sterilized unless it can be shown that any leaking 1095 
container would not be approved for use. 1096 
 1097 
Moist heat sterilization 1098 
 1099 
8.54 Time, temperature and pressure should be used to monitor the process. Each item 1100 
sterilized should be inspected for damage, seal and packaging material integrity and 1101 
moisture on removal from the autoclave. Seal and packaging integrity should also be 1102 
inspected immediately prior to use. Any items found not to be fit for purpose should be 1103 
removed from the manufacturing area and an investigation performed.  1104 
 1105 
8.55 System and cycle faults should be registered and recorded by the control  and 1106 
monitor ing system and appropriate actions taken prior to release of the process. 1107 
 1108 
8.56 For sterilizers fitted with a drain at the bottom of the chamber, it may also be necessary 1109 
to record the temperature at this position throughout the sterilization period. For Steam-In-1110 
Place (SIP) systems, it may also be necessary to record the temperature at condensate drain 1111 
locations throughout the sterilization period. 1112 
 1113 
8.57 Validation should include a consideration of equilibration time, exposure time, 1114 
correlation of pressure and temperature and maximum temperature range during exposure 1115 
for porous cycles and temperature, time and Fo for fluid cycles. These critical parameters 1116 
should be subject to defined limits (including appropriate tolerances) and be confirmed as 1117 
part of sterilization validation and routine cycle acceptance criteria. Revalidation should be 1118 
performed annually. 1119 
 1120 
8.58 There should be frequent leak tests on the system to be sterilized when a vacuum phase 1121 
is part of the cycle or the system is returned, post-sterilization, to a pressure equivalent to or 1122 
lower than the environment surrounding the sterilized system. The frequency of testing 1123 
should be based on the principles of QRM. 1124 
 1125 
8.59 When the sterilization process includes air purging (e.g. porous autoclave loads, 1126 
lyophilizer chambers) there should be adequate assurance of air removal prior to and during 1127 
sterilization. Loads to be sterilized should be designed to support effective air removal and 1128 
be free draining to prevent the build-up of condensate. 1129 
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 1130 
8.60 The items to be sterilized, other than products in sealed containers, should be dry, 1131 
wrapped in a material which allows removal of air and penetration of steam but which 1132 
prevents recontamination after sterilization. All load items should be dry upon removal from 1133 
the sterilizer. Load dryness should be confirmed as a part of sterilization process acceptance. 1134 
 1135 
8.61 Distortion and damage of flexible containers, such as containers produced by Blow-Fill-1136 
Seal and Form-Fill-Seal technology that are terminally sterilized, should be prevented by 1137 
setting correct counter pressure and loading patterns. 1138 
 1139 
8.62 Care should be taken to ensure that materials or equipment are not contaminated after 1140 
the sterilization exposure phase of the cycle due to the introduction of non-sterile air into the 1141 
chamber during subsequent phases; typically only sterile filtered air would be introduced into 1142 
the chamber during these phases. 1143 
 1144 
8.63 Where Sterilization in place (SIP) systems are used, (for example, for fixed pipework, 1145 
vessels and lyophilizer chambers), the system should be appropriately designed and 1146 
validated to assure all parts of the system are subjected to the required treatment. The 1147 
system should be monitored for temperature, pressure and time at appropriate critical 1148 
locations during routine use, this is to ensure all areas are effectively and reproducibly 1149 
sterilized; these critical locations should be demonstrated as being representative, and 1150 
correlated with, the slowest to heat locations during initial and routine validation. Once a 1151 
system has been sterilized by SIP it should remain integral prior to use, the maximum 1152 
duration of the hold time should be qualified. 1153 
 1154 
Dry heat sterilization 1155 
 1156 
8.64 The combination of time and temperature to which product, components and equipment 1157 
are exposed should produce an adequate and reproducible level of lethality and/or pyrogen 1158 
(endotoxin) inactivation/removal when operated routinely within the established tolerances.  1159 
 1160 
8.65 Dry heat sterilization or depyrogenation tunnels are typically employed to prepare 1161 
components for aseptic filling operations but may be used for other processes. Tunnels should 1162 
be configured to ensure that airflow patterns protect the integrity and performance of the 1163 
sterilizing zone, by maintaining a stable pressure differential and airflow pattern through the 1164 
tunnel from the higher grade area to the lower grade area. All air supplied to the tunnel 1165 
should pass through a HEPA filter; periodic tests should be performed to demonstrate filter 1166 
integrity. Any tunnel parts that come into contact with sterilized components should be 1167 
appropriately sterilized or disinfected. Critical process parameters that should be considered 1168 
during validation and/or routine processing should include, but may not be limited to: 1169 
 1170 


a) Belt speed or dwell time within sterilising zone. 1171 
 1172 


b) Temperature – Minimum and maximum temperatures. 1173 
 1174 


c) Heat penetration of material/article. 1175 
 1176 


d) Heat distribution/uniformity. 1177 
 1178 


e) Airflows – correlated with the heat distribution and penetration studies. 1179 
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 1180 
8.66 When using endotoxin spiked containers these need to be carefully managed with a full 1181 
reconciliation performed. Endotoxin quantification and recovery efficiency should also be 1182 
demonstrated. 1183 
 1184 
8.67 Dry heat ovens are typically employed to sterilize or depyrogenate primary packaging 1185 
components, finished materials or APIs but may be used for other processes. They should be 1186 
maintained at a positive pressure to lower grade areas. All air entering the oven should pass 1187 
through a HEPA filter. Critical process parameters that should be considered in validation 1188 
qualification and/or routine processing should include, but may not be limited to: 1189 
 1190 


a) Temperature. 1191 
 1192 


b) Exposure period/time. 1193 
 1194 


c) Chamber pressure. 1195 
 1196 


d) Heat penetration of material/article (slow to heat spots and different loads).  1197 
 1198 


e) Heat distribution/uniformity. 1199 
 1200 
 1201 


8.68 For dry heat sterilization of starting materials and intermediates the same principles 1202 
should be applied. Consideration should be given to factors affecting heat penetration such as 1203 
the container type, size and packing matrix. 1204 
 1205 
Sterilization by radiation 1206 
 1207 
8.69 Guidance regarding ionising radiation sterilization can be found within Annex 12 of the 1208 
EU GMP. 1209 
 1210 
8.70 Radiation sterilization is used mainly for the sterilization of heat sensitive materials 1211 
and products. Many medicinal products and some packaging materials are radiation-1212 
sensitive, so this method is permissible only when the absence of deleterious effects on 1213 
the product has been confirmed. Ultraviolet irradiation is not normally an acceptable 1214 
method of sterilization. 1215 
 1216 
8.71 Validation procedures should ensure that the effects of variations in density of the 1217 
packages are considered. 1218 
 1219 
Sterilization with ethylene oxide  1220 
 1221 
8.72 This method should only be used when no other method is practicable. During 1222 
process validation it should be shown that there is no damaging effect on the product 1223 
and that the conditions and time allowed for degassing to reduce any residual ethylene 1224 
oxide (EO) gas and reaction products to defined acceptable limits for the type of product or 1225 
material. 1226 
 1227 
8.73 Direct contact between gas and microbial cells is essential; precautions should be taken 1228 
to avoid the presence of organisms likely to be enclosed in material such as crystals or dried 1229 
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protein. The nature and quantity of packaging materials can significantly affect the process. 1230 
 1231 
8.74 Before exposure to the gas, materials should be brought into equilibrium with 1232 
the humidity and temperature required by the process. The time required for this 1233 
should be balanced against the opposing need to minimize the time before sterilization. 1234 
 1235 


8.75 Each sterilization cycle should be monitored with suitable biological indicators, using 1236 
the appropriate number of test pieces distributed throughout the load unless parametric 1237 
release has been authorized by the National Competent Authority.  1238 
 1239 
8.76 Critical process variables that should be considered as part of sterilization process 1240 
validation and routine monitoring include, but are not limited to: EO gas concentration, 1241 
relative humidity, temperature and EO gas pressure and exposure time.  1242 
 1243 
8.77 After sterilization, the load should be aerated to allow EO gas and/or its reaction 1244 
products to desorb from the packaged product to predetermined levels. Aeration can occur 1245 
within a sterilizer chamber and/or in a separate aeration chamber or aeration room. The 1246 
aeration phase should be validated as part of the overall EO sterilization process validation. 1247 
 1248 


Filtration of medicinal products which cannot be sterilized in their final container 1249 
 1250 
8.78 If a liquid product cannot be terminally sterilized by a microbiocidal process, it should 1251 
be sterilized by filtration through a sterile, sterilizing grade filter (with nominal pore size of 1252 
0.22 micron (or less) or with at least equivalent micro-organism retaining properties), and 1253 
subsequently aseptically filled into a previously sterilized container, the selection of the filter 1254 
used should ensure that it is compatible with the product, see 8.119.. Suitable bioburden 1255 
reduction and/or sterilizing grade filters may be used at multiple points during the 1256 
manufacturing process to ensure a low and controlled bioburden of the liquid prior to the 1257 
primary sterilizing grade filter. Due to the potential additional risks of a sterilizing filtration 1258 
process as compared to other sterilization processes, a second filtration through a sterile, 1259 
sterilising grade filter (positioned as per clause 8.15), immediately prior to filling, is 1260 
advisable 1261 
 1262 
8.79 The selection of components for the filtration system (including air, gas and vent filters) 1263 
and their interconnection and arrangement within the filtration system, including pre-filters, 1264 
should be based on the critical quality attributes of the products, documented and justified. 1265 
The filtration system should not generate fibres, unacceptable levels of impurities or 1266 
otherwise alter the quality and efficacy of the product. Similarly, the filter characteristics 1267 
should not be adversely affected by the product to be filtered. Adsorption of product 1268 
components and extraction/leaching of filter components should be evaluated (see Single-1269 
Use-Systems, Clauses 8.117-8.119).  1270 


 1271 
8.80 The filtration system should be designed to: 1272 
 1273 


a) Allow operation within validated process parameters. 1274 
 1275 


b) Maintain the sterility of the filtrate. 1276 
 1277 


c) Minimise the number of aseptic connections required between the sterilizing filter 1278 
and the final filling of the product. 1279 
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 1280 
d) Allow cleaning procedures to be conducted as necessary. 1281 


 1282 
e) Allow sterilization procedures, including SIP, to be conducted as necessary. The 1283 


sterilization procedures should be validated to ensure achievement of a target 1284 
sterilization assurance level (SAL) of 10-6 or better (e.g. 10-7). 1285 
 1286 


f) Permit in-place integrity testing, preferably as a closed system, prior to filtration as 1287 
necessary. In-place integrity testing methods should be selected to avoid any adverse 1288 
impact on the quality of the product. 1289 
 1290 


8.81 Liquid-sterilizing filtration should be validated during initial processvalidation. 1291 
Validation can be grouped by different strengths or variations of a product, but should be 1292 
done under worst-case conditions. The rational for grouping fluids should be justified and 1293 
documented.  1294 
 1295 
8.82 Wherever possible, the product to be filtered should be used for bacterial retention 1296 
testing. Where the product to be filtered is not suitable for use in bacterial retention testing, 1297 
a suitable surrogate product should be justified for use in the test. The challenge organism 1298 
used in the bacterial retention test should be justified. 1299 
 1300 
8.83 Filtration parameters that should be considered in validation and routine processing 1301 
should include but are not limited to: 1302 
 1303 


a) If the system is flushed or integrity tested in-situ with a fluid other than the product, 1304 
then flushing with the product should be part of the process. 1305 
 1306 


b) The wetting fluid used for filter integrity testing based on filter manufacturer’s 1307 
recommendation or the fluid to be filtered. For the latter, the appropriate integrity 1308 
test value specification should be established. 1309 
 1310 


c) Filtration process conditions including: 1311 
 1312 


i. Fluid prefiltration holding time and effect on bioburden. 1313 
 1314 


ii. Filter conditioning, with fluid if necessary. 1315 
 1316 


iii. Maximum filtration time/total time filter is in contact with fluid. 1317 
 1318 


iv. Flow rate. 1319 
 1320 


v. Filtration volume. 1321 
 1322 


vi. Temperature. 1323 
 1324 


vii. The time taken to filter a known volume of bulk solution and the pressure 1325 
difference to be used across the filter. Any significant differences from those 1326 
validated to those observed during routine manufacturing should be noted 1327 
and investigated. Results of these checks should be included in the batch 1328 
record.  1329 
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 1330 
8.84 The integrity of the sterilized filter assembly should be verified by testing before use, 1331 
in case of damage and loss of integrity caused by processing, and should be verified by on 1332 
line testing immediately after use by an appropriate method such as a bubble point, 1333 
diffusive flow, water intrusion or pressure hold test. It is recognised that for small batch 1334 
sizes, this may not be possible; in these cases an alternative approach may be taken as long as 1335 
a formal risk assessment has been performed and compliance is achieved. There should be 1336 
written integrity test methods, including acceptance criteria, and failure investigation 1337 
procedures and justified conditions under which the filter integrity test can be repeated. 1338 
Results of the integrity tests (including failed and repeated tests) should be included in the 1339 
batch record.  1340 
 1341 


8.85 The integrity of critical sterile gas and air vent filters in the filter assembly should be 1342 
verified by testing after use. The integrity of non-critical air or gas vent filters should be 1343 
confirmed and recorded at appropriate intervals.  1344 
 1345 
8.86 For gas filtration, the avoidance of unintended moistening or wetting of the filter or filter 1346 
equipment is important. This can be achieved by the use of hydrophobic filters. 1347 


 1348 
8.87 Where serial filtration (one filtration is followed by a subsequent filtration) is a process 1349 
requirement the filter train is considered to be a sterilizing unit and all sterilizing-grade filters 1350 
within it should satisfactorily pass integrity testing both before use, in case of damage during 1351 
processing, and after use.  1352 
 1353 
8.88 Where a redundant sterilizing filter is used, the additional filter does not require post-1354 
integrity testing unless the primary sterilizing filter fails, in which case the redundant filter 1355 
must then satisfactorily pass post-use integrity testing. Bioburden samples should be taken 1356 
prior to the first filter and the sterilizing filter, systems for taking samples should be designed 1357 
so as not to introduce contamination. 1358 
 1359 
8.89 Liquid sterilizing filters should be discarded after the processing of a single lot. The 1360 
same filter should not be used for more than one working day unless such use has been 1361 
validated. 1362 
 1363 
Form-Fill-Seal 1364 
 1365 
8.90 Form-Fill-Seal (FFS) units include blow moulding from thermoplastic granulate and 1366 
thermoforming from thermoplastic film typically known as Blow-Fill-Seal (BFS) and 1367 
Vertical-Form-Fill-Seal (VFFS) respectively. VFFS process is an automated filling process, 1368 
typically for terminally sterilized processes, that may utilize a single or dual web system 1369 
which constructs the primary container out of a flat roll of thermoplastic film while 1370 
simultaneously filling the formed bags with product and sealing the filled bags in a 1371 
continuous process. All such containers are considered to be sealed by fusion and, as such, 1372 
fall under the requirement to perform 100% integrity testing. 1373 
 1374 
8.91 Process parameters relating to seal integrity should be validated and appropriately 1375 
controlled. Critical parameters include, but are not limited to: seal strength, seal uniformity, 1376 
sealing temperatures, pressures, sealing times and dwell time for filling. Seal strength and 1377 
uniformity should be monitored routinely. 1378 
 1379 
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8.92 Samples of filled containers should be tested for general performance e.g. ease-of-1380 
opening, and seal uniformity. Sample size and frequency should be based on the principles of 1381 
QRM. 1382 
 1383 
 1384 
Blow-Fill-Seal technology  1385 
 1386 
8.93 Blow-Fill-Seal (BFS) units are purpose built machines in which, in one continuous 1387 
operation, containers are formed from a thermoplastic granulate, filled and then sealed, all by 1388 
the one automatic machine, see glossary for full definition. 1389 
 1390 
8.94 Risk management principles should be used to justify the machine’s design and 1391 
operational controls. These controls should be in alignment with the site’s contamination 1392 
control strategy. Aspects to be considered should include (but are not limited to):  1393 
 1394 


a) Determination of the “critical zone” that should be protected from contamination, 1395 
and its control. 1396 
 1397 


b) Environmental control and monitoring, both of the BFS machine and the background 1398 
in which it is placed. 1399 
 1400 


c) Integrity testing of the BFS product pathways. 1401 
 1402 


d) Duration of the batch or filling campaign. 1403 
 1404 


e) Control of polymer starting material. 1405 
 1406 


f) Cleaning-in-place and sterilization-in-place of equipment, and air and product 1407 
pathways. 1408 


 1409 
8.95 Shuttle and Rotary-type equipment used for aseptic production which is fitted with an 1410 
effective grade A air shower should be installed in at least a grade C environment, provided 1411 
that grade A/B clothing is used.  1412 
 1413 
8.96 For Shuttle–type equipment, the environment should comply with the viable and non-1414 
viable limits at rest and the viable limit only when in operation. The shuttle zone should meet 1415 
grade A viable limits. 1416 
 1417 
8.97 For Rotary-type equipment the environment should comply with the viable and non-1418 
viable limits “at rest”. It is not normally possible to perform environmental monitoring within 1419 
the parison during operation" Monitoring of the background environment should be 1420 
performed in accordance with risk management principles 1421 
 1422 
8.98 The environmental control and monitoring program should take into consideration the 1423 
complex gas flow paths generated by the BFS process and the effect of the high heat outputs 1424 
of the process.  1425 
 1426 
8.99 In addition, for Shuttle-type designs, the area between parison cutting and mould sealing 1427 
should be covered by a flow of HEPA filtered or sterile air of appropriate quality to provide 1428 
grade A at the critical zone.  1429 
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 1430 
8.100 Blow-Fill-Seal equipment used for the production of products which are terminally 1431 
sterilized should be installed in at least a grade D environment. 1432 
 1433 
8.101 External particle and microbial contamination of the polymer should be prevented by 1434 
appropriate design, control, and maintenance of the polymer storage and distribution systems.  1435 
 1436 
8.102 Interventions requiring cessation of filling and/or blowing and sealing and, where 1437 
required, re-sterilization of the filling machine should be clearly defined and well described 1438 
in the aseptic filling procedure, and included in the aseptic process simulation (refer clause 1439 
9.36).  1440 
 1441 
8.103 Process validation should take into consideration critical operating parameters and 1442 
variables of the equipment that impact on the quality of the product, e.g. filling speed, 1443 
extrusion temperature, filling times. 1444 
 1445 
8.104 Samples of filled containers should be tested for general performance e.g. ease-of-1446 
opening and wall thickness; sample size and frequency should be based on the principles of 1447 
QRM.  1448 
 1449 
Lyophilization 1450 
 1451 
8.105 Lyophilization is a critical process step and all activities that can affect the sterility of 1452 
the product or material need to be regarded as extensions of the aseptic processing of that 1453 
sterilized product or material. The lyophilization equipment and its processes should be 1454 
designed so as to ensure product or material sterility is maintained during lyophilization by 1455 
preventing microbiological and particulate contamination between the filling operation and 1456 
completion of lyophilization process. All control measures in place should be determined by 1457 
the site’s contamination control strategy. 1458 
 1459 
8.106 The lyophilizer should be sterilized before each load. The lyophilizer should be 1460 
protected from contamination after sterilization. 1461 
 1462 
8.107 Where there is a closing system for partially closed containers, the surfaces of any 1463 
equipment protruding into the chamber to effect sealing should also be sterilized. 1464 
 1465 
8.108 Lyophilization trays should be checked to ensure that they are not misshapen and 1466 
damaged. 1467 
 1468 
8.109 The maximum permitted leakage of air into the lyophilizer should be specified. 1469 
 1470 
8.110 The integrity of the system should be monitored periodically along with consideration 1471 
of the leak rate test. 1472 
 1473 
8.111 With regard to loading and unloading the lyophilizer: 1474 
 1475 


a) The loading pattern within the lyophilizer should be specified and documented. 1476 
 1477 


b) Transport to the lyophilizer and loading of filled product, or other equipment into the 1478 
lyophilizer should take place under a grade A environment. 1479 
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 1480 
c) Airflow patterns should not be adversely affected by transport devices and venting 1481 


of the loading zone. Unsealed containers should be maintained under grade A 1482 
environment. 1483 
 1484 


d) Where seating of the stoppers is not completed prior to opening the lyophilizer 1485 
chamber, product removed from the lyophilizer should remain under a grade A 1486 
environment during subsequent handling. 1487 


e) Utensils used during transfer to, loading and unloading of, the lyophilizer (such as 1488 
trays, bags, placing devices, tweezers, etc.) should be subjected to a validated 1489 
sterilization process. 1490 


 1491 
Closed systems 1492 
 1493 
8.112 Closed systems can be both single use systems (SUS) (i.e. disposable) and fixed 1494 
systems (such as vessels with fixed pipework). Guidance in this section is equally applicable 1495 
to both systems. 1496 
 1497 
8.113 The use of closed systems can reduce the risk of both microbial and chemical 1498 
contamination due to interventions. 1499 
 1500 
8.114 It is critical to ensure the sterility of product contact surfaces of closed systems used for 1501 
aseptic processing. The design and selection of any closed system used for aseptic processing 1502 
must ensure maintenance of sterility. Tubing/pipework that is not assembled prior to 1503 
sterilization should be designed to be connected aseptically, e.g. by intrinsic aseptic 1504 
connectors or fusion systems. 1505 
 1506 
8.115 Appropriate systems should be in place to assure the integrity of those components 1507 
used. The manner in which this is conducted should be determined based on QRM principles. 1508 
Appropriate system integrity tests should be considered when there is a risk of compromising 1509 
product sterility. 1510 
 1511 
8.116 The background in which closed systems are located will vary. If there is a high risk 1512 
that the system will not remain integral during processing it should be located in a grade A 1513 
environment. If the system can be shown to remain integral at every usage then lower grades, 1514 
including grade D, can be considered. 1515 
 1516 
Single use systems  1517 
 1518 
8.117 Single use systems (SUS) are those technologies used in manufacture of sterile 1519 
medicinal products which are designed to replace reusable equipment. SUS are typically 1520 
defined systems made up of components such as bags, filters, tubing, connectors, storage 1521 
bottles and sensors. 1522 
 1523 
8.118 There are some specific risks associated with SUS which include, but are not limited 1524 
to:  1525 
 1526 


a) Interaction between the product and product contact surface (adsorption, leachable 1527 
and extractables). 1528 
 1529 
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b) More fragile than fixed reusable systems. 1530 
 1531 


c) Increase in number and complexity of manual operations and connections made. 1532 
 1533 


d) Design of the assembly. 1534 
 1535 


e) Performance of the pre-use integrity testing for sterilizing grade filters. (Refer to 1536 
clause 8.84.) 1537 


f) Integrity testing. 1538 
 1539 


g) Pin-hole and leakage. 1540 
 1541 


h) The potential for compromising the system at the point of opening the outer 1542 
packaging.  1543 
 1544 


i) Assessment of suppliers of disposable systems (including sterilization of these 1545 
disposable systems.  1546 


 1547 
j) Risk of particulate contamination. 1548 


 1549 
8.119 The compatibility of materials used for product contact surfaces with the products 1550 
should be ensured under the process conditions by evaluating e.g. adsorption and reactivity to 1551 
the product. 1552 
 1553 
8.120 Extractable profile data obtained from the supplier of the components of SUS may be 1554 
useful to ensure that extractables and leachables from the SUS do not alter the quality of the 1555 
product. A risk assessment should be conducted for each component to evaluate the 1556 
applicability of the extractable profile data. For components considered to be at high risk to 1557 
leachables, including those taking up leachables extensively or those stored for longer 1558 
periods, an assessment of leachable profile studies, including safety concerns, and should be 1559 
taken into consideration, as necessary. If applying simulated processing conditions these 1560 
should accurately reflect the actual processing conditions and be based on a scientific 1561 
rationale. 1562 
 1563 
8.121 SUS should be designed so as to maintain integrity during the intended operational 1564 
conditions and duration, especially the structural integrity of the single use components under 1565 
extreme process and transport conditions such as during freeze and thaw processes. This 1566 
should include verification that intrinsic aseptic connections (both heat and mechanical) 1567 
remain integral under these conditions. 1568 
 1569 
8.122 Acceptance procedures should be established and implemented for SUS corresponding 1570 
to the risks or criticality of the products and its processes. On receipt, a visual inspection of 1571 
outer packaging (e.g. appearance of exterior carton, product pouches), label printing, and 1572 
attached documents (e.g. Certificate of Analysis, radiation certificate) should be carried out. 1573 
Prior to use, each piece of SUS should be checked to ensure that they have been 1574 
manufactured and delivered in accordance with the approved specification.  1575 
 1576 
8.123 Critical manual handling operation of SUS, such as assembling and connecting, should 1577 
be subject to appropriate controls and verified during the aseptic process simulation test. 1578 
 1579 
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9 Viable and non-viable environment & process monitoring 1580 
 1581 
General 1582 
 1583 
9.1 The site’s environmental and process monitoring program forms part of the overall 1584 
contamination control strategy designed to minimise the risk of microbial and particulate 1585 
contamination. 1586 
 1587 
9.2 This program is typically comprised of the following elements: 1588 


a) Environmental monitoring – non viable. 1589 
b) Environmental monitoring – viable. 1590 


 1591 
c) Aseptic process simulation (aseptically manufactured product only).  1592 


 1593 
9.3 These key elements provide information with regards to the process and facility 1594 
capabilities with respect to the maintenance of sterility assurance. The information from these 1595 
systems should be used for routine batch release and for periodic assessment during process 1596 
review or investigations. 1597 
 1598 
Environmental monitoring 1599 
 1600 
9.4 In order to establish a robust environmental monitoring program, i.e. locations, 1601 
frequency of monitoring and incubation conditions (e.g. time, temperature(s) and aerobic 1602 
and or anaerobic), appropriate risk assessments should be conducted based on detailed 1603 
knowledge  of the process inputs, the facility, equipment, specific processes, operations 1604 
involved and knowledge of the typical microbial flora found, consideration of other aspects 1605 
such as air visualization studies should also be included. These risk assessments should be 1606 
re-evaluated at defined intervals in order to confirm the effectiveness of the site’s 1607 
environmental monitoring program, and they should be considered in the overall context of 1608 
the trend analysis and the contamination control strategy for the site. 1609 
 1610 
9.5 Routine monitoring for clean rooms, clean air devices and personnel should be performed 1611 
“in operation” throughout all critical stages, including equipment set up. The locations, 1612 
frequency, volume and duration of monitoring should be determined based on the risk 1613 
assessment and the results obtained during the qualification.  1614 
9.6 Monitoring should also be performed outside of operations within the area, e.g. pre 1615 
disinfection, post disinfection, prior to start of manufacturing and after a shutdown period 1616 
etc., in order to detect potential incidents of contamination which may affect the controls 1617 
within the areas. The number of samples and frequency of monitoring should be considered 1618 
in the context of the risk assessments and contamination control strategy. 1619 
 1620 
9.7 For grade A monitoring, it is important that sampling should be performed at locations 1621 
posing the highest risk of contamination to the sterile equipment surfaces, container-closures 1622 
and product in order to evaluate maintenance of aseptic conditions during critical operations.  1623 
 1624 
9.8 Appropriate alert and action limits should be set for the results of particulate and 1625 
microbiological monitoring. Alert levels should be established based on results of 1626 
Performance Qualification (PQ) tests or trend data and should be subject to periodic review. 1627 
 1628 
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9.9 The alert limits for grade B, c and D should be set based on the area performance, with 1629 
the aim to have limits lower than those specified as action limits, in order to minimise risks 1630 
associated and identify potential changes that may be detrimental to the process. 1631 
 1632 
9.10 If action limits are exceeded operating procedures should prescribe a root-cause 1633 
investigation followed by corrective and preventive action. If alert limits are exceeded, 1634 
operating procedures should prescribe scrutiny and follow-up, which might include 1635 
investigation and corrective action.  1636 
9.11 Surfaces and personnel should be monitored after critical operations. Results from 1637 
monitoring should be considered when reviewing batch documentation for finished product 1638 
release. 1639 
 1640 
 1641 
Non-viable monitoring  1642 
 1643 
9.12 Non-viable particle monitoring systems should be established to obtain data for 1644 
assessing potential contamination risks and to maintain the environment for sterile operations 1645 
in the qualified state. 1646 
 1647 
9.13 The recommended limits for airborne particle concentration in monitoring for each 1648 
grade are given in Table 5. 1649 
 1650 
Table 5: Recommended limits for airborne particle concentration for the monitoring of 1651 
non-viable contamination 1652 
 1653 


Grade 
Recommended maximum limits 


for particles ≧ 0.5 μm/m3 
Recommended maximum limits 


for particles ≧ 5 μm/m3 


in operation at rest in operation at rest 


A 3 520 3 520 20 20 


B 352 000 3 520 2 900 29 


C 3 520 000 352 000 29 000 2 900 


D 
Set a limit based 
on the risk 
assessment  


3 520 000 Set a limit based 
on the risk 
assessment 


29 000 


 1654 
Note 1: The particle limits given in the table for the “at rest” state should be achieved 1655 
after a short “clean up” period defined during qualification in an unmanned state after 1656 
the completion of operations (see 5.26e). 1657 
 1658 
Note 2: With regards to the monitoring of 5.0 μm, the limit of 20 is selected due to the 1659 
limitations of monitoring equipment. It should be noted that alert limits should also be 1660 
set based on historical and qualification data, such that frequent sustained recoveries 1661 
below the action limit should also trigger an investigation. 1662 


 1663 
9.14 For grade A zones, particle monitoring should be undertaken for the full duration of 1664 
critical processing, including equipment assembly.  1665 
 1666 
9.15 The grade A zone should be monitored continuously and with a suitable sample size (at 1667 
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least 28 litres (a cubic foot) per minute) so that all interventions, transient events and any 1668 
system deterioration would be captured and alarms triggered if alert limits are exceeded. 1669 
 1670 
9.16 It is recommended that a similar system be used for grade B zones although the sample 1671 
frequency may be decreased. The design of the monitoring system should be based on risk 1672 
assessment and be commensurate with the risk of the process to the product sterility 1673 
assurance. The grade B zone should be monitored at such a frequency and with suitable 1674 
sample sizes that the programme captures any change in levels of contamination and system 1675 
deterioration. If alert limits are exceeded, alarms should be triggered. 1676 
 1677 
9.17 The monitoring of grade C and D areas in operation should be performed in 1678 
accordance with the principles of QRM to provide sufficient data to allow effective trend 1679 
analysis. The requirements and alert/action limits will depend on the nature of the 1680 
operations carried out. 1681 
 1682 
9.18 The selection of the monitoring system should take account of any risk presented 1683 
by the materials used in the manufacturing operation, for example those involving live 1684 
organisms or radiopharmaceuticals that may give rise to biological or chemical hazards. 1685 
 1686 
9.19 In the case where contaminants present due to the processes involved would damage the 1687 
particle counter or present a hazard, e.g. live organisms and radiological hazards, the 1688 
frequency and strategy employed should be such as to assure the environment classification 1689 
both prior to and post exposure to the risk. Additionally, monitoring should be performed 1690 
during simulated operations. Such operations should be performed at appropriately defined 1691 
intervals. The approach should be defined in the contamination control strategy. 1692 
 1693 
9.20 Where powdery products are manufactured, monitoring of particles may have to take 1694 
into consideration an alternative monitoring scheme and frequency, e.g. monitoring for 1695 
particle levels prior to and after the manufacturing process step. 1696 
 1697 
9.21 The sample sizes taken for monitoring purposes using automated systems will usually 1698 
be a function of the sampling rate of the system used. It is not necessary for the sample 1699 
volume to be the same as that used for formal qualification of clean rooms and clean air 1700 
devices. 1701 
 1702 
9.22 Although monitoring of ≧ 5.0 µm particles are not required for room qualification and 1703 
classification purposes, it is required for routine monitoring purposes as they are an important 1704 
diagnostic tool for early detection of machine, equipment and HVAC failure.  1705 
 1706 
9.23 The occasional indication of macro particle counts, especially ≧ 5.0 µm, may be 1707 
considered false counts due to electronic noise, stray light, coincidence, etc. However, 1708 
consecutive or regular counting of low levels may be indicative of a possible contamination 1709 
event and should be investigated. Such events may indicate early failure of the room air 1710 
supply filtration (HVAC) system, filling equipment failure, or may also be diagnostic of poor 1711 
practices during machine set-up and routine operation. 1712 
 1713 
9.24 Monitoring conditions such as frequency, sampling volume or duration, alert and 1714 
action limits and corrective action including investigation should be established in each 1715 
manufacturing area based on risk assessment. 1716 
 1717 
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Viable monitoring 1718 
 1719 
9.25 Where aseptic operations are performed, microbiological monitoring should be 1720 
frequent using a combination of methods such as settle plates, volumetric air, glove print 1721 
and surface sampling (e.g. swabs and contact plates). 1722 
 1723 
9.26 Monitoring should include sampling of personnel at periodic intervals during the 1724 
process. Particular consideration should be given to monitoring personnel following 1725 
involvement in critical interventions and on exit from the grade A/B processing area. 1726 
 1727 
9.27 Continuous monitoring in grade A and B areas should be undertaken for the full duration 1728 
of critical processing, including equipment (aseptic set up) assembly and filling operations 1729 
(i.e., an understanding of function and interactions of each clean area). The monitoring 1730 
should be performed in such a way that all interventions, transient events and any system 1731 
deterioration would be captured and any risk caused by interventions of the monitoring 1732 
operations is avoided. 1733 
 1734 
9.28 Rapid microbial monitoring methods may be adopted after validation as long as they are 1735 
demonstrated to be at least equivalent to the established methodology. 1736 
 1737 
9.29 Sampling methods should not pose a risk of contamination to the manufacturing 1738 
operations. 1739 
 1740 
9.30 Additional microbiological monitoring should also be performed outside production 1741 
operations, e.g. after validation of systems, cleaning and disinfection.  1742 
 1743 
9.31 Recommended action limits for microbial contamination are shown in Table 6  1744 
 1745 
Table 6: Recommended maximum limits for microbial contamination 1746 
 1747 


Grade Air sample 
cfu/m3 


Settle plates 
(diam. 90 mm) 
cfu/4 hours (a) 


Contact plates 
(diam. 55mm), 
cfu/ plate 


Glove print 
5 fingers on 
both hands 
cfu/ glove 


   A(b) 1 1 1 1 
B 10 5 5 5 
C 100 50 25 - 
D 200 100 50 - 


 1748 
(a) Individual settle plates may be exposed for less than 4 hours. Where settle plates are 1749 
exposed for less than 4 hours the limits in the table should still be used. Settle plates 1750 
should be exposed for the duration of critical operations and changed as required after 1751 
4 hours. 1752 
(b) It should be noted that for grade A the expected result should be 0 cfu recovered; 1753 
any recovery of 1 cfu or greater should result in an investigation. 1754 


 1755 
9.32 Monitoring procedures should define the approach to trending. Trends can include but 1756 
are not limited to: 1757 
 1758 







40
 


a) Increasing numbers of action or alert limit breaches. 1759 
 1760 


b) Consecutive breaches or alert limits. 1761 
 1762 


c) Regular but isolated breaches of limits that may have a common cause, for example 1763 
single excursions that always follow planned preventative maintenance. 1764 
 1765 


d) Changes in flora type and numbers. 1766 
 1767 


9.33 If microorganisms are detected in a grade A or B zone, they should be identified to 1768 
species level and the impact of such microorganisms on product quality (for each batch 1769 
implicated) and state of control should be evaluated. Consideration may also be given to the 1770 
identification of grade C and D contaminants and the requirements should be defined in the 1771 
contamination control strategy. 1772 
 1773 
Aseptic process simulation (APS)1 1774 
 1775 
9.34 Periodic verification of the effectiveness of the controls in place for aseptic 1776 
processing should include a process simulation test using a sterile nutrient media and/or 1777 
placebo. Selection of an appropriate nutrient media should be made based on the ability of 1778 
the media to imitate product characteristics at all processing stages. Where processing stages 1779 
may indirectly impact the viability of any introduced microbial contamination, (e.g. sterile 1780 
aseptically produced semi-solids, powders, solid materials, microspheres, liposomes and 1781 
other formulations where product is cooled or heated or lyophilized, etc.), alternative 1782 
surrogate procedures that represent the operations as closely as possible can be developed and 1783 
justified. Where surrogate materials, such as buffers, are used in parts of the process 1784 
simulation, the surrogate material should not inhibit the growth of any potential 1785 
contamination.  1786 
 1787 
9.35 The process simulation test should imitate as closely as possible the routine 1788 
aseptic manufacturing process and include all the critical manufacturing steps. Specifically: 1789 
 1790 


a) Process simulation tests should assess all aseptic operations performed subsequent to 1791 
the sterilisation of materials utilised in the process. 1792 
 1793 


b) For non-filterable formulations any additional aseptic steps should be assessed. 1794 
 1795 


c) Aseptic manufacturing performed in a strict anaerobic environment should be 1796 
evaluated with an anaerobic media in addition to aerobic evaluation. 1797 
 1798 


d) Processes requiring the addition of sterile powders should employ an acceptable 1799 
surrogate material in containers identical to those utilised in the process being 1800 
evaluated. 1801 
 1802 


e) Processes involving blending, milling and subdivision of a sterile powder require 1803 
similar attention.  1804 
 1805 


                                            
1 For further details on the validation of aseptic processing, please refer to the PIC/S Recommendation on the 
Validation of Aseptic Processing (PI 007) For PICS version only 
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f) The process simulation test for lyophilized products should include the entire aseptic 1806 
processing chain, including filling, transport, loading, chamber dwell, unloading and 1807 
sealing. The process simulation should duplicate the lyophilization process, with the 1808 
exception of freezing and sublimation, including partial vacuum and cycle duration 1809 
and parameters as appropriate for the media. Boiling over or actual freezing of the 1810 
solution should be avoided. 1811 


 1812 
9.36 The process simulation testing should take into account various aseptic manipulations 1813 
and interventions known to occur during normal production as well as worst-case situations, 1814 
including:  1815 
 1816 


a) Inherent interventions at the maximum accepted frequency per number of filled 1817 
units. 1818 


b) Corrective interventions in representative number and with the highest degree of 1819 
intrusion acceptable. 1820 


 1821 
9.37 There should be an approved list of allowed interventions, both inherent and corrective, 1822 
which may occur during production and in the APS. The procedures listing the types of 1823 
inherent and corrective interventions, and how to perform them, should be updated, as 1824 
necessary, to ensure consistency with the actual manufacturing activities. 1825 
 1826 
9.38 In developing the process simulation test plan, risk management principles should be 1827 
used and consideration should be given to the following: 1828 
 1829 


a) Identification of worst case conditions covering the relevant variables and their 1830 
microbiological impact on the process. The outcome of the assessment should justify 1831 
the variables selected. 1832 
 1833 


b) Determining the representative sizes of container/closure combinations to be used 1834 
for validation. Bracketing or a matrix approach can be considered for initial 1835 
validation of the same container/closure configuration. 1836 
 1837 


c) The volume filled per container, which should be sufficient to ensure that the media 1838 
contacts all equipment and component surfaces that may directly contaminate the 1839 
sterile product. 1840 
 1841 


d) Maximum permitted holding times for sterile product and associated sterile 1842 
components exposed during the aseptic process. 1843 
 1844 


e) Ensuring that any contamination is detectable. 1845 
 1846 


f) The requirement for substitution of any inert gas used in the routine aseptic 1847 
manufacturing process by air, unless anaerobic simulation is intended. 1848 
 1849 


g) The duration of the process simulation filling run to ensure it is conducted over the 1850 
maximum permitted filling time. If this is not possible, then the run should be of 1851 
sufficient duration to challenge the process, the operators that perform interventions, 1852 
and the capability of the processing environment to provide appropriate conditions 1853 
for the manufacture of a sterile product. 1854 
 1855 
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h) Simulating normal aseptic manufacturing interruptions where the process is idle. In 1856 
these cases, environmental monitoring should be conducted to ensure that grade A 1857 
conditions have been maintained. 1858 
 1859 


i) The special requirements and considerations for manually intensive operations. 1860 
 1861 


j) Where campaign manufacturing occurs, such as in the use of barrier technologies or 1862 
manufacture of sterile active substances, consideration should be given to designing 1863 
and performing the process simulation so that it simulates the risks associated with 1864 
both the beginning and the end of the campaign and demonstrating that the campaign 1865 
duration does not pose any risk. If end of production campaign APS are used, then it 1866 
should be demonstrated that any residual product does not negatively impact the 1867 
recovery of any potential microbiological contamination. 1868 
 1869 


k) Where barrier technologies (RABS, isolators, BFS, etc.) are used in the routine 1870 
aseptic manufacturing process, the relative risk and unique aspects of these 1871 
technologies should be taken into consideration when assessing the design of  aseptic 1872 
process simulation tests. 1873 


 1874 
9.39 For sterile active substances, batch sizes should be large enough to represent routine 1875 
operation, simulate intervention operation at the worst case, and cover potential contact 1876 
surfaces. In addition, all the simulated materials (surrogates of growth medium) should be 1877 
subjected to microbiological evaluation. The recovery rate from simulation materials should 1878 
be sufficient to satisfy the evaluation of the process being simulated and should not 1879 
compromise the recovery of micro-organisms.  1880 
 1881 
9.40 Process simulation tests should be performed as initial validation, generally with 1882 
three consecutive satisfactory simulation tests per shift, and after any significant 1883 
modification to the HVAC system, equipment, major facility shut down, process and 1884 
number of shifts, etc. Normally process simulation tests (periodic revalidation) should be 1885 
repeated twice a year (approximately every six months) for each aseptic process and filling line, 1886 
and at least annually for each operator. Consideration should be given to performing an APS after 1887 
the last batch prior to shut down, before long periods of inactivity or before decommissioning or 1888 
relocation of a line. 1889 
 1890 
9.41 Where manual filling occurs, each product, container closure, equipment train and 1891 
operator should be revalidated approximately every 6 months. The APS batch size should 1892 
mimic that used in the routine aseptic manufacturing process. An aseptic process or filling 1893 
should be subject to a repeat of the initial validation when: 1894 
 1895 


a) Revalidation of the unique process has failed and corrective actions have been taken. 1896 
 1897 


b) The specific aseptic process has not been in operation for an extended period of 1898 
time.. 1899 
 1900 


c) A change to the process, equipment, personnel, procedures or environment that has 1901 
potential to affect the aseptic process or the addition of new product containers or 1902 
container-closure combinations. 1903 


 1904 
9.42 The number of units processed (filled) for process simulation tests should be 1905 
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sufficient to effectively simulate all activities that are representative of the aseptic 1906 
manufacturing process; justification for the number of units to be filled should be clearly 1907 
captured in the PQS. For small batches, e.g. those under 5,000 units filled, the number of 1908 
containers for media fills should at least equal the size of the production batch.  1909 
 1910 
9.43 The target should be zero growth and any contaminated unit should result in an 1911 
investigation (refer to clause 9.47) to determine the root cause (if possible) and to identify 1912 
appropriate CAPA. Following implementation of CAPA, a repeat APS will be required to 1913 
validate the effectiveness of the CAPA. The number of APS to be repeated should be 1914 
determined using QRM principles taking into consideration the number and type of CAPA 1915 
and the level of contamination found in the failed APS. Typically 3 successful consecutive 1916 
repeat APS would be expected; any differences to this expectation should be clearly justified 1917 
prior to repeat performance. 1918 
 1919 
9.44 Filled APS units should be agitated, swirled or inverted before incubation to ensure 1920 
contact of the media with all interior surfaces in the container. Cosmetic defects, non-1921 
destructive weight checks and all other units should be identified and incubated with the other 1922 
units. Units discarded during the process simulation and not incubated should be comparable 1923 
to units discarded during a routine fill. 1924 


9.45 Filled APS units should be incubated in a clear container to ensure visual detection of 1925 
microbial growth. Microorganisms isolated from contaminated units should be identified to at 1926 
least the genus, and to the species level when practical, to assist in the determination of the 1927 
likely source of the contaminant. The selection of the incubation duration and temperature 1928 
should be justified and appropriate for the process being simulated and the selected growth 1929 
medium. 1930 
 1931 
9.46 All products that have been manufactured on a line subsequent to the process simulation 1932 
should be quarantined until a successful resolution of the process simulation has occurred. 1933 
 1934 
9.47 In the case of a failed process simulation there should be a prompt review of all 1935 
appropriate records relating to aseptic production since the last successful process simulation. 1936 
The outcome of the review should include a risk assessment of the non-sterility for batches 1937 
manufactured since the last successful process simulation, and the justification for the 1938 
disposition of batches of product affected. Subsequent to a failed APS, in addition to a full 1939 
investigation, production should resume only upon further successful APS unless adequately 1940 
justified. The number of repeat successful APS prior to resuming production should also be 1941 
justified. 1942 
 1943 
9.48 Where results indicate that an operator may have failed qualification, actions to restrict 1944 
entry of the operator to the aseptic processing areas should be taken. 1945 
 1946 
9.49 All process simulation runs should be fully documented and include a reconciliation of 1947 
units processed and changes in the custody of the APS batch. All interventions performed 1948 
during the process simulations should be recorded, including the start and end of each 1949 
intervention.  1950 
 1951 
10 Quality Control (QC)  1952 
 1953 
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10.1 Microbiological contamination of starting materials should be minimal. 1954 
Specifications should include requirements for microbiological quality when the need for 1955 
this has been indicated by monitoring and/orby the contamination control strategy. 1956 
 1957 
10.2 The bioburden assay should be performed on each batch for both aseptically filled 1958 
product and terminally sterilized products and the results considered as part of the final 1959 
batch review. There should be working limits on contamination immediately before 1960 
sterilization, which are related to the efficiency of the method to be used. 1961 
 1962 
10.3 Where overkill sterilization parameters are set for terminally sterilized products, 1963 
bioburden should be monitored at suitable scheduled intervals.  1964 
 1965 
10.4 For parametric release systems, the bioburden assay should be performed on each batch 1966 
and considered as an in-process test. Where appropriate, the level of endotoxins should 1967 
be monitored.  1968 
 1969 
10.5 The sterility test applied to the finished product should only be regarded as the last in 1970 
a series of control measures by which sterility is assured. The test should be validated for 1971 
the product(s) concerned. 1972 
 1973 


10.6 The sterility test should be performed under aseptic conditions, which are at least 1974 
consistent with the standard of clean room required for the aseptic manufacture of 1975 
pharmaceutical products. 1976 
 1977 
10.7 Samples taken for sterility testing should be representative of the whole of the batch, 1978 
but should in particular include samples taken from parts of the batch considered to be 1979 
most at risk of contamination, for example: 1980 
 1981 


a) Products which have been filled aseptically, samples should include containers 1982 
filled at the beginning and end of the batch and after any significant intervention. 1983 
 1984 


b) Products which have been heat sterilized in their final containers, consideration 1985 
should be given to taking samples from the potentially coolest part of the load. 1986 
 1987 


c) Each sterilized load should be considered as different batches and require a separate 1988 
sterility test.  1989 
 1990 


d) Products that have been lyophilized in different lyophilization loads.. 1991 
 1992 
Note: Where sterilization or lyophilization leads to separate sterility tests, consideration of 1993 
performing separate testing for other finished product tests should also be given. 1994 
 1995 
10.8 Any process (e.g. VHP) used to decontaminate sterility samples prior to testing should 1996 
not negatively impact the sensitivity of the test method. 1997 
 1998 
10.9 Media used for environmental monitoring and APS should be tested for its growth 1999 
promotion capability, in accordance with a formal written program. 2000 
 2001 
10.10 Environmental monitoring data generated in grade A and B areas should be reviewed 2002 
as part of product batch release. A written plan should be available that describes the actions 2003 
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to be taken when data from environmental monitoring are found out of trend or out of 2004 
specification. 2005 
 2006 
10.11 The use of rapid microbial methods can also be considered. These methods should be 2007 
validated for the product(s) or processes concerned and be approved in the registered product 2008 
testing specification. 2009 


2010 
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11 Glossary 2011 
 2012 
Air lock - A small room with interlocked doors, constructed to maintain air pressure control 2013 
between adjoining rooms (generally with different air cleanliness standards). The intent of an 2014 
aseptic processing airlock is to preclude ingress of particulate matter and microorganism 2015 
contamination from a lesser controlled area. 2016 
 2017 
Alert Level - An established microbial or airborne particle level giving early warning of 2018 
potential drift from normal operating conditions and triggers appropriate scrutiny and follow-2019 
up to address the potential problem. Alert levels are always lower than action levels and are 2020 
established based on historical and qualification trend data and periodically reviewed. 2021 
 2022 
Action Level - An established microbial or airborne particle level that, when exceeded, 2023 
should trigger appropriate investigation and corrective action based on the investigation. 2024 
 2025 
Aseptic Manufacturing Area - The classified part of a facility that includes the aseptic 2026 
processing room and ancillary cleanrooms. For purposes of this document, this term is 2027 
synonymous with “aseptic processing facility”. 2028 
 2029 
Aseptic Processing Facility - A building, or segregated segment of it, containing cleanrooms 2030 
in which air supply, materials, and equipment are regulated to control microbial and particle 2031 
contamination. 2032 
 2033 
Aseptic Processing Room - A room in which one or more aseptic activities or processes are 2034 
performed. 2035 
 2036 
Asepsis - A state of control attained by using an aseptic work area and performing activities 2037 
in a manner that precludes microbiological contamination of the exposed sterile product. 2038 
 2039 
Bacterial retention testing – This test is performed to validate that a filter can remove bacteria 2040 
from a gas or solution. The test is usually performed using a standard organism, such as 2041 
Brevundimonas diminuta at a minimum concentration of 107 Colony Forming Units/ml. 2042 
 2043 
 2044 
Bioburden - The total number of microorganisms associated with a specific item prior to 2045 
sterilization. 2046 
 2047 
Barrier - A physical partition that affords aseptic processing area (grade A) protection by 2048 
partially separating it from the surrounding area such as RABS or isolators. 2049 
 2050 
Biological Indicator (BI) - A population of microorganisms inoculated onto a suitable 2051 
medium (e.g. solution, container or closure) and placed within appropriate sterilizer load 2052 
locations to determine the sterilization cycle efficacy of a physical or chemical process. The 2053 
challenge microorganism is selected based upon its resistance to the given process. Incoming 2054 
lot D-value and microbiological count define the quality of the BI. 2055 
 2056 
Blow-Fill-Seal - Blow-Fill-Seal (BFS) technology is a pharmaceutical filling process in 2057 
which containers are formed from a thermoplastic granulate, filled with product, and then 2058 
sealed in a continuous, integrated, automatic operation. The two most common types of BFS 2059 
machines are the Shuttling machine (with Parison cut) and the Rotary machine (Closed 2060 
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Parison) types. The equipment design, operation, and therefore controls for these differ. For 2061 
Shuttling systems the processes of container extrusion and filling occur at two separate 2062 
locations within the machine. The extrusion of the container parison occurs adjacent to the 2063 
filling zone, the extruded plastic is collected from underneath the extruder head, is cut and 2064 
formed and automatically transferred (usually by horizontal shuttling) to the filling and 2065 
sealing zone. For Rotary design machines the filling needles are enclosed within the extruded 2066 
parison and therefore there is limited exposure of the inner surfaces of the container to the 2067 
external environment. 2068 
 2069 
Clean Area - An area with defined particle and microbiological cleanliness standards. 2070 
 2071 
Cleanroom - A room designed, maintained, and controlled to prevent particle and 2072 
microbiological contamination of drug products. Such a room is assigned and reproducibly 2073 
meets an appropriate air cleanliness classification. 2074 
 2075 
Clean Non Classified (CNC) area - An area that does not meet any of the formal pre-2076 
determined grades of cleanliness included in the Annex, i.e. grades A to D, but where a 2077 
manufacturer defined level of microbial control is still required. The area should be subject to 2078 
a formal cleaning/disinfection regime and formal environmental monitoring program to 2079 
achieve the defined level of control. The level, type and frequency of both the cleaning 2080 
program and the environmental monitoring program (including contamination limits) should 2081 
be based on a formal risk assessment (captured within the wider contamination control 2082 
strategy) and should be commensurate with the specific risks to the processes and product 2083 
performed manufactured within each CNC area. 2084 
 2085 
It is possible that different CNC areas within the same facility may have different approaches 2086 
to control and monitoring, based on differing risks to processes and products.  2087 
 2088 
Clean Zone - See Clean Area. 2089 
 2090 
Closed system – A system in which the sterile product is not exposed to the surrounding 2091 
environment. 2092 
 2093 
Colony Forming Unit (cfu) - A microbiological term that describes the formation of a single 2094 
macroscopic colony after the introduction of one or more microorganisms to microbiological 2095 
growth media. One colony forming unit is expressed as 1 cfu. 2096 
 2097 
Commissioning –  Activities to verify that equipment and systems are installed according to 2098 
specification 2099 
 2100 
Component - Any ingredient intended for use in the manufacture of a drug product, including 2101 
those that may not appear in the final drug product. 2102 
 2103 
Critical Area - An area designed to maintain sterility of sterile materials. Sterilized product, 2104 
containers, closures, and equipment may be exposed in critical areas such as the grade A area 2105 
or a closed system. 2106 
 2107 
Critical surfaces - Surfaces that may come into contact with, or directly affect, a sterilized 2108 
product or its containers or closures. Critical surfaces are rendered sterile prior to the start of 2109 
the manufacturing operation, and sterility is maintained throughout processing. 2110 







48
 


 2111 
Critical zone – See critical area 2112 
 2113 
D value - The time (in minutes) of exposure at a given temperature that causes a one-log or 2114 
90 per cent reduction in the population of a specific microorganism. 2115 
 2116 
Deadleg – length of pipe that is not part of the circuit that is greater than 3 internal pipe 2117 
diameters 2118 
 2119 
Decontamination - A process that eliminates viable bioburden via use of chemical agents. 2120 
 2121 
Depyrogenation - A process used to destroy or remove pyrogens (e.g. endotoxin). 2122 
 2123 
Disinfection – The process by which surface bioburden is reduced to a safe level or 2124 
eliminated. Some disinfection agents are effective only against vegetative microbes, while 2125 
others possess additional capability to effectively kill bacterial and fungal spores. 2126 
 2127 
Dynamic - Conditions relating to clean area classification under normal production 2128 
operations.  2129 
 2130 
Endotoxin - A pyrogenic product (e.g. lipopolysaccharide) present in the bacterial cell wall. 2131 
Endotoxin can lead to reactions in patients receiving injections ranging from fever to death. 2132 
 2133 
Extractables - Chemical entities that migrate from the surface of the process equipment 2134 
contacting with model solvents under appropriate testing conditions (e.g. kind of solvent, 2135 
temperature) that exceed “worst case” process conditions. 2136 
 2137 
Form Fill seal – Similar to Blow fill Seal, this involves the formation of a large tube formed 2138 
from a flexible packaging material, in the filling machine, the tube is then filled to form large 2139 
volume bags. 2140 
 2141 
Gowning Qualification - A program that establishes, both initially and on a periodic basis, the 2142 
capability of an individual to don the complete sterile gown in an aseptic manner. 2143 
 2144 
Grade A air – Air which is passed through a filter qualified as capable of producing grade A 2145 
non-viable quality air, but where there is no requirement to continuously perform non-viable 2146 
monitoring or meet grade A viable monitoring limits. 2147 
 2148 
HEPA filter - High efficiency particulate air filter with minimum 0.3 μm particle retaining 2149 
efficiency of 99.97 percent. 2150 
 2151 
HVAC - Heating, ventilation, and air conditioning.  2152 
 2153 
Intervention - An aseptic manipulation or activity that occurs at the critical area. 2154 
 2155 
Intrinsic sterile connection device - A device that removes the risk of contamination during 2156 
the connection process; these can be mechanical or fusion devices. 2157 
 2158 







49
 


Isokinetic sampling head – A sampling head designed to disturb the air as little as possible so 2159 
that the same particles go into the nozzle as would have passed the area of the nozzle had it 2160 
not been there. 2161 
 2162 
Isolator - A decontaminated unit supplied with grade A (ISO 5) or higher air quality that 2163 
provides uncompromised, continuous isolation of its interior from the external environment 2164 
(e.g., surrounding cleanroom air and personnel). There are two major types of isolators: 2165 
 2166 


Closed isolator systems exclude external contamination from the isolator’s interior by 2167 
accomplishing material transfer via aseptic connection to auxiliary equipment, rather 2168 
than use of openings to the surrounding environment. Closed systems remain sealed 2169 
throughout operations.  2170 
 2171 
Open isolator systems are designed to allow for the continuous or semi-continuous 2172 
ingress and/or egress of materials during operations through one or more openings. 2173 
Openings are engineered (e.g., using continuous overpressure) to exclude the entry of 2174 
external contamination into the isolator. 2175 
 2176 


Laminar flow - An airflow moving in a single direction and in parallel layers at constant 2177 
velocity from the beginning to the end of a straight line vector. 2178 
 2179 
Leachables - Chemical entities that migrate into medicinal products from the product contact 2180 
surface of the process equipment under actual product and process conditions. 2181 
 2182 
Lyophilization A physical-chemical drying process designed to remove solvents from both 2183 
aqueous and non-aqueous systems, primarily to achieve product or material stability. 2184 
Lyophilization is synonymous to the term freeze-drying. 2185 
 2186 
Manual Filling –Where the product is transferred into the final container by systems where 2187 
operator intervention is required to complete the filling of each container e.g. pipetting 2188 
liquids. 2189 
 2190 
Operator - Any individual participating in the aseptic processing operation, including line set-2191 
up, filler, maintenance, or other personnel associated with aseptic line activities. 2192 
 2193 
Overkill sterilization process - A process that is sufficient to provide at least a 12 log 2194 
reduction of microorganisms having a minimum D value of 1 minute. 2195 
 2196 
Pass through hatch – refer to airlock. 2197 
 2198 
Pyrogen - A substance that induces a febrile reaction in a patient. 2199 
 2200 
Qualification - Establishing documented evidence that provides a high degree of assurance 2201 
that equipment or facilities will perform to the required specification detailed in the user 2202 
requirement specification and the design qualification. 2203 
 2204 
Restricted Access Barrier System (RABS) - A restricted access barrier system (RABS) 2205 
provides an enclosed, but not closed, environment meeting defined cleanroom conditions 2206 
using a rigid-wall enclosure and air overspill to separate its interior from the surrounding 2207 
environment. 2208 
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 2209 
Active RABS: integral HEPA-filtered air supply  2210 
 2211 
Passive RABS: air supply by ceiling mounted HEPA-filters. 2212 
 2213 
Open RABS. Where there are vents in the barrier that allow air to move from the grade A 2214 
to the grade B area. 2215 


 2216 
Sterile Product - For purposes of this guidance, sterile product refers to one or more of the 2217 
elements exposed to aseptic conditions and ultimately making up the sterile finished drug 2218 
product. These elements include the containers, closures, and components of the finished 2219 
drug product. 2220 
 2221 
Sterilizing grade filter - A filter that, when appropriately validated, will remove a defined 2222 
microbial challenge from a fluid stream, producing a sterile effluent. 2223 
 2224 
Single Use Systems (SUS) - Systems in which some product contact components are used 2225 
only once (i.e. single use components) to replace reusable equipment such as stainless steel 2226 
transfer lines or bulk containers. SUS covered in this document are those that are used in 2227 
manufacturing processes of sterile medicinal products (e.g. sterile API, sterile bio bulk, sterile 2228 
finish dosage), and are typically made up of components such as bags, filters, tubing, 2229 
connectors, storage bottles and sensors. 2230 
 2231 
Terminal sterilization - The application of a lethal sterilizing agent to finished product within 2232 
a sealed container to achieve a predetermined sterility assurance level (SAL) of 10⁻⁶ or better 2233 
(i.e. the theoretical probability of there being a single viable microorganism present on or in a 2234 
sterilized unit is equal to or less than 1 x 10-6 (one in a million)). 2235 
 2236 
ULPA filter - Ultra-low penetration air filter with minimum 0.3 μm particle retaining 2237 
efficiency of 99.999 per cent. 2238 
 2239 
Unidirectional flow - An airflow moving in a single direction, in a robust and uniform 2240 
manner, and at sufficient speed, to reproducibly sweep particles away from the critical 2241 
processing or testing area. 2242 
 2243 
Validation - Establishing documented evidence that provides a high degree of assurance that 2244 
a specific process will consistently produce a product meeting its predetermined 2245 
specifications and quality attributes. 2246 
 2247 
Worst case - A set of conditions encompassing upper and lower processing limits and 2248 
circumstances, including those within standard operating procedures, that pose the greatest 2249 
chance of process or product failure (when compared to ideal conditions). Such conditions do 2250 
not necessarily induce product or process failure. 2251 
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1. INTRODUCTION  


1.1. Objectives 


The concepts outlined in prior ICH Quality Guidelines (ICH Q8, Q9, Q10 and Q11) 
provide opportunities for science and risk-based approaches for drug development and 
risk-based regulatory decisions.  These guidelines are valuable in the assessment of 
Chemistry, Manufacturing and Controls (CMC) changes across the product lifecycle.  
ICH Q8 and Q11 guidelines focus mostly on early stage aspects of the product 
lifecycle (i.e., product development, registration and launch).  Experience with 
implementation of recent ICH guidelines has revealed technical and regulatory gaps 
that limit the full realisation of more flexible regulatory approaches to post-approval 
CMC changes as described in ICH Q8 (R2) and Q10 Annex I.  This guideline 
addresses the commercial phase of the product lifecycle (as described in ICH Q10). 


A harmonised approach regarding technical and regulatory considerations for 
lifecycle management will benefit patients, industry, and regulatory authorities by 
promoting innovation and continual improvement in the biopharmaceutical sector, 
strengthening quality assurance and improving supply of medicinal products. 


This guideline provides a framework to facilitate the management of post-approval 
CMC changes in a more predictable and efficient manner.  It is also intended to 
demonstrate how increased product and process knowledge can contribute to a 
reduction in the number of regulatory submissions.  Effective implementation of the 
tools and enablers described in this guideline should enhance industry’s ability to 
manage many CMC changes effectively under the firm’s Pharmaceutical Quality 
System (PQS) with less need for extensive regulatory oversight prior to 
implementation.  The extent of operational and regulatory flexibility is subject to 
product and process understanding (ICH Q8 and Q11), application of risk 
management principles (ICH Q9), and an effective pharmaceutical quality system 
(ICH Q10). 


In certain ICH regions, the current ICH Q12 guideline is not fully compatible with the 
established legal framework with regard to the use of explicit Established Conditions 
('EC') referred to in Chapter 3 and with the Product Lifecycle Management ('PLCM') 
referred to in Chapter 5 as outlined in this guideline. These concepts will, however, be 
considered when the legal frameworks will be reviewed and, in the interim, to the 
extent possible under the existing regulation in these ICH regions. 


1.2. Scope 


This guideline applies to pharmaceutical drug substances (i.e., active pharmaceutical 
ingredients) and pharmaceutical drug products, including marketed chemical, and 
biotechnological/biological products.  The guideline also applies to drug-device 
combination products that meet the definition of a pharmaceutical or 
biotechnological/biological product.  Changes needed to comply with revisions to 
Pharmacopoeial monographs are not in scope of this guideline. 


1.3. ICH Q12 Regulatory Tools and Enablers 


Use of the following harmonised regulatory tools and enablers with associated 
guiding principles, as described in this guideline, will enhance the management of 
post-approval changes, and transparency between industry and regulatory authorities, 
leading to innovation and continual improvement. 
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• Categorisation of Post-Approval CMC Changes (Chapter 2) 


Categorisation of Post-Approval CMC Changes is a framework that 
encompasses a risk-based categorisation for the type of communication 
expected of the Marketing Authorisation Holder (MAH) with the 
regulatory authority regarding CMC changes. 


• Established Conditions (ECs) (Chapter 3)  


The concept of ECs provides a clear understanding between the MAH and 
regulatory authorities regarding the necessary elements to assure product 
quality and identify the elements that require a regulatory submission, if 
changed.  This guideline describes how ECs are identified as well as what 
information can be designated as supportive information that would not 
require a regulatory submission, if changed.  In addition, guidance is 
included for managing revisions of the ECs over a product’s lifecycle.  


• Post-Approval Change Management Protocol (PACMP) (Chapter 4)  


The PACMP is a regulatory tool that provides predictability regarding the 
information required to support a CMC change and the type of regulatory 
submission based on prior agreement between the MAH and regulatory 
authority.  Such a mechanism enables planning and implementation of 
future changes to ECs in an efficient and predictable manner. 


• Product Lifecycle Management (PLCM) (Chapter 5) 


The PLCM document serves as a central repository for the ECs and the 
associated reporting category for changes made to ECs.   The document 
also captures how a product will be managed during the commercial phase 
of the lifecycle including relevant post-approval CMC commitments and 
PACMPs. 


• Pharmaceutical Quality System (PQS) and Change Management (Chapter 
6) 


An effective PQS as described in ICH Q10 and compliance with regional 
GMPs are necessary for implementation of this guideline.  In particular, 
management of manufacturing changes across the supply chain is an 
essential part of an effective change management system.  This guideline 
provides recommendations for robust change management across multiple 
entities involved in the manufacture of a pharmaceutical product. 


• Relationship Between Regulatory Assessment and Inspection (Chapter 7) 


This guideline outlines the complementary roles of regulatory assessment 
and inspection, and how communication between assessors and inspectors 
facilitates the use of the tools included herein.   


• Post-Approval Changes for Marketed Products (Chapter 8) 


Approaches to facilitate changes to marketed products are outlined.  This 
guideline provides detailed guidance to enable changes to analytical 
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methods to be made with immediate or other post-implementation 
notification.  Science- and risk-based approaches for stability studies in 
support of the evaluation of CMC changes are also described. 


The tools and enablers described above are complementary and are intended to link 
different phases of the product lifecycle.  Pharmaceutical development activities result 
in an appropriate control strategy, elements of which are considered to be Established 
Conditions.  All changes to an approved product are managed through a firm’s 
Pharmaceutical Quality System; changes to ECs must also be reported to the 
regulatory authority.  Where the regulatory system provides for Categorisation of 
Post-approval CMC Changes for reporting according to risk, the MAH may propose 
reporting categories for changes to ECs based on risk and knowledge gained through 
enhanced pharmaceutical development.  A system with risk-based reporting 
categories also facilitates the use of Post-Approval Change Management Protocols, 
which provide predictability regarding planning for future changes to ECs.  The 
Product Lifecycle Management document is a summary that transparently conveys 
to the regulatory authority how the MAH plans to manage post-approval CMC 
changes.  The tools and enablers in this guideline do not change the Relationship 
Between Regulatory Assessment and Inspection; however, collaboration and 
communication between assessors and inspectors are necessary for the 
implementation of this guideline.  Finally, this guideline proposes approaches to 
facilitate Post-Approval Changes to Marketed Products without the need for 
regulatory review and approval prior to implementation of certain CMC changes. 


2. CATEGORISATION OF POST-APPROVAL CMC  CHANGES 


Regulatory mechanisms that allow the timely and efficient introduction of CMC 
changes are important to drug quality, safety, and availability.  There is a range of 
potential CMC changes for which communication between a firm and the regulatory 
authority is required.  CMC changes vary from low to high potential risk with respect 
to product quality.  A well-characterised, risk-based categorisation of regulatory 
communication requirements is important to the efficient use of industry and 
regulatory resources. 


In such a regulatory system, the types of changes in the drug substance, drug product, 
production process, quality controls, equipment, and facility that invoke 
communication with regulatory authorities are classified with regard to the potential 
to have an adverse effect on product quality of the drug product.  The regulatory 
communication category, supporting information/documentation requirements, and 
associated time frame for evaluation are commensurate with that potential risk. 


Regulatory authorities are encouraged to utilise a system that incorporates risk-based 
regulatory processes for (a) requesting approval from the regulatory authority, (b) 
notifying the regulatory authority, or (c) simply recording CMC changes, with 
associated information requirements and, where applicable, timeframes for decision.  
Such a system would include the following categories for regulatory communications 
with one or more levels in each case:  


• Prior-approval :  Certain changes are considered to have sufficient risk to 
require regulatory authority review and approval prior to implementation and 
are requested by the MAH in a suitably detailed regulatory submission.  An 
inspection may be associated with such changes.   
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• Notification :  Certain moderate- to low-risk changes are judged to not require 
prior approval and generally require less information to support the change.  
These changes are communicated to the regulatory authority as a formal 
notification that takes place within a defined period of time before or after 
implementation, according to regional requirements.  A mechanism for 
immediate notification is useful when prior approval is not required, but 
timely awareness of the change by the regulator is considered necessary. 


In addition, the lowest risk changes are only managed and documented within the 
PQS and not reported to regulators, but may be verified on routine inspection. 


Harmonisation or convergence toward a system of risk-based categorisation of post-
approval changes is encouraged as an important step toward achieving the objectives 
of this guideline.  Such a system provides inherent, valuable flexibility in regulatory 
approach and a framework that can support additional regulatory opportunities such 
as: 


- Facilitating the use of tools and enablers described in this guideline by 
providing a range of request and notification categories available as a target 
for a lowering of regulatory submission requirements. 


- The use of a lower category for request/notification if certain 
criteria/conditions are met and the relevant supporting documentation is 
provided as described in regional regulatory guidance; the need for regulatory 
inspection associated with the change may preclude the ability to use a lower 
category. 


- Options for possible regulatory convergence regarding the association of a 
certain type of change with a particular category when reasons for being 
different from other regulatory authorities are not clearly established. 


A risk-based categorisation system may be accomplished by having the principles 
captured in regulations with further details in guidance, which can provide additional 
flexibility to modify expectations as science and technology evolve.  For examples of 
risk-based categorisation systems, refer to existing regulations and guidance of ICH 
members, and WHO guidelines and guidance on changes to approved products. 


3. ESTABLISHED CONDITIONS (ECS) 


3.1. Introduction 


Although the Common Technical Document (CTD) format has been defined for a 
marketing application, there are no previously harmonised approaches to defining 
which elements in an application are considered necessary to assure product quality 
and therefore would require a regulatory submission if changed post-approval.  These 
elements are being defined in this guideline as “Established Conditions for 
Manufacturing and Control” (referred to as ECs throughout this guideline).  


3.2. Definition of ECs and Their Role in the Regulatory Submission  


3.2.1. ECs Definition 


ECs are legally binding information (or approved matters) considered necessary to 
assure product quality.  As a consequence, any change to ECs necessitates a 
submission to the regulatory authority.   
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3.2.2. ECs in a Regulatory Submission 


All regulatory submissions contain a combination of ECs and supportive information 
(refer to Appendix 1).  Supportive information is not considered to be ECs, but is 
provided to share with regulators the development and manufacturing information at 
an appropriate level of detail, and to justify the initial selection of ECs and their 
reporting category.  


ECs should not be confused with CMC regulatory commitments (e.g., stability and 
other commitments) made by a MAH to provide data or information to the regulatory 
agency in a marketing authorisation application (MAA).  Such information, in the 
context of this guideline, is considered supportive information.  Changes to CMC 
regulatory commitments are not addressed in this guideline, but are managed 
according to existing regional regulations and guidance. 


ECs in a submission are either implicit or explicit: 


• Implicit ECs are elements that are not specifically proposed by the MAH but 
are derived from and revised according to regional regulation or guidance 
related to post-approval changes.   


• Explicit ECs are specifically identified and proposed by the MAH together 
with their proposed reporting category as part of a regulatory submission (see 
Chapter 3.2.3).  This guideline provides the opportunity to identify explicit 
ECs and associated reporting categories.  Unless otherwise specified by 
regional requirement, identifying explicit ECs for a given product is not 
mandatory. 


An MAH may use one or both approaches as described above to define ECs and their 
associated reporting categories.  If the MAH wishes to propose a different reporting 
category than provided in regional regulation and guidance for an implicit EC, the 
explicit EC approach should be used.   


The MAH should provide rationales for the ECs and associated reporting categories in 
the appropriate CTD sections in Module 3. 


See Appendix 1 for more information regarding sections of the marketing application 
that may contain ECs and supportive information. 


3.2.3. Identification of ECs 


This chapter outlines approaches to define ECs for manufacturing processes and 
analytical methods.   A similar approach can be used to define other types of ECs 
(e.g., performance of the container closure system) and should be justified by the 
applicant and approved by the regulatory agency.  


The extent of ECs may vary based on the firm’s development approach and potential 
risk to product quality. 


3.2.3.1. Identification of ECs for the Manufacturing Processes 


In addition to the unit operation and the sequence of steps, and in considering the 
overall control strategy, ECs proposed and justified in a manufacturing process 
description should be those inputs (e.g., process parameters, material attributes) and 
outputs (that may include in-process controls) that are necessary to assure product 
quality.  These should include critical process parameters (CPPs, as defined in ICH 
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Q8(R2)), as well as key process parameters (KPPs), which are parameters of the 
manufacturing process that may not be directly linked to critical product quality 
attributes, but need to be tightly controlled to assure process consistency as it relates 
to product quality. 
 
The details of ECs and the associated reporting category will depend on the extent to 
which the firm can apply knowledge from product and process understanding (i.e., 
their development approach) to manage the risks to product quality.  Appropriate 
justification should be provided to support the identification of ECs and proposed 
reporting categories.  Different approaches can be used alone, or in combination, to 
identify ECs for manufacturing processes; these include, but are not limited to the 
following: 
 


• A parameter based approach, in which product development prior to 
regulatory submission provides a limited understanding of the relationship 
between inputs and resulting quality attributes, will include a large number of 
inputs (e.g., process parameters and material attributes) along with outputs 
(including in-process controls).  


• An enhanced approach with increased understanding of interaction between 
inputs and product quality attributes together with a corresponding control 
strategy can lead to identification of ECs that are focused on the most 
important input parameters along with outputs, as appropriate.  


• In certain cases, applying knowledge from a data-rich environment enables a 
performance based approach in which ECs could be primarily focused on 
control of unit operation outputs rather than process inputs (e.g., process 
parameters and material attributes).   For example, a performance-based 
approach could be considered for manufacturing process steps with in-line 
continuous monitoring (e.g., using appropriate process analytical technologies 
such as NIR for the control of a blending process). 


When considering this approach, it is important to ensure that all relevant 
parameters and material attributes that have a potential to impact product 
quality are monitored and equipment used remains qualified in order to assure 
a stable process.  In certain cases, such as a path-dependent process where a 
specific outcome cannot be defined (e.g., fluid bed granulation and drying), 
select parameters or attributes may need to be specified as ECs (e.g., 
differences in granular properties can affect the final product quality).  


A suitably detailed description of the manufacturing process is important to provide a 
clear understanding of what is and is not necessary to assure product quality.  Use of 
this guidance should not lead to a less detailed description of the manufacturing 
process in Module 3 of the CTD.  


A decision tree to identify ECs and associated reporting categories for manufacturing 
process parameters is shown in Figure 1.  This decision tree is intended to guide the 
identification of ECs based on an assessment of criticality (i.e., CPPs) or impact on 
the process consistency as it relates to product quality (i.e., KPPs).  The 
corresponding reporting category is dependent on the potential risk to quality.  Risk 
assessment activities should follow approaches described in ICH Q9.  In assessing the 
risk and subsequent reporting category, an MAH should consider the overall control 
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strategy and any possible concurrent changes.  Appropriate justification should be 
provided in support of the identification of ECs and those aspects that are not ECs. 


Figure 1.  Decision Tree for Identification of ECs and Associated Reporting Categories 
for Manufacturing Process Parameters1 


 
2345 


  


                                                 
1 This diagram does not apply as is for the performance-based approach. 


2 Appropriate justification is expected for ECs and non-ECs 


3 Assessment of risk to quality using tools and concepts found in ICH Q9 


4 In some cases, moderate risk changes may require prior approval.  


5 See Chapter 2 for further guidance on reporting categories and see Chapter 3.3., regarding roles and 
responsibilities related to managing changes and maintaining an approved application. 
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Information regarding product-specific post-approval change activities, such as post-
change monitoring, may be provided as supporting information to aid in the 
determination of ECs and associated reporting categories. 


Criticality and risk should be evaluated periodically during the lifecycle of the product 
and, using the decision tree, the ECs should be updated based on acquired knowledge. 


Additionally, an MAH should consider the impact of concurrent changes when 
assessing the appropriate reporting category. 


3.2.3.2. Identification of ECs for Analytical Procedures 


ECs related to analytical procedures should include elements which assure 
performance of the procedure.  Appropriate justification should be provided to 
support the identification of ECs for analytical procedures.  The extent of ECs could 
vary based on the method complexity, development and control approaches. 


• Where the relationship between method parameters and method performance 
has not been fully studied at the time of submission, ECs will incorporate the 
details of operational parameters including system suitability. 


• When there is an increased understanding of the relationship between method 
parameters and method performance defined by a systematic development 
approach including robustness studies, ECs are focused on method-specific 
performance criteria (e.g., specificity, accuracy, precision) rather than a 
detailed description of the analytical procedure. 


A suitably detailed description of the analytical procedures in Module 3 is expected to 
provide a clear understanding regardless of the approach used to identify ECs for 
analytical procedures.  Use of this guideline should not lead to providing a less 
detailed description of analytical procedures in the MAA. 


3.2.4. Revision of ECs 


It may be necessary to change approved ECs as a result of knowledge gained during 
the product lifecycle (e.g., manufacturing experience, introduction of new 
technologies or changes in the control strategy). 


Options available for the MAH to change approved ECs, and to revise the associated 
reporting category for approved ECs include: 


• Submission of an appropriate post-approval regulatory submission describing 
and justifying the proposed revision to the approved ECs. Justification may 
include information such as validation data and batch analyses. 


• Submitting a PACMP, in the original marketing application or as part of a 
post-approval submission, describing a revision to ECs or reporting categories, 
and how the change will be justified and reported. 


• Revisions to ECs could also be made utilising an approved post-approval 
regulatory commitment, as appropriate. 
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3.3. Roles and Responsibilities 


The management of all changes to and maintenance of the approved marketing 
application is the responsibility of the MAH.  There is a joint responsibility to share 
and utilise information between the MAH and any manufacturing organisations to 
assure the marketing application is maintained, reflects current operations, and that 
changes are implemented appropriately across relevant sites.  Maintenance of the 
marketing application (including aspects that are not identified as ECs) should follow 
regional expectations.  See Chapter 6 for information related to interactions between 
an MAH and any manufacturing organisations. 


For any referenced submission (e.g., Type II Drug Master File, Active Substance 
Master File, etc.) in a marketing application, the holder of the referenced submission 
has a responsibility to report changes to their ECs to the MAH referencing their 
submission, so that the MAH can assess the impact of the change and report any 
related change to the ECs found in the approved MAA, as necessary and per regional 
requirements. 


The approval of ECs and subsequent changes to ECs is the responsibility of the 
regulatory authorities. 


4. POST-APPROVAL CHANGE MANAGEMENT PROTOCOL (PACMP) 


4.1. Definition of a PACMP 


A PACMP is a regulatory tool that provides predictability and transparency in terms 
of the requirements and studies needed to implement a change as the approved 
protocol provides an agreement between the MAH and the regulatory authority.  A 
protocol describes the CMC change an MAH intends to implement during the 
commercial phase of a product, how the change would be prepared and verified, 
including assessment of the impact of the proposed change, and the suggested 
reporting category in line with regional requirements, i.e., a lower reporting category 
and/or shortened review period as compared to similar change procedure without an 
approved PACMP.  The PACMP also identifies specific conditions and acceptance 
criteria to be met.  A PACMP can address one or more changes for a single product, 
or may address one or more changes to be applied to multiple products (see Chapter 
4.5).  The PACMP may be submitted with the original MAA or subsequently as a 
stand-alone submission.  The PACMP requires approval by the regulatory authority, 
and the conditions and acceptance criteria outlined in the protocol must be met in 
order to implement the change(s). 


A PACMP should describe changes with a level of detail commensurate with the 
complexity of the change.  Once approved, in cases where implementation (see “step 
2” below) is pending, there is an assumption that the proposed approach is re-
evaluated by the MAH on a regular basis and its validity reconfirmed prior to 
implementation of the change(s).  Specifically, before implementing the change(s), 
the risk assessment provided in the initial PACMP submission should be reviewed by 
the MAH to ensure that the outcomes of that risk assessment as they pertain to the 
planned change(s) are still valid.  If the review of the initial risk assessment indicates 
an increased level of risk associated with execution of the change, the previously 
approved reporting category should no longer be considered appropriate.  In such 
cases, existing guidance should be followed or a consultation with the relevant 
regulatory authority should be sought.  In addition, the MAH should confirm that the 
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control strategy continues to ensure that the product will be produced consistently 
following implementation of the change(s). 


Finally, the use of a PACMP is enabled through an effective PQS that incorporates 
quality risk management principles (ICH Q9) and an effective change management 
system (ICH Q10, Appendix 2).  The MAH is responsible for ensuring that whenever 
a CMC change is to be introduced under a PACMP, the facility meets the regulatory 
requirements of the regulatory jurisdiction where the PACMP was approved with 
respect to GMP compliance, and inspection or licensing status. 


4.2. Application of a PACMP 


A PACMP typically involves two steps:  


Step 1: Submission of a written protocol that describes the proposed change(s), its 
rationale(s), risk management activities, proposed studies and acceptance criteria to 
assess the impact of the change(s), other conditions to be met (e.g., confirmation that 
there is no change to the approved specification), the proposed reporting category for 
the change(s), and any other supportive information (see also below).  This protocol is 
reviewed and approved by the regulatory authority in advance of execution of the 
protocol. 


Step 2: The tests and studies outlined in the protocol are performed.  If the results/data 
generated meet the acceptance criteria in the protocol and any other conditions are 
met, the MAH submits this information to the regulatory authority according to the 
categorisation (classification) in the approved protocol for review by the regulatory 
authority as appropriate.  Depending on the reporting category, approval by the 
regulatory authority may or may not be required prior to implementation of the 
change.  If the acceptance criteria and/or other conditions in the protocol (see step 1) 
are not met, the change cannot be implemented using this approach and should follow 
existing regulation or guidance instead.  


Significant changes to the manufacturing process or controls that were not anticipated 
in the PACMP step 1 (e.g., change of order of unit operations) cannot be implemented 
as part of step 2 and should be the subject of a regulatory submission as governed by 
regional regulation or guidance.  However, minor unanticipated modifications of the 
process or controls related to the intended change and not affecting the technical 
principles of the protocol are normally considered within scope, if appropriately 
justified. 


No change outlined in a PACMP should introduce any additional risks to patient 
safety, product quality or efficacy.  A CMC change that would require supportive 
efficacy, safety (clinical or non-clinical), or human PK/PD data to evaluate the effect 
of the change (e.g., certain formulation changes, clinical or non-clinical studies to 
evaluate new impurities, assessment of immunogenicity/antigenicity) is generally not 
suitable for inclusion in a PACMP.  


4.3. Elements of a PACMP 


The development of the PACMP is informed by the application of process and 
product understanding gained from product development and/or manufacturing 
experience.  A PACMP includes some, if not all, of the following elements: 
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• A detailed description of the proposed change(s), including a rationale.  The 
differences before and after the proposed change(s) should be clearly 
highlighted (e.g., in a tabular format). 


• Based on an initial risk assessment, a list of specific tests and studies to be 
performed to evaluate the potential impact of the proposed change(s), such as: 
characterisation, batch release, stability (as appropriate, see Chapter 8.2.1), in-
process controls.  The PACMP should include an appropriate description of 
the analytical procedures and proposed acceptance criteria for each test or 
study. 


• Discussion regarding the suitability of the approved control strategy or any 
changes needed to the control strategy associated with the planned change(s). 


• Any other conditions to be met, such as confirmation that certain process 
qualification steps will be completed before implementation. 


• Where applicable, supportive data from previous experience with the same or 
similar products related to:  development, manufacturing, characterisation, 
batch release, and stability to allow for risk mitigation. 


• Proposed reporting category for the implementation of step 2 of the PACMP. 


• Confirmation that ongoing verification will be performed under the PQS to 
continue to evaluate and ensure that there is no adverse effect of the change(s) 
on product quality.  In cases where monitoring of the impact on product 
quality following implementation of the change(s) is required, a summary of 
the quality risk management activities should be provided to support the 
proposed PACMP.  If multiple changes are to be implemented, these activities 
should address the potential risk from the cumulative effect of multiple 
changes and how they are linked.  


The MAH should demonstrate in the PACMP suitable scientific knowledge and 
understanding of aspects impacted by the proposed change in order to conduct an 
appropriate risk assessment of the proposed change(s).  Typically, more complex 
changes would require enhanced product/process understanding.  


4.4. Modification to an Approved PACMP 


A modification to an already approved PACMP such as replacement or revision of a 
test, study or acceptance criterion should provide the same or greater capability to 
assess the effect of the proposed change on the product quality.  Such changes would 
normally require a notification type of communication with the regulatory authority.  
A modification that more significantly alters the content of the protocol may require 
either prior approval of a protocol amendment or submission of a new protocol, as 
agreed upon with the regulatory authority. 


4.5. Types of PACMPs 


There are different types of PACMPs: 


• One or more change(s) to a single product – see above and Annex IIA, for 
content and implementation.  A PACMP can also be designed to be used 
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repeatedly to make a specified type of CMC change over the lifecycle of a 
product, applying the same principles. 


If the protocol describes several changes for a particular product, a 
justification should be added showing how the changes are related and that 
inclusion in a single protocol is appropriate. 


• Broader protocols – the general principles outlined above apply.  The risk of 
the proposed change(s) should be similar across products; additional 
considerations should be taken into account depending on the approach, for 
example:  


a. One or more changes to be implemented across multiple products (e.g., 
change in stopper across multiple products that use the same container 
closure system):  the same risk mitigation strategy should be applicable 
across all impacted products; 


b. One or more changes to be implemented across multiple products and 
at multiple sites (e.g., change in analytical method across multiple 
sites, change in manufacturing site(s) across multiple products): the 
same risk mitigation strategy should be applicable across all impacted 
products and/or sites (see Annex IIB). 


5. PRODUCT L IFECYCLE MANAGEMENT (PLCM) 


The PLCM document outlines the specific plan for product lifecycle management that 
is proposed by the MAH, includes key elements of the control strategy, the ECs, 
proposed reporting categories for changes to ECs, PACMPs (if used) and any post-
approval CMC commitments.  This will encourage prospective lifecycle management 
planning by the MAH and facilitate regulatory assessment and inspection.  The 
PLCM document should be updated throughout the product lifecycle as needed.   


5.1. PLCM Document:  Scope  


The PLCM document serves as a central repository in the MAA for ECs and reporting 
categories for making changes to ECs.  It includes the key elements described in 
Chapter 5.2 below and references to the related information located elsewhere in the 
MAA (see Annex III).  Submission of the PLCM document is encouraged; however, 
the document is expected when the MAH proposes explicit ECs.   


The elements of the PLCM document are summarised below:  


• Summary of Product Control Strategy:  A high level summary of the product 
control strategy should be included in the PLCM document to clarify and 
highlight which elements of the control strategy should be considered ECs. 


• ECs (refer to Chapter 3):  The proposed ECs for the product should be listed in 
the PLCM document.  The identification and justification of ECs are located in 
the relevant sections of the CTD. 


• Reporting category for making changes to approved ECs (refer to Chapter 3):  
The proposed reporting categories when making a change to an EC should be 
listed in the PLCM document.  The detailed justification of the reporting 
categories is located in the relevant sections of the CTD.  The reporting category 
may be based on regional regulations or guidance, or MAH justification. 
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• PACMPs (refer to Chapter 4):  PACMPs that are submitted to prospectively 
manage and implement one or more post-approval changes should be listed along 
with the corresponding ECs to be changed.  The approval date of the PACMP 
should be noted in subsequent submissions.  If the PACMP is submitted and 
approved after approval of the original MAA, an updated PLCM document 
should accompany the PACMP.  


• Post-approval CMC commitments:  CMC commitments (e.g., specific process 
monitoring, revisions to ECs) that will be implemented during the commercial 
phase should be listed in the PLCM document.   


5.2. Submitting the PLCM Document 


The initial PLCM document is submitted with the original MAA or with a 
supplement/variation for marketed products where defining ECs (Chapter 3.2.3) may 
facilitate regulatory change management.  Following regulatory review and approval 
of the MAA, the PLCM document will contain ECs and associated reporting 
categories. 


5.3. Maintenance of the PLCM Document 


An updated PLCM document should be included in post-approval submissions for 
CMC changes.  The updated PLCM document will capture the change in ECs and 
other associated elements (reporting category, commitments, PACMP).  The MAH 
should follow regional expectations for maintaining a revision history for the PLCM 
document.   


5.4. Format and Location of PLCM Document 


A tabular format is recommended to capture certain elements of PLCM described in 
Chapter 5.2, but other appropriate formats can be used.  See Annex III for an example 
PLCM table. 


The PLCM document can be located in either the CTD Module 1, 2, or 3 based on 
regional recommendations. 


6. PHARMACEUTICAL QUALITY SYSTEM (PQS) AND CHANGE MANAGEMENT  


6.1. General Considerations 


An effective PQS as established in ICH Q10 and in compliance with regional GMPs 
is the responsibility of a firm (manufacturing sites and MAH where relevant) and it is 
not the intent of this guideline to require a specific inspection assessing the state of 
the PQS before the firm can use the principles in this guideline.  The conduct of 
routine inspections in connection with submitted marketing applications and 
surveillance will nevertheless continue as foreseen by regional regulatory 
requirements. 


In the event that the PQS is found not to be compliant, it may result in restrictions on 
the ability to utilise flexibility in this guideline. 


Consistent with the basic requirements of ICH Q10, an effective change management 
system is necessary for implementation of this guideline and is summarised in 
Appendix 2. 
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6.2. Management of Manufacturing Changes in the Supply Chain   


In many cases, a firm has to manage communication of information and interactions 
of PQSs across multiple entities (internal and external).  Therefore, the 
implementation of robust change management across multiple sites (outsourced or 
not) is necessary.  In conjunction with change control principles in Appendix 2, the 
following change management activities should be considered to support the 
approaches defined in this guideline:  


• Changes to ECs should be communicated in a timely fashion between the 
MAH and the regulators, and between the MAH and the manufacturing chain 
(and vice versa).  


• The timeliness of communication is driven by the impact of any change 
related to ECs and should be targeted to those entities in the chain that need to 
be aware of or to implement the change over the lifecycle of the product. 


• Process knowledge and continual improvement are drivers for change.  For 
example, a Contract Manufacturing Organisation (CMO) may be in a position 
to propose process improvements which significantly improve control and 
product consistency.  These data can be utilised to revise the ECs and 
associated PLCM document.  The organisation responsible for batch release 
should be aware of all relevant changes and where applicable, be involved in 
the decision making. 


• The communication mechanisms regarding MAA changes and GMP issues 
should be defined in relevant documentation, including contracts with CMOs. 


7. RELATIONSHIP BETWEEN REGULATORY ASSESSMENT AND INSPECTION  


Regulatory assessment and inspection are complementary activities and their 
fundamental roles remain unchanged by this guideline.  Facility-related information 
obtained on inspection should be available to assessors and the most recent PLCM 
document, when applicable, should be available to inspectors.  
 
Communication between assessors and inspectors can facilitate regulatory review of a 
specific product submission.  When required, information relating to GMP and 
marketing authorisation compliance may be communicated from inspectors to 
assessors, and vice-versa, via established mechanisms.  The communications can also 
occur between regulators across regions in accordance with appropriate 
bilateral/multilateral arrangements. 


8. POST-APPROVAL CHANGES FOR MARKETED PRODUCTS 


Marketed products can benefit from the application of ECs and PACMPs as described 
in this guideline.   Specifically, ECs and reporting categories can be proposed for a 
marketed product via a post-approval regulatory submission; a PACMP can also be 
proposed for planned change(s) to a marketed product.  In addition, such products 
would also benefit from additional approaches to facilitate changes.   This chapter 
describes a strategy for a structured approach for frequent CMC changes (e.g., 
analytical methods) and data requirements for CMC changes (e.g., stability). 
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8.1. Structured Approach to Analytical Procedure Changes 


Marketed products have existing analytical procedures that may benefit from 
advances made in analytical sciences.  The intent of this chapter is to incentivize 
structured implementation of equivalent analytical procedures that are fit for purpose.  
An approach wherein specific criteria are defined for changes to analytical procedures 
used to test marketed products is described below.  If this approach is followed and all 
criteria are met, the analytical procedure change can be made with immediate or other 
post-implementation notification, as appropriate, to the relevant regulatory authorities. 


The following situations are out of scope of this chapter: 


• Procedures where the specification does not adequately reflect the complex 
information provided by the method.  In particular, procedures for which only 
a subset of the peaks are identified and specified (e.g., assay for identity by 
peptide map, assay for complex drug substances), or where the specification 
acceptance criteria include a general comparison to a reference standard 
beyond specified peaks (e.g., “comparable to reference standard” such as for 
naturally derived products, biotechnology products made in living systems).   


• Change(s) to a test method based on a 
biological/immunological/immunochemical principle or a method using a 
biological reagent (e.g., bioassay, binding assay, ELISA, testing for viral 
adventitious agents).  


• Changes to predictive models used with multivariate methods. 


It is important to note that with the exception of the above exclusion criteria, all other 
methods are in scope including those used for biotechnological/biological products.  


Making use of Chapter 8.1 is dependent on the regional implementation of ICH 
guidelines (e.g., ICH Q2, Q9 and Q10) and routine application of these guidelines by 
industry.  The flexibility provided in Chapter 8.1 may not be available in all regions 
and in all situations; some specific changes may require prior approval as defined in 
regional guidance. 


8.1.1. Principles 


In order for this approach to be used, the following should be met: 


• The high-level description of the original method and the revised method 
should be the same (e.g., chromatography with spectroscopic detection) 


• Validation results should demonstrate that the revised method is equivalent to 
or better than the original method 


• Test results obtained using the original method and revised method should be 
equivalent to each other.  This should be assessed in two ways:  First, the 
revised method should give an equivalent outcome, i.e., the same quality 
decision will be made regardless of whether the data was obtained by the 
original or the revised method.  Second, the validation protocol should contain 
explicit criteria that compare results obtained using the new and revised 
method.  See step 2 below for further details. 
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• System suitability requirements should be established for the revised method. 
System suitability ensures the day-to-day performance of the method during 
routine use. 


• Specification changes (e.g., total impurities, potency) cannot be introduced 
using this mechanism unless allowed by existing regional regulations. 
 


• This approach may not be used if toxicological or clinical data are required as 
a result of the method change.   
 


If these criteria are met, the methods are equivalent and changes can be made with 
immediate or other post-implementation notification, as appropriate, to regulatory 
authorities. 


8.1.2. Structured Approach 


• Step 1:  Evaluate the high-level method description. Examples include: 


• Gravimetric analysis 


• Volumetric analysis 


• Atomic absorption 


• Microscopy 


• Thermal analysis 


• Electrochemical analysis 


• Column chromatography (e.g., HPLC, UPLC) 


• Plate chromatography (e.g., TLC); if used as an ID test or limit test a 
change to another type of method description may be made if the criteria 
in this chapter are met 


• Electrophoresis 


• Changes to spectroscopic procedures should remain within same specific 
technology, e.g., UV to UV, NMR to NMR 


When two techniques are used together (e.g., HPLC with UV detection), both would 
be part of the method description (i.e., column chromatography with spectroscopic 
detection). 


 
• Step 2:  A prospective analytical validation protocol should be prepared and 


approved internally by the firm.  It should be based on a comparison of the current 
and proposed method and knowledge of the original validation protocol.  The 
validation should assure that the revised method will be fit for its intended 
purpose and should contain at least the following: 


• The principles of ICH Q2 should be followed to validate the change.  All 
validation characteristics relevant to the type of method being validated should 
be executed as described in ICH Q2. 
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• The validation protocol should include, at minimum, the tests used to validate 
the existing method and all other relevant tests in ICH Q2.  For example, if 
specificity, linearity, precision and accuracy were assessed during validation 
of the original method, then specificity, linearity, precision and accuracy 
should also be included in the validation of the revised method.  The protocol 
acceptance criteria should reflect appropriate expectations for method 
performance and be justified scientifically.  They should also be developed in 
the context of the validation acceptance criteria for the original method to 
assure that the revised method is fit for purpose. 


• The validation should assess equivalency of the results of the revised method 
to those of the original method using parallel testing of an adequate number of 
samples of appropriate concentration based on the intended use of the method. 
The assessment of equivalency should include the requirement that the new 
method does not lose any meaningful information provided by the old method.  
Also the same quality decision should result when assessing data from the 
same samples tested using the original and revised methods. 


•  If there is a switch from manual to automated methods, the validation should 
also assess the impact of any related changes in critical reagents, reference 
standards or software.   


• The protocol should also contain the detailed operating conditions of both the 
original method and the revised method to assure the changes being made are 
clear.  The description of the method may be included by attachment. 


• Step 3:  Consider the system suitability criteria that exist in the current method, if 
any, and determine, based on method development data and any additional 
knowledge gained from commercial production, the system suitability criteria 
aspects that should be part of the new method.  System suitability in this context 
includes all criteria used to evaluate the day-to-day performance of the method 
when used for routine testing. 


• Step 4:  Execute the validation protocol and compare the results to the 
predetermined acceptance criteria.  If any criterion is not met, an assessment 
should be performed to evaluate the impact of the failure to meet the criterion on 
the validity of the method.  If all criteria are met, the method is considered 
acceptable for its intended use. 


• Step 5:  Consider new product information, if any, identified as a result of a 
change in the context of the current regulatory filing.  If new or revised 
specifications (e.g., total impurities, potency) are required based on results 
obtained during method validation, this structured approach may not be used 
unless allowed by existing regional regulations.  In addition, this approach may 
not be used if toxicological or clinical data are required as a result of the method 
change.  Thus, the method change should have no impact on safety, efficacy, 
purity, strength, identity, or potency of the product. 


• Step 6:  Prepare a written summary report documenting the outcome of the 
validation versus the protocol criteria. 
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• Step 7:  Follow the internal change process as defined within the firm’s PQS to 
implement the change. 


• Step 8:  Unless new information is identified as a result of this process (see step 
5), provide a post-implementation notification of the method change to the 
regulatory authority after the change is implemented as per regional reporting 
requirements.  This may include the updated method description, the protocol, and 
the summary report of the validation. 


• Step 9:  Complete post-change monitoring.  The firm’s change control system 
(refer to Appendix 2) should explicitly identify and document a mechanism to 
assure the change was effective with no unintended consequences.  The outcome 
of the assessment should be documented with a conclusion indicating the 
acceptability of the change. 


 
• Step 10:  All information related to the method change should be available for 


verification during routine regulatory inspection. 


8.2. Data Requirements to Support CMC Changes 


The data needed for submission to the regulatory authority in support of a post-
approval change is established by regional regulations and guidance.  This guideline 
provides science- and risk-based approaches that can be used to develop strategies for 
confirmatory stability studies supporting post-approval changes to enable more timely 
filing, approval, and implementation of the changes.  Such approaches could be 
proposed in a PACMP (see Annex IIB). 


8.2.1. Stability Data Approaches to Support the Evaluation of CMC 
Change 
Unlike the formal stability studies recommended in ICH Q1A(R2), whose objective is 
to establish a useful shelf-life and storage conditions for a new, never-marketed drug 
substance/drug product, the purpose of stability studies, if needed, to support a post-
approval CMC change is to confirm the previously approved shelf-life and storage 
conditions.  The scope and design of such stability studies are informed by the 
knowledge and experience acquired for the drug product and drug substance.  
Approaches to the design of such studies should be appropriately justified and may 
include: 


• Identifying the stability-related quality attributes and shelf-life limiting 
attributes 


• Stability risk assessments to determine what factors can affect stability relative 
to the proposed CMC changes 


• Use of appropriate tools to evaluate the impact of the proposed change.  These 
may include: 


o Drug substance and/or drug product accelerated and/or stress studies 
on representative material (which may be pilot or laboratory scale 
rather than full scale) 
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o Pre-and post-change comparability studies on representative material 


o Statistical evaluation of informal and formal stability studies or other 
relevant data 


o Predictive degradation and other empirical or first-principles kinetic 
modelling 


o Application of relevant institutional knowledge and knowledge from 
the scientific literature 


o Use of confirmatory studies post-change instead of submission of data 
as part of a regulatory change submission 


Where applicable, a commitment to initiate or complete ongoing, long-term stability 
testing on post-change batches can assure that the approved shelf life and storage 
conditions continue to be applicable after implementing the CMC change. 


9. GLOSSARY 


Term Definition 


CAPA Corrective Action and Preventive Action 
–  System that focuses on investigating, 
understanding, and correcting 
discrepancies while attempting to prevent 
their occurrence 


CMO(s) Contract Manufacturing Organisation(s) 


CPP Critical Process Parameter – process 
parameter whose variability has an 
impact on a critical quality attribute and 
therefore should be monitored or 
controlled to assure the process produces 
the desired product quality. (Q8R2) 


CQA Critical Quality Attribute – a physical, 
chemical, biological or microbiological 
property or characteristic that should be 
within an appropriate limit, range, or 
distribution to assure the desired product 
quality. (Q8R2) 


CTD Common Technical Document 


ECs Established Conditions 


Firm Manufacturing sites and MAH where 
relevant 


KPP Key Process Parameter - parameters of 
the manufacturing process that may not 
be directly linked to critical product 
quality attributes, but need to be tightly 
controlled to assure process consistency 
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Term Definition 


as it relates to product quality 


MAA Marketing Authorisation Application 


MAH Marketing Authorisation Holder 


Notification The submission of a change in ECs that 
does not require approval prior to 
implementation. 


PACMP Post-Approval Change Management 
Protocol 


PLCM Product Lifecycle Management 


Post-approval CMC commitments Commitment by the MAH to undertake 
specific CMC activities to be 
implemented during the commercial 
phase. 


Prior-approval Change to an approved established 
condition that requires regulatory review 
and approval prior to implementation  


PQR Periodic Quality Review – regular 
periodic review of API or drug products 
with the objective to verify process 
consistency, to highlight any trends and 
to identify product and process 
improvements 


PQS Pharmaceutical Quality System 


QRM Quality Risk Management 


10. REFERENCES 


ICH M4: The CTD -- Quality 


ICH Q1A(R2) Stability Testing of New Drug Substances and Products 


ICH Q2(R1) Validation of Analytical Procedures: Text and Methodology 


ICH Q5E Comparability of Biotechnological/Biological Products Subject to Changes 
in Their Manufacturing Process 


ICH Q8(R2) Pharmaceutical Development 


ICH Q9 Quality Risk Management 


ICH Q10 Pharmaceutical Quality System 


ICH Q11 Development and Manufacture of Drug Substances 


ICH Q8, Q9, and Q10 Questions and Answers 
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ICH Q8, Q9, & Q10 Questions and Answers -- Appendix: Q&As from Training 
Sessions (Q8, Q9, & Q10 Points to Consider) 


 


APPENDIX 1:  CTD SECTIONS THAT CONTAIN ECS 


Notes:  


•  This table does not contain a complete list of ECs for a product. The intention 
of the table is to provide general guidance about the elements of manufacture 
and control that constitute ECs and their location within the CTD structure. 


• White rows indicate CTD sections where ECs are generally located. Grey 
rows indicate CTD sections where supportive information is generally located.  


• CTD sections containing ECs may contain elements of supportive information.   


• B = applicable to biotechnological/biological products 


• For delivery system information, the location or the relevant content within the 
CTD structure may vary depending on the design of the particular product and 
region 


CTD 
SECTI
ON  


SECTION TITLE ESTABLISHED CONDITIONS – General List with notes 
 


3.2.S DRUG SUBSTANCE  


3.2.S.1 General Information  
 


3.2.S.1.
1 


Nomenclature   
Drug Substance Name, Structure. 
 


3.2.S.1.
2 


Structure 


3.2.S.1.
3 


General properties Supportive information  


3.2.S.2 Manufacture 


3.2.S.2.
1 


Manufacturer(s) Drug Substance Manufacturing Site(s) (including testing) 
 


3.2.S.2.
2 


Description of 
manufacturing 
process and 
process controls 


Individual unit operations and their sequence in the manufacturing process  
 
For levels/details of ECs for inputs (process parameters and material attributes) 
and outputs of individual unit operations, reference is made to Chapter 3.2.3.1 – 
Identification of ECs for the Manufacturing Processes   


3.2.S.2.
3 


Control of 
Materials 


Starting material specifications (test, elements of analytical procedure and 
acceptance criteria)  
Raw material/reagent/solvent critical controls 
  
Source of materials (e.g., cell and seed source, raw materials) and control of 
critical materials of biological origin 
Generation and control of Master - Working Cell Bank / Master, - Working Seed 
Lot, etc. (B)  


3.2.S.2.
4 


Control of critical 
steps and 
intermediates 


Specifications (e.g., test, elements of analytical procedure and acceptance 
criteria) for critical steps and intermediates including storage conditions of 
critical intermediates  


3.2.S.2.
5 


Process validation 
and/or evaluation 


 
Supportive information 
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CTD 
SECTI
ON  


SECTION TITLE ESTABLISHED CONDITIONS – General List with notes 
 


3.2.S.2.
6 


Manufacturing 
process 
development 


Supportive information 


3.2.S.3 Characterisation Supportive information 


3.2.S.3.
1 
 
3.2.S.3.
2 


Elucidation of 
structure and other 
characteristics 
Impurities 


 
Supportive information 


3.2.S.4 Control of Drug Substance 


3.2.S.4.
1 


Specification Drug Substance Specification 
For each Quality Attribute on the specification  


• Test Method  
•  Acceptance Criteria 


3.2.S.4.
2 


Analytical  
Procedures 


Reference is made to Chapter 3.2.3.2. –Identification of ECs for Analytical 
Procedures  


3.2.S.4.
3 


Validation of 
analytical 
procedure 


Supportive information 


3.2.S.4.
4 


Batch analyses 
Supportive information 


3.2.S.4.
5 


Justification of 
specification 


Supportive information 


3.2.S.5 Reference Material  Reference Material qualification (e.g., test, elements of analytical procedure, 
where appropriate, and acceptance criteria) 


3.2.S.6 Container Closure Material of construction and specification  


3.2.S.7 Stability  


3.2.S.7.
1  


Stability Summary 
and Conclusions 


Drug Substance storage conditions and shelf-life (or Retest period for chemicals) 


3.2.S.7.
2 


Post-approval 
stability protocol 
and stability 
commitments 


 
Supportive information (also see Chapter 3.2.2.) 


3.2.S.7.
3 


Stability data 
Supportive information 


3.2.P DRUG PRODUCT  


3.2.P.1 Description and 
Composition of 
Drug Product 


 
Drug Product qualitative and quantitative composition 


3.2.P.2 Pharmaceutical development 


3.2.P.2.
1 


Components of the 
drug product 


 
 
 
 
 


Supportive information 


3.2.P.2.
2  


Drug product 


3.2.P.2. Manufacturing 
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CTD 
SECTI
ON  


SECTION TITLE ESTABLISHED CONDITIONS – General List with notes 
 


3 process 
development 


3.2.P.2.
4 


Container closure 
system 


3.2.P.2.
5 


Microbiological 
attributes 


3.3.P.2.
6 


Compatibility 


3.2.P.3 Manufacture 


3.2.P.3.
1 


Manufacturer(s) Drug Product Manufacturing (including: testing, primary packaging, device 
assembly for drug product-device combination products) sites  


3.2.P.3.
2 


Batch Formula Drug Product Batch Formula (Qualitative and Quantitative) 


3.2.P.3.
3 


Description of 
manufacturing 
process and 
process controls 


Individual unit operations and their sequence in the manufacturing process 
For levels/details of ECs for inputs (process parameters and material attributes) 
and outputs of individual unit operations, reference is made to Chapter 3.2.3.1 – 
Identification of ECs for the Manufacturing Processes   


3.2.P.3.
4 


Controls of Critical 
Steps and 
Intermediates 


Specifications (e.g., test, elements of analytical procedure and acceptance 
criteria) for critical steps and intermediates including storage conditions of 
critical intermediates  


3.2.P.3.
5 


Process validation 
and/or evaluation 


 
Supportive information 


 


3.2.P.4 Control of Excipients 


3.2.P.4.
1 


Specifications 
 
 


Excipient Specification 
For each Quality Attribute on the specification 
 


• Test Method 
• Acceptance Criteria 


 
Or, if applicable, 
 
Reference to pharmacopoeial monograph 


3.2.P.4.
2 


Analytical 
Procedures 


Reference to pharmacopoeial monograph and if none exists, refer to Chapter 
3.2.3.2 – Identification of ECs for Analytical Procedures 


3.3.P.4.
3 


Validation of 
analytical 
procedures 


 
Supportive information 


 


 
3.3.P.4.
4 


Justification of 
specifications 


Supportive information 


3.2.P.4.
5 


Excipients of 
Human or Animal 
Origin  


Excipient source and controls should be specified (for human- or animal-derived 
excipients only) 


 
3.2.P.4.
6 


Novel excipients (If Novel excipient specification is not described in 3.2.P.4.1) 
Novel Excipient Specification 
 
For each Quality Attribute on the specification 
 


• Test Method  
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CTD 
SECTI
ON  


SECTION TITLE ESTABLISHED CONDITIONS – General List with notes 
 


• Acceptance Criteria 


3.2.P.5 Control of Drug Product 


3.2.P.5.
1 


Specification(s) Drug product specification 
For each Quality Attribute on the specification  


• Test Method   
• Acceptance Criteria   


 


3.2.P.5.
2 


Analytical 
Procedures 


Reference is made to Chapter 3.2.3.2 – Identification of Established Conditions 
for Analytical Procedures 


3.2.P.5.
3 


Validation of 
analytical 
procedures 


 
 


Supportive information 
 
 


3.3.P.5.
4 


Batch analyses 


Supportive information 
3.2.P.5.
5 


Characterisation of 
impurities 


 
3.2.P.5.
6 


Justification of 
specification(s) 


3.2.P.6 Reference 
Materials 


Reference material qualification (e.g., test, elements of analytical procedure, 
where appropriate, and acceptance criteria) 


3.2.P.7 Container Closure 
System 


Supplier/manufacturer of container closure  
 
Material of construction and specification 


3.2.P.8 Stability  


3.2.P.8.
1  


Stability Summary 
and Conclusion  


Drug product storage conditions and shelf-life (or retest period for chemicals) 
Where applicable, in-use storage conditions and shelf-life 


3.2.P.8.
2 


Post-approval 
stability protocol 
and stability 
commitment 


 
 


Supportive information (also see Chapter 3.2.2.) 
 
 


3.3 
P.8.3 


Stability data 
Supportive information 


3.2.A APPENDICES 


3.2.A.1 Facilities and 
equipment 


Regional regulation and guidance apply 


3.2.A.2 Adventitious 
agents safety 
evaluation 


Supportive information 


3.2.A.3 Excipients Supportive information 


3.2.R REGIONAL INFORMATION 


 Not Applicable  Regional regulation and guidance apply. 
For EU, Medical Device information or CE mark confirmation 
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APPENDIX 2:  PRINCIPLES OF CHANGE MANAGEMENT  


Consistent with the basic requirements of ICH Q10, an effective change management 
system supports the principles of this guideline and is described below: 


1. Captures stimuli for change including those that can improve product 
performance or process robustness; 


2. Ensures full understanding of the scope of the change and its implications for 
all aspects of the process and control strategy including the impact on ECs and 
aspects that are not ECs in affected marketing authorisations; 


3. Leverages existing process performance and product quality knowledge;  


4. Requires a science and data based risk assessment and risk-categorisation of 
the proposed change including the management of risk in the event the 
proposed change is not implemented; 


5. Determines data (existing and/or to be newly generated) needed to support the 
change and accordingly develops study protocols describing the methods, 
prospective acceptance criteria as well as additional post-implementation 
process performance and/or product quality monitoring as necessary; 


6. When required, ensures that a regulatory submission is developed (e.g., 
supplement/variation, PACMP) and submitted; 


7. Uses a defined change control process to approve or reject the change and 
involve appropriate stakeholders, including but not restricted to 
Manufacturing, Quality, and Regulatory personnel;  


8. Ensures implementation of the change is based on: 


a. Review that the change as implemented remains aligned with the 
relevant protocols, any PLCM document and/or any PACMP; 


b. Assessment of data generated to demonstrate that the change objective 
and acceptance criteria were met;  


9. Ensures that risk-mitigating steps are developed in case of deviations from 
acceptance criteria, or identification of unanticipated risks; 


10. Captures new product/process knowledge gained during implementation of the 
change; 


11. Verifies, post-implementation, that changes have been effective in achieving 
the desired outcome with no unintended consequences; 


a. If deviations associated with post-approval changes are detected, 
ensures that the issue is managed via the firm’s deviation management 
process and appropriate corrective and/or preventive actions are 
identified and undertaken via the firm’s corrective and preventive 
action (CAPA) system 
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b. Where applicable, ensures that regulatory filings are updated and an 
assessment is made as to whether updates to the PLCM document are 
needed 


c. Requires a post-implementation lessons-learned exercise to build on 
the product and process knowledge gained with a view to continual 
improvement, including improvement of the PQS 


d. Ensures that the change is included and assessed as part of the Product 
Quality Review (PQR) 


12. The change management system should be organised and available for review 
during audit/inspection. 


Management Review 


Details of Management Review are extensively described in ICH Q10 including the 
use of appropriate performance indicators as a means to assess the effectiveness of a 
PQS.  These should be meaningful, simple and data-driven.  In addition to the 
requirements of ICH Q10 in the context of ensuring an effective change management 
system, the following could be considered in the Management Review: 


• Monitoring the timeliness of the change management system to assure that 
changes are implemented in a timely manner commensurate with the urgency 
identified for the change.  When implementation is delayed, an assessment and 
mitigation of any risks associated with the delay should be made; 


• Monitoring the performance of the change management system, such as 
assessing the frequency of proposed changes that are not approved for 
implementation upon first submission; 


• Ensuring that post-implementation verification occurs and reviewing the 
results of that verification as a measure of change management effectiveness 
(e.g., to identify improvements to the change management system); 


Use of Knowledge in Change Management 


An effective change management system includes active knowledge management, in 
which information from multiple sources is integrated to identify stimuli for changes 
needed to improve product and/or process robustness.  The connection between 
knowledge management and change management is illustrated in Figure A1. 


As indicated in ICH Q10 and shown in Figure A1, these sources can include, but are 
not limited to, developmental studies, process understanding documents, product or 
process trending, and product-specific CAPA outcomes.  They should be 
comprehensive across the product lifecycle, including all relevant stakeholders (R&D, 
manufacturing, CMOs, suppliers, etc.).  With respect to sharing knowledge between 
the firm and suppliers, and between the firm and CMOs, considerations for sharing 
knowledge that relates to product and process robustness or otherwise informs 
changes should be built into quality agreements and/or contracts.  


In addition to individual sources of information, there should be a mechanism to 
provide a holistic view of quality performance for a specific product or product family 
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on a regular basis, as captured in the PQR and shown in Figure A1.  This should 
include steps taken to identify and manage variability introduced from raw materials 
and the manufacturing process that could impact on product quality during its 
lifecycle.  This allows for the identification of further need for change not apparent 
when the data are viewed in isolation.  


Use of knowledge is the responsibility of the firm and should be described in the PQS 
(for more detailed information reference is made to ICH Q8, Q9, Q10, Q11, Q/IWG 
Q&A).  As described in ICH Q10, there is no added regulatory requirement for a 
formal knowledge management system. 


Figure A1 Connection Between Knowledge Management and Change Management 
Process 
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Executive summary 49 


The aim of this guideline is to provide the guidance for the Safety and Efficacy (S&E) follow-up and risk 50 
management for advanced therapy medicinal products (ATMPs) according to Article 14(4) of 51 
Regulation (EC) No 1394/2007. This regulation requires the European Medicines Agency (EMA) to 52 
develop a detailed guideline relating to the post-authorisation follow-up of efficacy and adverse 53 
reactions, and risk management for these products.  54 


This is the 1st revision of the original ATMP guideline on safety and efficacy follow-up and risk 55 
management; the guideline has been revised to take into consideration the experience gained with the 56 
authorisation of these products and to define their risks and their risk minimisations measures. In 57 
addition, guidance on methodology in order to design post-authorisation S&E follow-up studies is 58 
provided.  59 


Two documents from the Marketing Authorisation Holder (MAH) are directly impacted by this guideline 60 
– the Pharmacovigilance System Master File (PSMF) and the Risk Management Plan (RMP).  61 


With regards to the description of the pharmacovigilance system within the PSMF, reference to the 62 
relevant GVP is provided.  63 


During product development, guidance on how to identify the risks associated with the clinical use of 64 
an ATMP and their risk factors with respect to quality, safety and efficacy is provided in the guideline 65 
on the risk-based approach according to annex I, part IV of Directive 2001/83/EC applied to advanced 66 
therapy medicinal products. As part of the marketing authorisation evaluation, an assessment of the 67 
risks is carried out in order to determine the ones which should be minimised and/or further 68 
characterised post-marketing. A description on how to report, minimise and/ or further characterise in 69 
the RMP, the important risks which may be attributed to ATMPs is provided in this guideline.  70 


Finally, guidance is provided on the methodology to follow in order to design post-authorisation S&E 71 
follow-up studies. This includes defining precisely the study objective(s), the appropriate study design 72 
(e.g. randomised controlled trial, cohort study, case control study, use of external controls, etc.), to 73 
consider the available data sources (e.g. clinical trial, registry, healthcare database) and to define a 74 
statistical analysis which will obtain a reliable estimate of the effect. It needs to be emphasised that 75 
both the S&E follow-up activities do not substitute for the adequate data to be provided at the time of 76 
marketing authorisation and enable a benefit-risk evaluation.  77 


The consequences of non-compliance with the pharmacovigilance and risk minimisation activities 78 
agreed in the RMP, including financial penalties and regulatory measures are highlighted in this 79 
guideline. As follow-up systems and risk management may require the processing of sensitive personal 80 
data, the requirement to observe the applicable data protection legislation is also identified. 81 


 82 


83 
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1.  Introduction (background) 84 


Scientific progress in cellular and molecular biotechnology has led to the development of advanced 85 
therapy medicinal products (ATMPs), such as gene therapy, somatic cell therapy, and tissue 86 
engineering products. Because of the novelty, complexity and technical specificity of ATMPs, these 87 
products are regulated under a specific legislative framework Regulation (EC) No 1394/2007 of the 88 
European Parliament and of the Council on advanced therapy medicinal products, which introduces 89 
additional provisions to those laid down in Directive 2001/83/EC and Regulation (EC) No 726/2004.  90 
(hereafter, also referred to as the ATMPs Regulation).  91 


2.  Scope 92 


According to Article 14 (4) of Regulation (EC) No 1394/2007, the Agency shall draw up a detailed 93 
guideline relating to the post-authorisation follow-up of efficacy of ATMPS and adverse reactions 94 
thereto, as well as risk management including an evaluation of the effectiveness of that system as well 95 
as the guidance on post-marketing studies.  96 


This guideline provides dedicated and specific guidance for ATMPs with regards to the 97 
pharmacovigilance system, the identification of risks, the risk minimisation measures, the post-98 
authorisation S&E studies, the management and the reporting of adverse reactions and of the 99 
evaluation of the effectiveness of the risk management system. The GVP modules apply and references 100 
are provided accordingly.   101 


The two documents below should be updated throughout the lifecycle of the product and when new 102 
important safety information becomes available: 103 


• The pharmacovigilance system master file 104 


• The Risk Management Plan (module 1.8.2.): The applicants are referred to the RMP template 105 
and GVP Module V – Risk management systems.    106 


This revision involves an update of all the main sections based on experience gained from the 107 
marketing authorisation applications received. 108 


Follow-up systems, risk minimisation plans and traceability systems require access to personal data 109 
and in particular to data concerning health. Hence, reference is made to the obligations laid down in 110 
Regulation (EU) 2016/679 of the European Parliament and of the Council of 27 April 2016 on the 111 
protection of natural persons with regard to the processing of personal data and on the free movement 112 
of such data, and repealing Directive 95/46/EC (General Data Protection Regulation) and to any other 113 
applicable legal requirements concerning the processing of personal data. 114 


3.  Legal basis and relevant guidelines 115 


This guideline should be applied in accordance with Regulation (EC) No 1394/2007 of the European 116 
parliament and of the Council of 13 November 2007 on advanced therapy medicinal products:   117 


Directive 2001/83/EC on the Community code relating to medicinal products for human use and 118 
Regulation (EC) No 726/2004 for Community procedures for the authorisation and supervision of 119 
medicinal products for human and veterinary use and establishing a European Medicines Agency, in 120 
particular Part IV of Annex I of the Directive 2001/83/EC related to Advanced Therapy Medicinal 121 
Products. 122 
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To the extent that clinical trials are required in a post-marketing setting, Regulation (EU) No 536/2014 123 
on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC. 124 


Regulation (EU) 2017/745 of the European Parliament and of the Council of 5 April 2017 on medical 125 
devices, amending Directive 2001/83/EC, Regulation (EC) No 178/2002 and Regulation (EC) No 126 
1223/2009 and repealing Council Directives 90/385/EEC and 93/42/EEC. 127 


Regulation (EU) 2017/746 of the European Parliament and of the Council of 5 April 2017 on in vitro 128 
diagnostic medical devices and repealing Directive 98/79/EC and Commission Decision 2010/227/EU. 129 


Regulation (EU) 2016/679 of the European Parliament and of the Council of 27 April 2016 on the 130 
protection of natural persons with regard to the processing of personal data and on the free movement 131 
of such data, and repealing Directive 95/46/EC (General Data Protection Regulation). 132 


This guideline should also be read in conjunction with other relevant guidelines, namely: 133 


Good Pharmacovigilance Practices (GVP) Modules: 134 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_135 
000345.jsp&mid=WC0b01ac058058f32c  136 


Guideline on summary of product characteristics (SmPC) 137 


Scientific guidance on post-authorisation efficacy studies 138 
(EMA/PDCO/CAT/CMDh/PRAC/CHMP/261500/2015).  139 


ICH E9 Statistical principles for clinical trials.  140 


ICH E10 Choice of control group and related issues in clinical trials.  141 


Guidelines relevant for ATMPs, which can be found on the website of EMA: 142 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000298.js143 
p&mid=WC0b01ac05800862bd 144 


These include specific clinical guidelines for ATMPs e.g.: 145 


Guideline on the risk-based approach according to annex I, part IV of Directive 2001/83/EC applied to 146 
Advanced therapy medicinal products (EMA/CAT/CPWP/686637/2011),  147 


Reflection paper on in-vitro cultured chondrocyte containing products for cartilage repair of the knee 148 
(EMA/CAT/CPWP/568181/2009) and the reflection paper on clinical aspects related to tissue 149 
engineered products (EMA/CAT/573420/2009).  150 


ICH Considerations General Principles to Address Virus and Vector Shedding 151 
(EMEA/CHMP/ICH/449035/2009). 152 


CAT reflection paper on the management of clinical risks deriving from insertional mutagenesis 153 
(EMA/CAT/190186/2012). 154 


Guideline on follow-up of patients administered with gene therapy medicinal products 155 
(EMEA/CHMP/GTWP/60436/2007).  156 


4.  Pharmacovigilance system 157 


As part of the application for marketing authorisation of a medicinal product, the applicant is requested 158 
to provide a summary of the pharmacovigilance system which will have to be in place once the 159 



http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000298.jsp&mid=WC0b01ac05800862bd

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000298.jsp&mid=WC0b01ac05800862bd
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authorisation is granted. This is further detailed in the Guideline on good pharmacovigilance practices 160 
(GVP) Module II – Pharmacovigilance system master file.  161 


Article 14(1) of the ATMPs Regulation requires the applicant to detail, in the marketing authorisation 162 
application, the measures envisaged to ensure the follow-up of efficacy of ATMPs and of adverse 163 
reactions thereto.   164 


Therefore, within their pharmacovigilance system in place, the MAH for an ATMP should ensure that: 165 


• Procedures for follow-up of reported adverse reactions which allows identification of the batch 166 
linked to the reported reactions are in place. 167 


• When applicable agreements should be in place with registry owners in order to allow the use of 168 
patients’ data collected for regulatory purposes. In these cases, patients’ informed consent should 169 
be in place to allow the use of their data.    170 


Pharmacovigilance inspections may be performed to ensure compliance with the legislation. The 171 
responsibility for performing the inspections resides with the national competent authorities (NCAs). 172 
Please refer to GVP Module III - Pharmacovigilance inspections. 173 


5.  Safety and efficacy concerns for advanced therapy 174 
medicinal products 175 


5.1.  Identification of the safety and efficacy concerns for ATMPs 176 


ATMPs provide new possibilities for restoring, correcting or modifying physiological functions, or 177 
making a medical diagnosis. At the same time, because of their novelty, complexity and technical 178 
specificity, they may cause new, risks to patients. The specific rules described in this guideline should 179 
facilitate early detection of such risks and provide a framework for effective mitigation of their 180 
consequences to patients. 181 


The detection of the risks should start early and continue throughout the development of the ATMP in 182 
order to prevent and/ or minimise the risk when possible, reference is made to the guideline on the 183 
risk-based approach according to annex I, part IV of Directive 2001/83/EC applied to advanced 184 
therapy medicinal products. The aim of this section is to describe the safety and efficacy aspects that 185 
need to be managed through the risk management plan to be agreed as part of the marketing 186 
authorisation (please see below figure).  187 


 188 
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Only the safety concerns relevant to RMP should be added in the safety specification of the RMP as 189 
either as important identified or potential risks or missing information. For the efficacy concerns, these 190 
are likely to be followed-up through post-authorisation efficacy studies. The content and extent of the 191 
RMP must be proportionate to the risks of the ATMP.  192 


Examples are presented below. 193 


Flow chart of the logistics of the therapy  194 


A high level flowchart of the manufacture up to the administration of the therapy should include, 195 
harvesting, transport, controls, manipulation, conditioning, administration and clinical follow-up.  196 


The risks are listed below in the chronological order of the product manufacturing, handling, 197 
application and clinical follow-up: 198 


Risks to patients in relation to quality characteristics, storage and distribution of the 199 
product  200 


• Risk of transmission of diseases: Origin of cells or tissues (autologous vs. allogeneic), 201 
characteristics of the cell type used and the ability of cells to proliferate and differentiate (e.g. 202 
embryonic stem cells, iPSC, etc.). Depending on the origin of cells/tissues, there might be a risk 203 
related to transmissible diseases (viral, bacterial, parasitical infections and infestations). 204 


• Risk of tumourigenicity: Characteristics of products (e.g. if the manufacturing process includes 205 
extensive culture for proliferating cells (e.g. mesenchymal stem cells), this may affect the 206 
differentiation capacity of the cells leading potentially to a risk a tumourigenicity, risk of “off target” 207 
mutations and unintended “on target” mutations when gene editing techniques are used). 208 


• Risk related to the storage, transport and distribution of the product, for instance related to 209 
preservation, freezing and thawing, risks of breaking the cold chain or other type of controlled 210 
temperature conditions and risks related to stability of the product. This could impact on the 211 
biological activity of the ATMP potentially leading to treatment failure. 212 


Risks related to patient associated conditions/disease or underlying disease, or concomitant 213 
treatment /interactions with other medicinal products  214 


• Unwanted immunogenicity and its consequences (including anaphylaxis, graft versus host disease, 215 
graft rejection, neutralising antibodies, hypersensitivity reactions, immune deficiencies, cytokine 216 
release syndrome, inflammation, etc.).  217 


• Risks related to conditioning of patients (e.g. in case of CD34 positive genetically modified cells, in 218 
oncology in case of CAR T cells). 219 


• Risks related to both intended and unintended genetic modification of the patient’s cells (apoptosis, 220 
change of function, alteration of growth and/or differentiation, malignancy).  221 


• Early and late consequences of homing, grafting, differentiation, migration and proliferation. 222 


• Risks related to infection with vectors used in gene therapy medicinal products (type of vector, 223 
target cells, persistence, potential for latency and reactivation, potential for integration of genetic 224 
material into the host genome, prolonged expression of the transgene and altered expression of the 225 
host’s genes). 226 
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• Risks related to clinical follow-up (immunosuppression associated with the co-medication or when 227 
needed to treat the complications, or to facilitate the diagnostic procedures, etc.). 228 


Risks to patients related to reconstitution procedures 229 


• Dosing errors and/or maladministration which can be related to reconstitution procedures for 230 
administration of the product.  231 


Risks to patients related to administration procedures and re-administration 232 


• Risks associated with related medical or surgical procedures or administration of the medicinal 233 
product (such as infusion, transfusion, implantation, etc.). 234 


• Risks related to repeated surgical or administration procedures (e.g. administration in the brain via 235 
burr holes). 236 


• Risks related to an administration medical device (technical or mechanical aspects) leading to 237 
medication errors or maladministration. 238 


Risks related to persistence of the product in the patient   239 


• Availability of rescue procedures or antidotes and their risks. 240 


• Late complications, particularly malignancies and autoimmunity. 241 


• Considerations on the potential impact of previous, concomitant, or prospective therapies typical for 242 
the diagnosis or treatment of the respective disease on the product, or vice versa impact of the 243 
product on those other therapies (e.g. an immunoglobulin treatment later in life could impact on 244 
expression of the introduced gene by antibody interaction). 245 


• Risk of non-specific integration into other cells with the potential of tumourogenicity. 246 


• Risk of germ line integration of transgene, or other genetic transformation of the germ line. 247 


Risks to healthcare professionals, care givers, offspring and other close contacts and its 248 
risks to the environment 249 


• If a risk to healthcare professionals, care givers, offspring and other close contacts with the product 250 
or its component, or with patients is identified, this risk should also be considered in the safety 251 
specification (this is based on the environmental risk assessment for instance). Replication-252 
competent virus /vector might persist in the patient for extended periods and can increase in 253 
amount. Therefore, the potential for shedding can be higher with replicating virus / vector and 254 
could result in a greater likelihood of transmission. For replicating virus / vector, analysis of 255 
molecular variants will also be important and could impact virus / vector shedding. Reference is 256 
made to ICH Considerations General Principles to Address Virus and Vector Shedding 257 
(EMEA/CHMP/ICH/449035/2009). 258 


• A gene therapy medicinal product containing or consisting of a genetically modified organism (GMO) 259 
capable of replication and dissemination or transmission can pose a risk of being transmitted into 260 
the environment. Adverse effects may be related to inserted genes and their products, but also to 261 
an unforeseen change of the host range or tissue tropism, infectivity, virulence, or latency of the 262 
generated GMO. All these effects have to be taken into account, either by making theoretical 263 
assumptions based on known science or by experimentally assessing pre-requisites or 264 
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consequences of such effects. Reference is made to the guideline on scientific requirements for the 265 
environmental risk assessment of gene therapy medicinal products 266 
(EMEA/CHMP/GTWP/125491/2006). 267 


• Specific parent-child risks, for instance foetal transmission (of vectors, biologically active 268 
substances, cells, infectious agents, etc.), transmammary exposure of children for lactating women 269 
(to vectors, biologically active substances, cells, infectious agents, etc.). 270 


For the identification of the risks in the RMP, a cross reference can be made to the relevant section of 271 
the CTD dossier where these aspects are addressed. 272 


5.2.  Safety specifications 273 


Based on the examples of safety concerns listed above, applicants should set up the safety 274 
specifications which consist of a summary of the important identified and potential risks and potentially 275 
missing information. Additional guidance on safety specifications can be found in the GVP- module V –276 
Risk management Systems. 277 


This could include as appropriate: 278 


• Transmission of infectious agents to the patient and to close contacts. 279 


• Treatment failure (e.g. graft dysfunction and/or rejection), impossibility of re-treatment.   280 


• Harm due to medication errors/maladministration.  281 


• Induction of autoimmunity or immunogenic reactions. 282 


• Induction of malignancies/tumour formation.  283 


• Impossibility of discontinuing or removal of the product in case of emerging risks. 284 


• Potential of the vector for latency and reactivation, integration of genetic material into host 285 
genome, prolonged expression of the transgene, altered expression of the host’s genes, activation 286 
of oncogenes, potential for germline integration. 287 


• Unwanted tissue formation including abnormal cell proliferation. 288 


6.  Pharmacovigilance activities 289 


For ATMPs, additional pharmacovigilance activities may be introduced to identify, characterise or 290 
quantify a safety hazard, to measure the effectiveness of risk-management measures or to investigate 291 
missing information. The performance of pharmacovigilance activities should include the following 292 
considerations: 293 


• Any specific aspects of routine pharmacovigilance if applicable, e.g. any increased requirements 294 
with regards to spontaneous reports, follow-up reports, specific methodology for signal detection. 295 
Reference is made to GVP Module VI – Management and reporting of adverse reactions to medicinal 296 
products. 297 


• Active surveillance should often be put in place, particularly when the ATMP is expected to be used 298 
in “centres of excellence” that could serve as sentinel sites. Surveillance could potentially be 299 
accommodated within disease registries hosted by such centres; this would permit the product to 300 
be evaluated in the context of other treatments and the disease more broadly.  301 
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• In the case of ATMPs that contain tissues and/or cells, use of traceability data1  for surveillance 302 
purposes (e.g. an established registry of batches of products distributed to a particular centre and 303 
its record linkage to the pharmacovigilance database of reports received from that centre).   304 


 305 
The MAH should also consider appropriate measures to ensure the follow-up of patients for potential 306 
cases where the MA ceases to exist.  307 


7.  Risk minimisation measures 308 


7.1.  Routine risk minimisation measures  309 


The routine risk minimisation measures refer to the management of risks as explained and minimised 310 
in the SmPC, the package leaflet, the labelling, the pack size and design and the legal (prescription) 311 
status of the product. Cross-references can be made to the section of the CTD dossier where these 312 
aspects are addressed. Reference is made to the guideline on Summary Product Characteristics 313 
(SmPC).   314 


7.2.  Additional risk minimisation measures 315 


Based on the existing tools and feasible approaches to risk minimisation, this section describes 316 
examples of additional risk minimisation measures that could be considered to reduce some particular 317 
risks. It is stressed that the list is not exhaustive and that the examples are to be considered as 318 
appropriate depending on the specific product subject to the risk mitigation. Reference is made to GVP 319 
Module XVI– Risk minimisation measures: selection of tools and effectiveness indicators. 320 


 Administration site where the patient is treated 7.2.1. 321 


In order to reduce the risks associated with the administration of the ATMP, the use of a controlled 322 
access programme by selecting accredited centres and adequately trained and experienced physicians 323 
might be necessary. Selection and accreditation of specialised centres by MAHs and/or NCAs, possibly 324 
in cooperation with an appropriate medical organisation might also be part of the risk minimisation 325 
plan. When the ATMP is only available in one or a few specialised centres in specific countries, 326 
considerations should be taken into account with regards to the follow-up of patients and awareness of 327 
physicians. 328 


 Educational programme 7.2.2. 329 


Educational programmes based on targeted communication could be developed to supplement the 330 
information in the SmPC and PL. Reference is made to GVP Module XVI - Risk minimisation measures. 331 


Educational materials for treating physicians relating to:  332 


• the conditioning of the patient (e.g. in oncology, bone marrow transplant). 333 


                                           
1 Traceability obligations are laid down in Article 15 of Regulation (EC) No 1394/20017 and 
are further developed in Section 6.6 of the European Commission Guidelines on Good 
Manufacturing Practice specific to Advanced Therapy Medicinal Products. 
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• the handling, product reconstitution, administration and product and/or implant trimmings disposal. 334 
To this effect, a surgical checklist and adequate Standard Operating Procedure (SOP) could be put 335 
in place. These should be in line with the Product Information and further detailed to ensure the 336 
effective and safe use of the ATMP. Training on the basis of the educational materials may be a 337 
requirement for the accreditation of healthcare establishments for the use of the product.  338 


• the product characteristics and expected adverse reactions both associated with conditioning, 339 
administration and those post-administration and management of adverse reactions (e.g. in the 340 
case of CAR-T cells, a close monitoring of patients should take place to monitor for signs of 341 
Cytokine Release Syndrome so that immediate treatments can be given). 342 


• clinical follow-up (e.g. need for rehabilitation and the detailed program).  343 


• traceability aspects (e.g. recording batch number information in patient´s charts and on the 344 
patient´s alert card, providing batch number when reporting adverse reactions).  345 


• Health Care Professional (HCPs) protection measures based on the environmental risk assessment. 346 


• patients’ protection, including – where appropriate- on mechanisms to ensure that patients are 347 
informed of the risks - on reporting of patient clinical information, treatment outcomes and adverse 348 
effects in the relevant disease registry. 349 


Educational materials for pharmacists relating to: 350 


• the product receipt and storage, the procedure for the reconstitution (e.g. when performed at a 351 
hospital’s pharmacy), handling and disposal of the ATMP. 352 


Educational materials for patients (and/or caregivers) relating to: 353 


• brochures highlighting the important safety risks, such as adverse events and environmental risks 354 
(e.g. shedding) related to the ATMP. 355 


• patient alert cards in line with GVP Module XVI - Risk minimisation measures: selection of tools and 356 
effectiveness indicators. There should be a batch recording on the alert card to facilitate the 357 
reporting of adverse events.  358 


• a description of the administration process and treatment process.  359 


• the importance of reporting adverse drug reactions.  360 


• the importance of reporting other information arising from the disease registry that are relevant for 361 
the ATMP.  362 


Educational  materials for support personnel, family and caregivers relating to: 363 


• early symptoms of important identified or potential risks, clinical follow-up procedures and post-364 
treatment care and recommendation, or related to the accidental transmission of the vectors from 365 
patient to close contacts or caregivers through shedding. 366 


When applicable, an English draft version of the educational materials should be submitted for 367 
evaluation and agreed as part of the marketing authorisation application. This will serve as a basis for 368 
the implementation with the NCAs in the Members States.   369 
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7.3.  Effectiveness of the risk minimisation measures 370 


Specific tools to measure effectiveness of risk minimisation via objective criteria can accompany the 371 
risk minimisation activity. Reference is made to GVP Module XVI - Risk minimisation measures: 372 
selection of tools and effectiveness indicators. In general all relevant data that is generated and comes 373 
to the knowledge of the MAH post-marketing should be used to evaluate the effectiveness of the RMP. 374 


Examples may include: 375 


• If there is a trend reflecting a large number of adverse events that may be associated to the 376 
administration procedure, there needs to be consideration whether the training material is adequate 377 
and should be updated.  378 


• If an educational plan is in place, testing the knowledge and skills of the target audience that 379 
should have been improved by the particular educational plan can be conducted and evaluated 380 
when there is a reason for concern. 381 


8.  Efficacy and safety follow-up   382 


8.1.  Introduction   383 


Safety and Efficacy (S&E) follow-up data generated during development is expected to be provided as 384 
much as possible to support the marketing authorisation application. There should be sufficient long-385 
term S&E data generated in order to enable an adequate benefit-risk assessment of the products in 386 
line with the ATMP Regulation. When applicable, the remaining uncertainties around S&E as applicable 387 
at the time of MA will determine the extent, objectives and the design of the post-marketing S&E 388 
studies and according to Article 14 of the ATMP Regulation.  389 


When studies are imposed at the time of granting the MA, the following information in this section 390 
should be taken into consideration for the design of these post-authorisation studies which can 391 
comprise extension phases of pre-authorisation trials, additional clinical trials and / or other 392 
observational studies which can be conducted based on the registry data. 393 


All developers are encouraged to plan the development of the product holistically, considering data 394 
generation in the post-authorisation phase in addition to data obtained pre-authorisation. ATMP 395 
developers should ensure that the patients enrolled in clinical trials (starting at phase I) or in 396 
compassionate use are appropriately followed-up to allow generation of long-term S&E data. The use 397 
of disease registries or other data sources for collecting long-term S&E data should be considered early 398 
in the development process so that appropriate plans are in place by the time the MA is granted. In 399 
this regard, it is very important that appropriate agreements are in place between different parties 400 
(e.g. hospitals, registry owners, patients and ATMPs developers) to allow the legitimate use of patients’ 401 
data collected in clinical trials (different sponsor), compassionate use programmes or through 402 
registries for specific regulatory purposes. Informed consent forms should be signed by patients to 403 
allow for these data to be provided for regulatory purposes.  404 


Recommended clinical follow-up in the form of laboratory and clinical investigations for patients treated 405 
with the product should be described in the SmPC and package leaflet (e.g. annual visits 406 
recommended in order to conduct a complete blood count with differential, biochemistry and thyroid 407 
stimulating hormone in the view of detecting any tumour formation). Reference is made to the 408 
guideline on follow-up of patients administered with gene therapy medicinal products 409 
(EMEA/CHMP/GTWP/60436/2007). Where possible, S&E follow-up studies should be combined. These 410 
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recommendations should always take into account existing general guidelines for clinical follow-up of 411 
patients continuing in an extension study and in post-authorisation studies. Therefore, when designing 412 
a post-authorisation study, it is always necessary to take into account any existing requirements and 413 
guidelines for follow-up of subjects in clinical trials, as well as the follow-up system that was, or still is, 414 
in place for subjects of clinical trials with the particular ATMP. 415 


The objectives of the S&E follow-up should be based on the ATMP characteristics and its intended 416 
indication. For the safety aspects, these should be based on the important risks or missing information 417 
identified for the ATMP (please refer to section 5).   418 


While the objective of long-term safety follow-up is structured according to the categories of ATMPs 419 
defined in accordance with Regulation (EC) No 1394/2007 (somatic cell therapy, gene therapy, tissue 420 
engineered and combined ATMPs), it is stressed that S&E issues are more related to specific 421 
characteristics of these products than to the product classification. Accordingly, developers should 422 
consider which type of measure is most appropriate for the specific product. For example, most 423 
genetically modified cells will be classified as a gene therapy medicinal product, but in some cases they 424 
may be classified as cell therapies, when their therapeutic effect is not linked to the recombinant 425 
nucleotide sequence. However, in both instances the active substance is based on genetic modification 426 
which in turn requires specific follow-up for S&E.  427 


When designing S&E follow-up studies, applicants should consider ICH E9, E10 and the EMA scientific 428 
guidance on post-authorisation efficacy studies (PAES) and GVP Module VIII- Post-authorisation safety 429 
studies as appropriate. Cell and gene therapy clinical guidelines in general specifically the guideline on 430 
the risk-based approach according to annex I, part IV of Directive 2001/83/EC applied to Advanced 431 
therapy medicinal products, the reflection paper on in-vitro cultured chondrocyte containing products 432 
for cartilage repair of the knee (EMA/CAT/CPWP/568181/2009) and the reflection paper on clinical 433 
aspects related to tissue engineered products (EMA/CAT/573420/2009).  434 


8.2.  Methodological considerations     435 


Given the nature of some ATMPs and the characteristics of certain diseases being targeted by ATMPs, 436 
only limited efficacy data may be available at the time of the marketing authorisation application (e.g. 437 
slow dynamics of the disease and effects of the treatment, rare diseases, etc). Comprehensive 438 
evidence of efficacy, including for example maintenance of clinical benefit, evidence of benefit on long-439 
term clinical outcomes and evidence of a cure may need several years of follow-up. As a consequence, 440 
there might be situations that require obtaining data on long-term durability of efficacy and / or the 441 
manifestation of efficacy in a “real-life” setting.  442 


As provided for, under Article 14 of the ATMP Regulation, as part of the marketing authorisation 443 
application, applicants are to consider measures to ensure the follow-up of efficacy of ATMPs and of 444 
adverse reactions thereto. This may be addressed in a post-authorisation study which should be 445 
designed and conducted to give interpretable results which could impact on the licensing status or 446 
product labelling. The choice of study design will be based on the scientific uncertainty to be 447 
addressed. Any post-authorisation efficacy study should be designed and conducted to be feasible and 448 
ethically acceptable to allow collection of reliable and interpretable results in relation to its primary 449 
objective. The scientific guidance on PAES covers, at a high level, aspects with regards to the 450 
methodology to follow in order to design efficacy studies. Structured thinking and justification is 451 
promoted, firstly to precisely define the study objective(s) (see 8.3 and 8.4), then to consider the 452 
appropriate study design (e.g. randomised controlled trial, observational studies (e.g. case control 453 
study, cohort study, etc…)) and the data source to use (e.g. clinical trial, registry, healthcare database, 454 
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use of external controls etc.), and finally to define a statistical analysis plan which will obtain a reliable 455 
estimate of the effect.      456 


Comprehensive methodological guidance on the design of clinical trials and observational studies in the 457 
post-authorisation setting is outside the scope of this guideline. Scientific guidelines are already 458 
available (as outlined in section 3), and should be consulted in relation to the following considerations: 459 
(i) study design; (ii) the type of product; and (iii) specific therapy-areas.   460 


Number of patients for follow-up: 461 


S&E follow-up may be required for all recipients of an ATMP. Based on the epidemiology of the target 462 
population (disease), the objectives and endpoints chosen for S&E follow-up and the anticipated 463 
frequency of adverse drug reactions, all exposed patients may be followed or follow-up might be 464 
limited either to a defined subset of patients relevant to the objective or to the proportion of those 465 
exposed that is adequate to collect sufficient data to address the identified research question.  466 


When a subset of exposed patients is used, scientific justification should be provided. A subset is 467 
normally not acceptable for medicinal products in orphan diseases due to the low number of exposed 468 
subjects. In many cases, ATMPs are developed in indications for which there are a limited number of 469 
patients. For these cases the principles described in the guideline on clinical trials in small populations 470 
should be carefully considered (CHMP/EWP/83561/2005).  471 


Where long-term follow-up is required to address the study objective (e.g. long-term safety), efforts 472 
should be made to ensure that the number of patients enlisted considers any implications for the 473 
potential withdrawal of patients over the years of follow-up.  474 


Duration of follow-up: 475 


The duration of the S&E follow-up can only be established on a case by case basis (e.g. it is expected 476 
to be longer for example if the maintenance of effect has to be demonstrated or late adverse reactions 477 
can occur e.g. insertional oncogenesis). It is therefore advisable to follow the patients in clinical trials, 478 
clinical trials extensions, or compassionate use programmes until the granting of the marketing 479 
authorisation, and beyond, if those patients can contribute data to address questions on long-term 480 
S&E. For gene therapy medicinal products using integrating vectors or have the potential for latency 481 
followed by reactivation, it is usually expected to follow the patients up to 15 years. The duration of 482 
the S&E follow-up will be agreed at the time of marketing authorisation and then reviewed when data 483 
from the post-authorisation studies become available.  484 


Building on the clinical trial experience for the design of the post-authorisation study, detection of early 485 
complications (infectious diseases, complications linked to the related surgical procedures) and late 486 
complications (malignant diseases, emerging diseases, etc.) are likely to need different approaches to 487 
trial design and analysis. Moreover, they need to be considered in conjunction with the possible 488 
gradual increase or decrease of efficacy of the administered product over time. Design of the studies 489 
needs to take into account such dynamics, and good medical practice that may require specific timing 490 
of procedures, treatment adjustments, and laboratory investigations to be tailored for individual 491 
patients. Reasons for discontinuation of therapy or discontinuation of follow-up, and cases of re-492 
administration or re-initiation of therapy are of particular interest for efficacy follow-up. Where 493 
relevant, research questions should be framed to be clear on which effect of treatment is of interest in 494 
respect of these different events. 495 


Considerations on trial design: 496 
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Methodological approaches that are promoted in pre-authorisation clinical trials to ensure reliable 497 
estimates of effect, such as randomisation and pre-specification, are equally relevant in the post-498 
authorisation setting.   499 


S&E studies should use usual clinical practice for follow-up whenever compatible with the trial 500 
objectives and methodological design, to limit additional procedures and interventions. This should 501 
enable wider use of pragmatic trials and observational studies.  502 


The choice of endpoints will be determined by the agreed scientific objective of the study and depend 503 
on the nature of the product. For example, for tissue engineered products, structural endpoints such as 504 
the tissue functionality and structural aspects of the regenerated, repaired and/or replaced tissue, as 505 
well as their persistence in the human body are specific attributes of these products and are relevant.    506 


When feasible and when appropriate, long-term S&E studies should normally be of comparative design 507 
(reference is given to ICH Topic E10 Choice of Control Group in Clinical Trials). The choice of 508 
comparator (e.g. surgery, standard-of-care treatment, historical controls) or lack thereof should be 509 
justified (e.g. in the case of gene therapy medicinal product intended for a curative effect). It is 510 
acknowledged that changes in the standard of care over time may influence the conduct of such 511 
studies. In these situations, the integration of studies within disease registries may be of value in 512 
elucidating standard-of-care treatment, especially where this may differ between countries, in 513 
providing historical controls, and in permitting the inclusion of patient-reported outcomes.  514 


Similarly to conventional medicinal products, feasibility aspects, such as design and duration, should 515 
be taken into consideration when designing post-authorisation studies. An observational study, 516 
perhaps in a healthcare database or disease registry may be more feasible than a controlled clinical 517 
trial to investigate incidence of a rare adverse event or clinical outcome in the long-term or in an 518 
orphan indication where there is a limited number of patients. An “explanatory” clinical trial will be 519 
more appropriate where a high degree of internal validity is required to minimise the risk of errors and 520 
biases influencing the results, though options for internal control groups might be limited. A 521 
‘pragmatic’ trial will be more relevant for some trial objectives offering more opportunity to use 522 
existing databases or disease registries as a data source and might permit longer-term follow-up, while 523 
preserving the benefits of randomisation.  524 


8.3.  Objectives for long-term follow-up for efficacy  525 


Specific considerations relevant to ATMPs might include: 526 


• When cells or tissues are expected to engraft and exert a therapeutic effect after engraftment, 527 
studies to assess the duration of the effect/efficacy in the patient might be related to e.g. cell 528 
persistence or to metabolic events as result of cell engraftment. Longer follow-up may be 529 
required to fully assess the duration of efficacy and at which point the replaced tissue 530 
becomes/continues to be fully functional.  531 
 532 


• Cell therapy medicinal products with a short shelf life may require an efficacy follow-up system 533 
that monitors dynamics of efficacy. In addition, information on the need for re-administration 534 
can be collected. 535 
 536 


• Immunogenicity aspects are also a critical point to consider for efficacy assessment of a cell 537 
based product. Depending on the origin and on the manipulation of the cells during the 538 
manufacturing process, acute or chronic rejection needs to be considered as a risk. Immune 539 
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response may be either deleterious for long term therapeutic effect or, alternatively, constitute 540 
the basis of the therapeutic benefit and therefore its maintenance should be documented. 541 
 542 


• The evaluation of the long term efficacy is also a key issue for gene therapy as studies in the 543 
pre-marketing setting are typically carried out in a limited number of patients and with limited 544 
duration. Sustainability of efficacy over time can only be answered by long-term efficacy 545 
follow-up post-marketing. The form and length of such follow-up will depend on the disease, 546 
the mode of administration of the product and the immune response to the therapeutic protein. 547 
All these points should be considered in addressing efficacy concerns for PAES.  548 
 549 


• If combined ATMPs are used, the efficacy may rely on the suitability and persistence of the 550 
medical device part of the product. Therefore, this should be part of the evaluation of the long-551 
term efficacy of the product when needed. 552 


 553 
When establishing long-term efficacy, the use of comparator(s) has to be carefully considered in order 554 
to allow for a proper evaluation of the effect of the ATMP. Biomarkers can be used to learn more about 555 
differential efficacy or benefit-risk across strata of the disease (e.g. by mutation status or other 556 
disease classification) or based on a targeted mechanism of action of the ATMP. Reference is made to 557 
ICH E16 Genomic biomarkers related to drug response: context, structure and format of qualification 558 
submissions (EMA/CHMP/ICH/380636/2009), the guideline on key aspects for the use of 559 
pharmacogenomics in the pharmacovigilance of medicinal products (EMA/CHMP/281371/2013), the 560 
qualification of novel methodologies for drug development: guidance to applicants 561 
(EMA/CHMP/SAWP/72894/2008), as well as the guideline on the evaluation of anticancer medicinal 562 
products in man (EMA/CHMP/205/95/rev.4).  563 


8.4.  Objectives for long-term follow-up for safety  564 


As a consequence of the identification and evaluation of the risks pre-marketing should guide the 565 
objectives of safety follow-up post-marketing. To help identify the safety objectives for long term 566 
follow-up, the following examples are provided and based on the safety specifications which have been 567 
presented above. When cells or tissues are genetically modified, safety issues related to both cell-568 
based products and gene therapy medicinal products should apply. 569 


 For cell based products   8.4.1. 570 


Safety issues related to cell-based products will depend on the origin and manipulation of the cells. By 571 
means of illustration:  572 


• Monitoring long-term immunity and/or rejection in case of xenogeneic and allogeneic cells. 573 
However, long term immunity towards specific cell types or specific haplotypes should be 574 
considered for patients susceptible to receive organs, tissues or cells for future treatments.  575 


• Monitoring malignant transformation/mutagenesis in case of heavily manipulated cells in 576 
particular those that can differentiate into other lineages (e.g. mesenchymal stem cells, 577 
embryonic stem cells, iPSCs). This is particularly a concern for autologous cells that will not be 578 
rejected after transplantation.  579 


 For gene therapy   8.4.2. 580 


• The potential risk of insertional oncogenesis following integration of the recombinant genome is 581 
a key safety issue that should be evaluated in the case of gene therapy products where an 582 
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integrated vector is used. Reference is made to the reflection paper on management of clinical 583 
risks deriving from insertional mutagenesis (EMA/CAT/190186/2012).  584 


• Monitoring immunisation towards the therapeutic protein expressed and vector is a specific 585 
issue which should be considered.  586 


• When applicable, monitoring of complex administration of the product in direct in vivo gene 587 
therapy (e.g. direct multiple injections in the brain via burr holes) should be considered in 588 
order to assess the administration in routine use as it is not as closely monitored as a clinical 589 
trial. 590 


 For combined ATMPs    8.4.3. 591 


• With regards to combined ATMPs, any issues identified during the marketing authorisation 592 
evaluation that require follow-up should be addressed. This includes, for example, the capacity 593 
of the medical device to retain its therapeutic function or to maintain a sufficient level of 594 
integrity needed to ensure the safety of the combined ATMP (e.g. when allogeneic/xenogeneic 595 
cells are contained in a close compartment in the recipient). Premature alteration in the 596 
structure of the medical device may result in safety issues related to leaking of cells or tissues 597 
in the recipient’s body.  598 


 Other considerations on safety follow-up  8.4.4. 599 


When a need for safety follow-up of close contacts and offspring is identified, feasibility is an important 600 
feature in the design of such a study.  601 


 602 


9.  Management and reporting of adverse reactions and 603 
PSURs 604 


Reference is made to GVP module VI- Management and reporting of adverse reactions to medicinal 605 
products.  606 


The following points should be considered in particular for ATMPs: 607 


• Adverse reaction reports which do not contain the batch number of the ATMP product should be 608 
followed-up to obtain this information to enable traceability of reports to product.  609 


• Signal detection and monitoring should be optimised for identifying new risks and any changes in 610 
existing risks. Transmission and occupational exposure should be monitored, as described in GVP 611 
Module IX - signal management.   612 


• Signal monitoring should encompass detection of safety signals for any conditioning/pre-treatment 613 
(e.g. any adverse events associated with regimes required prior to bone marrow aspiration or stem 614 
cell transplantation).  615 


• Signal monitoring should also include adverse events related to administration procedures, surgical 616 
procedure and follow-up treatment (e.g. arthroscopy). 617 


• In the case of a medical device which is not contained within the product e.g. extracorporeal 618 
devices containing cell therapy medicinal products, adverse events related to the device 619 
performance should be reported. 620 
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With regards to PSURs, reference is made to GVP Module VII – Periodic safety update report. 621 


10.  Compliance monitoring 622 


MAHs are required to monitor compliance with pharmacovigilance obligations according to Article 11 of 623 
Regulation (EC) No 520/2012. National competent authorities should conduct, in coordination with 624 
EMA, pharmacovigilance inspections, as described in GVP module III – Pharmacovigilance inspections. 625 
Reference is also made to GVP module IV - Pharmacovigilance audits. 626 


EMA must inform the European Commission about issues of non-compliance, including non-compliance 627 
with risk management plans pursuant to Article 14(3) of Regulation (EC) No 1394/2007. The European 628 
Commission may impose financial penalties for infringement of certain obligations in connection with 629 
MAs according to Regulation (EC) No 658/2007. In addition, if the breach of the obligations imposed 630 
has an impact on the benefit-risk of the product, the marketing authorisation may be suspended or the 631 
product information revised. 632 
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