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http://www.ema.europa.eu/ema/index.jsp?curl=pages/partners_and_networks/general/general_content_000219.jsp&mid=
WC0b01ac058003174e 
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EU  

Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 on the 
approximation of the laws, regulations and administrative provisions of the Member States 
relating to the implementation of good clinical practice in the conduct of clinical trials on 
medicinal products for human use (Clinical Trials Directive) 
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2001_20/dir_2001_20_en.pd
f 

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 (Community Code for medicinal 
products) 
http://ec.europa.eu/health//sites/health/files/files/eudralex/vol-1/dir_2001_83_consol_2012/dir_2
001_83_cons_2012_en.pdf 
---  
Title III Placing on the market 
Title IV Manufacture and Importation 
Title V Labelling and Package Leaflet 
Title VI Classification of Medicinal Products 
Title VIII Advertising 

GCP  
Commission Directive 2005/28/EC of 8 April 2005 laying down principles and detailed 
guidelines for good clinical practice as regards investigational medicinal products for human 
use, as well as the requirements for authorisation of the manufacturing or importation of such 
products (GCP Directive) 
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2005_28/dir_2005_28_en.pd
f 

Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on 
clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC 
(Clinical Trials Regulation) 
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg_2014_536/reg_2014_536_en
.pdf 
---  

Directive 93/42/EEC of 14 June 1993 concerning medical devices 
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg_2014_536/reg_2014_536_en
.pdf 

Directive 90/385/EEC of 20 June 1990 concerning active implantable medical devices 
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:31990L0385&locale=en 
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Directive 98/79/EC of the European Parliament and of the Council of 27 October 1998 on vitro 
diagnostic medical devices  
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:31998L0079&locale=en 
 
  

 
 

 
7 MAI 2004. - Loi relative aux expérimentations sur la personne humaine 
http://www.ejustice.just.fgov.be/cgi_loi/change_lg.pl?language=fr&la=F&cn=2004050732&table
_name=loi 
 

 
30 JUIN 2004. - Arrêté royal déterminant des mesures d'exécution de la loi du 7 mai 2004 
relative aux expérimentations sur la personne humaine en ce qui concerne les essais cliniques 
de médicaments à usage humain.  
http://www.ejustice.just.fgov.be/cgi_loi/change_lg.pl?language=fr&la=F&cn=2004063030&table
_name=loi 
 

 
18 MARS 1999. - Arrêté royal relatif aux dispositifs médicaux.  
http://www.ejustice.just.fgov.be/cgi_loi/change_lg.pl?language=fr&la=F&cn=1999031834&table
_name=loi 
 
 

 
 

 
Arzneimittelgesetz, AMG 
https://www.gesetze-im-internet.de/amg_1976/ 
 
GCP  
GCP-Verordnung 
http://www.gesetze-im-internet.de/gcp-v/ 
 

 
Medizinproduktegesetz, MPG 
https://www.gesetze-im-internet.de/mpg/ 
 

 
Medizinprodukte-Klinische Prüfungsverordnung, MPKPV 
http://www.gesetze-im-internet.de/mpkpv/ 
 

 
Verordnung über das datenbankgestützte Informationssystem über Medizinprodukte des  
Deutschen Instituts für Medizinische Dokumentation und Information, DIMDIV 
http://www.gesetze-im-internet.de/dimdiv/ 
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Muster-)Berufsordnung für die in Deutschland tätigen Ärztinnen und Ärzte (Stand 2015) 
http://www.bundesaerztekammer.de/fileadmin/user_upload/downloads/pdf-Ordner/MBO/MBO_
02.07.2015.pdf 

 
http://www.bundesaerztekammer.de/fileadmin/user_upload/downloads/pdf-Ordner/MBO/MBO_
EN_Novellierung_2015.pdf 
 
 

 
 

Code de la santé publique  
 

 
Partie législative 
Première partie : Protection générale de la santé  
Livre Ier : Protection des personnes en matière de santé 
Titre II : Recherches impliquant la personne humaine  
https://www.legifrance.gouv.fr/affichCode.do;jsessionid=8605F964037513A59071A39B7025DB
FC.tpdila16v_2?idSectionTA=LEGISCTA000032722874&cidTexte=LEGITEXT000006072665&
dateTexte=20170401 

Chapitre Ier : Principes généraux relatifs aux recherches impliquant la personne humaine
Article L1121-1-L1121-17  

Chapitre II : Information de la personne qui se prête à une recherche impliquant la 
personne humaine et recueil de son consentement Article L1122-1-L1122-2  
Chapitre III : Comités de protection des personnes et autorité compétente Article 
L1123-1-L1123-14  
Chapitre IV : Dispositions particulières applicables aux essais cliniques de medicaments

Article L1124-1  
Chapitre V : Dispositions particulières à certaines recherches Article L1125-1-L1125-4  
Chapitre VI : Dispositions pénales Article L1126-1-L1126-12  

 
 

Titre V : Règles déontologiques et expertise sanitaire  
https://www.legifrance.gouv.fr/affichCode.do?idArticle=LEGIARTI000032411486&idSectionTA
=LEGISCTA000025104139&cidTexte=LEGITEXT000006072665&dateTexte=20170502 

Chapitre Ier : Liens d'intérêts et transparence (Articles L1451-1) 
Chapitre III : Avantages consentis par les entreprises 
Section 1 : Produits de santé à usage humain (Article L1453-1) 
Chapitre IV : Dispositions pénales (Articles L1454-1 à L1454-2) 

 
1  

Quatrième partie : Professions de santé 
Livre Ier : Professions médicales 
Titre Ier : Exercice des professions médicales  
https://www.legifrance.gouv.fr/affichCode.do;jsessionid=C124AEE181EE5361197062EF4DCDE
F3A.tpdila12v_1?idSectionTA=LEGISCTA000020891125&cidTexte=LEGITEXT000006072665
&dateTexte=20130418 

49



Chapitre III : Règles communes liées à l'exercice de la profession Article 
L4113-1-L4113-14  

 
 

 
Partie réglementaire  
Première partie : Protection générale de la santé 
Livre Ier : Protection des personnes en matière de santé 
Titre II : Recherches biomédicales 
Chapitre Ier : Principes généraux 
Section 1 : Définitions. (Articles R1121-1 à R1121-2) 
Section 2 : Dispositions financières. (Articles R1121-3 à R1121-3-1) 
Section 3 : Assurance des promoteurs de recherches (Articles R1121-4 à R1121-9) 
Section 4 : Conditions d'autorisation de certains lieux de recherche (Articles R1121-10 à 
R1121-15) 
Section 5 : Répertoire des recherches impliquant la personne humaine 
Section 6 : Fichier national des personnes qui se prêtent à des recherches biomédicales. (Article 
R1121-16) 
Chapitre II : Consentement de la personne 
Le présent chapitre ne comporte pas de dispositions réglementaires. 
Chapitre III : Comité de protection des personnes, commission nationale des recherches 
impliquant la personne humaine et autorité compétente 
Section 1 : Comités de protection des personnes 
Sous-section 1 : Conditions d'agrément (Articles R1123-1 à R1123-3) 
Sous-section 2 : Composition et nomination (Articles R1123-4 à R1123-10) 
Sous-section 3 : Organisation et fonctionnement (Articles R1123-11 à R1123-19-3) 
Sous-section 4 : Procédure d'avis. (Articles R1123-20 à R1123-26) 
Section 2 : Commission nationale des recherches impliquant la personne humaine 
Sous-section 1 : Missions (Article D1123-27) 
Sous-section 2 : Composition et nomination des membres (Articles D1123-28 à D1123-31) 
Sous-section 3 : Organisation et fonctionnement (Articles D1123-32 à D1123-36) 
Section 3 : Autorité compétente. (Articles R1123-37 à R1123-41) 
Section 4 : Modifications substantielles de la recherche. (Articles R1123-42 à R1123-44) 
Section 5 : Vigilance et mesures urgentes de sécurité 
Sous-section 1 : Vigilance. (Articles R1123-45 à R1123-61) 
Sous-section 2 : Mesures urgentes de sécurité. (Article R1123-62) 
Section 6 : Suspension, interdiction et fin de recherche. (Articles R1123-63 à R1123-68) 
Section 7 : Des informations communiquées par le promoteur (Articles R1123-69 à R1123-71) 
Chapitre IV : Dispositions particulières relatives aux essais cliniques portant sur le médicament 
(Article R1124-1) 
Chapitre V : Dispositions particulières à certaines recherches 
Section 1 : Recherches portant sur les produits composés en tout ou partie d'organismes 
génétiquement modifiés mentionnées à l'article L. 1125-3. 
Section 2 : Recherches mentionnées au 1° de l'article L. 1121-1 nécessitant une autorisation 
expresse portant sur les produits mentionnés aux articles L. 1125-1 à L. 1125-3 (Articles 
R1125-7 à R1125-13-1) 
Section 3 : Dispositions particulières aux recherches menées dans le cadre de la procréation 
médicalement assistée 
Sous-section 1 : Définitions et conditions particulières (Articles R1125-14 à R1125-20-1) 
Sous-section 2 : Vigilance (Articles R1125-21 à R1125-25) 
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Section 4 : Recherches intéressant la défense nationale (Article R1125-26) 
 
Livre IV : Administration générale de la santé 
Titre V : Règles déontologiques et expertise sanitaire 
Chapitre Ier : Liens d'intérêts et transparence 
Section 1 : Déclaration publique d'intérêts (Article R1451-1-L1451-4) 
 
 

 
 

 
Medical Research (Human Subjects) Act (“Wet medisch-wetenschappelijk onderzoek met 
mensen”, WMO)  
http://wetten.overheid.nl/BWBR0009408/2017-03-01 
 

 
Medical Devices Act (“Wet op de medische hulpmiddelen”, WMH)  
http://wetten.overheid.nl/BWBR0002697/2016-08-01 
 

 
Medical Devices Decree (“Besluit medische hulpmiddelen”, BMH)  
http://wetten.overheid.nl/BWBR0007307/2016-10-06 
 

 
Active Implants Decree (“Besluit actieve implantaten”, BAI)  
http://wetten.overheid.nl/BWBR0006060/2016-10-06 
 
 

 
 

 
The Medicines for Human Use (Clinical Trials) Regulations 2004 (SI 2004 No. 1031) 
http://www.legislation.gov.uk/uksi/2004/1031/contents/made 
 

 
The Medical Devices Regulations 2002 (SI 2002 No.618) 
http://www.legislation.gov.uk/uksi/2002/618/contents/made 
 
 

 
 
CFR:  
21 CFR 50 ( Protection of Human Subject) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt21.1.50&rgn=div5 
---  
 
21 CFR 54 ( Financial Disclosure for Clinical Investigators) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
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=pt21.1.54&rgn=div5 
 
21 CFR 56 ( Institutional Review Boards) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt21.1.56&rgn=div5 
 
21 CFR 312 ( Investigational New Drugs) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt21.5.312&rgn=div5 
---  
 
21 CFR 812 ( Investigational devices) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt21.8.812&rgn=div5 
---  
 
21 CFR 1271( Human Cells, Tissues, and Cellular and 
Tissue-based Products) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt21.8.1271&rgn=div5 
---  
 
42 CFR 50 (Policies of General Applicability)  
Subpart F—   Promoting Objectivity in Research  
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt42.1.50&rgn=div5#sp42.1.50.f 
---  
 
45 CFR 46 (Protection of Human Subjects) 
Subpart A—  Basic HHS Policy for Protection of 
Human Research Subjects 
Common Rule 

 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt45.1.46&rgn=div5#sp45.1.46.a 
( ) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=20170119y1.194 
---  
 
45 CFR 94 (  Responsible Prospective Contractors) 
https://www.ecfr.gov/cgi-bin/text-idx?SID=96c73b8da94aee2039b26e32f2f5fd86&mc=true&node
=pt45.1.94&rgn=div5 
---  
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EEU 
 
Regulation (EU) No 536/2014 of The European Parliament and of the Council of 16 
April 2014 on clinical trials on medicinal products for human use, and repealing 
Directive 2001/20/EC 
 
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 (Title 
III-VIII) 
 
 
USA 
Code of Federal Regulations  eCFR  
Title 21 Food and Drugs 

Chapter 1 Subchapter A Part 50  Protection of Human Subjects 
Chapter 1 Subchapter D Part 312 Investigational New Drug Application 
Chapter 1 Subchapter H Part 812 Investigational Device Exemptions 
Chapter 1 Subchapter L Part 1271   

Human Cells, Tissues, and Cellular and Tissue-based Products 
 
Title 42 Public Health 

Chapter 1 Subchapter D Part 50 Subpart F Promoting Objectivity in Research 
 
Title 45 Public Welfare 
Title 45  Public Welfare   
Subtitle A  Department of Health and Human Services 
Subchapter A  General Administration 

Part 94 Responsible Prospective Contractors 
 
 [Common Rule, revised version expected] 
Part 46 Protection of Human Subjects 
Subpart A  Basic HHS Policy for Protection of Human Research Subjects 

Amendment(s) published January 19, 2017, in 82 FR 7273 
Effective Dates: January 19, 2018  
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I 

(Legislative acts) 

REGULATIONS 

REGULATION (EU) No 536/2014 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL 

of 16 April 2014 

on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC 

(Text with EEA relevance) 

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE EUROPEAN UNION, 

Having regard to the Treaty on the Functioning of the European Union, and in particular Articles 114 and 168(4)(c) 
thereof, 

Having regard to the proposal from the European Commission, 

After transmission of the draft legislative act to the national parliaments, 

Having regard to the opinion of the European Economic and Social Committee (1), 

After consulting the Committee of the Regions, 

Acting in accordance with the ordinary legislative procedure (2), 

Whereas: 

(1)  In a clinical trial the rights, safety, dignity and well-being of subjects should be protected and the data generated 
should be reliable and robust. The interests of the subjects should always take priority over all other interests. 

(2)  In order to allow for independent control as to whether these principles are adhered to, a clinical trial should be 
subject to prior authorisation. 

(3)  The existing definition of a clinical trial as contained in Directive 2001/20/EC of the European Parliament and of 
the Council (3) should be clarified. For that purpose, the concept of clinical trial should be more precisely defined 
by introducing the broader concept of ‘clinical study’ of which the clinical trial is a category. That category 
should be defined on the basis of specific criteria. This approach takes due account of international guidelines, 
and is in line with the Union law governing medicinal products, which builds on the dichotomy of ‘clinical trial’ 
and ‘non-interventional study’. 

(4)  Directive 2001/20/EC aims to simplify and harmonise the administrative provisions governing clinical trials in 
the Union. However, experience shows that a harmonised approach to the regulation of clinical trials has only 
been partly achieved. This makes it in particular difficult to perform a given clinical trial in several Member 

27.5.2014 L 158/1 Official Journal of the European Union EN     

(1) OJ C 44, 15.2.2013, p. 99. 
(2) Position of the European Parliament of 3 April 2014 (not yet published in the Official Journal) and decision of the Council of 14 April 

2014. 
(3) Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 on the approximation of the laws, regulations and 

administrative provisions of the Member States relating to the implementation of good clinical practice in the conduct of clinical trials on 
medicinal products for human use (OJ L 121, 1.5.2001, p. 34). 

55



States. Scientific development, however, suggests that future clinical trials will target more specific patient popula
tions, such as subgroups identified through genomic information. In order to include a sufficient number of 
patients for such clinical trials it may be necessary to involve many, or all, Member States. The new procedures 
for the authorisation of clinical trials should stimulate the inclusion of as many Member States as possible. There
fore, in order to simplify the procedures for the submission of an application dossier for the authorisation of a 
clinical trial, the multiple submission of largely identical information should be avoided and replaced by the 
submission of one application dossier to all the Member States concerned through a single submission portal. 
Given that clinical trials carried out in a single Member State are equally important to European clinical research, 
the application dossier for such clinical trials should also be submitted through that single portal. 

(5)  As regards Directive 2001/20/EC, experience also indicates that the legal form of a Regulation would present 
advantages for sponsors and investigators, for example in the context of clinical trials taking place in more than 
one Member State, since they will be able to rely on its provisions directly, but also in the context of safety 
reporting and labelling of investigational medicinal products. Divergences of approach among different Member 
States will be therefore kept to a minimum. 

(6) The Member States concerned should cooperate in assessing a request for authorisation of a clinical trial. This co
operation should not include aspects of an intrinsically national nature, such as informed consent. 

(7)  In order to avoid administrative delays for starting a clinical trial, the procedure to be used should be flexible and 
efficient, without compromising patient safety or public health. 

(8)  The timelines for assessing an application dossier for clinical trials should be sufficient to assess the file while, at 
the same time, ensuring quick access to new, innovative treatments and ensuring that the Union remains an 
attractive place for conducting clinical trials. Against this background, Directive 2001/20/EC introduced the 
concept of tacit authorisation. This concept should be maintained in order to ensure that timelines are adhered 
to. In the event of a public health crisis, Member States should have the possibility to assess and authorise a clin
ical trial application swiftly. No minimal timelines for approval should therefore be established. 

(9)  Clinical trials for the development of orphan medicinal products as defined in Regulation (EC) No 141/2000 of 
the European Parliament and of the Council (1) and of medicinal products addressed to subjects affected by 
severe, debilitating and often life-threatening diseases affecting no more than one person in 50 000 in the Union 
(ultra-rare diseases) should be fostered. 

(10)  Member States should efficiently assess all clinical trials applications within the given timelines. A rapid yet in- 
depth assessment is of particular importance for clinical trials concerning medical conditions which are severely 
debilitating and/or life threatening and for which therapeutic options are limited or non-existent, as in the case of 
rare and ultra-rare diseases. 

(11)  The risk to subject safety in a clinical trial mainly stems from two sources: the investigational medicinal product 
and the intervention. Many clinical trials, however, pose only a minimal additional risk to subject safety compared 
to normal clinical practice. This is particularly the case where the investigational medicinal product is covered by 
a marketing authorisation, that is the quality, safety and efficacy has already been assessed in the course of the 
marketing authorisation procedure" or, if that product is not used in accordance with the terms of the marketing 
authorisation, that use is evidence- based and supported by published scientific evidence on the safety and effi
cacy of that product, and the intervention poses only very limited additional risk to the subject compared to 
normal clinical practice. Those low-intervention clinical trials are often of crucial importance for assessing stand
ard treatments and diagnoses, thereby optimising the use of medicinal products and thus contributing to a high 
level of public health. Those clinical trials should be subject to less stringent rules, as regards monitoring, require
ments for the contents of the master file and traceability of investigational medicinal products. In order to ensure 
subject safety they should however be subject to the same application procedure as any other clinical trial. The 
published scientific evidence supporting the safety and efficacy of an investigational medicinal product not used 
in accordance with the terms of the marketing authorisation could include high quality data published in scien
tific journal articles, as well as national, regional or institutional treatment protocols, health technology assess
ment reports or other appropriate evidence. 

27.5.2014 L 158/2 Official Journal of the European Union EN     

(1) Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16 December 1999 on orphan medicinal products 
(OJ L 18, 22.1.2000, p. 1). 
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(12)  The Recommendation of the Organisation for Economic Cooperation and Development (OECD) Council on the 
Governance of Clinical Trials of 10 December 2012 introduced different risk categories for clinical trials. Those 
categories are compatible with the categories of clinical trials defined in this Regulation as the OECD Categories A 
and B(1) correspond to the definition of a low-intervention clinical trial as set out in this Regulation, and the 
OECD Categories B(2) and C correspond to the definition of a clinical trial as set out in this Regulation. 

(13)  The assessment of the application for a clinical trial should address in particular the anticipated therapeutic and 
public health benefits (relevance) and the risk and inconvenience for the subject. In respect of the relevance, 
various aspects should be taken into account, including whether the clinical trial has been recommended or 
imposed by regulatory authorities in charge of the assessment of medicinal products and the authorisation of 
their placing on the market and whether surrogate end-points, when they are used, are justified. 

(14) Unless otherwise justified in the protocol, the subjects participating in a clinical trial should represent the popula
tion groups, for example gender and age groups, that are likely to use the medicinal product investigated in the 
clinical trial. 

(15)  In order to improve treatments available for vulnerable groups such as frail or older people, people suffering 
from multiple chronic conditions, and people affected by mental health disorders, medicinal products which are 
likely to be of significant clinical value should be fully and appropriately studied for their effects in these specific 
groups, including as regards requirements related to their specific characteristics and the protection of the health 
and well-being of subjects belonging to these groups. 

(16)  The authorisation procedure should provide for the possibility to extend the timelines for the assessment in order 
to allow the sponsor to address questions or comments raised during the assessment of the application dossier. 
Moreover, it should be ensured that, within the extension period, there is always sufficient time for assessing the 
additional information submitted. 

(17)  The authorisation to conduct a clinical trial should address all aspects of subject protection and data reliability 
and robustness. That authorisation should therefore be contained in a single administrative decision by the 
Member State concerned. 

(18)  It should be left to the Member State concerned to determine the appropriate body or bodies to be involved in 
the assessment of the application to conduct a clinical trial and to organise the involvement of ethics committees 
within the timelines for the authorisation of that clinical trial as set out in this Regulation. Such decisions are a 
matter of internal organisation for each Member State. When determining the appropriate body or bodies, 
Member States should ensure the involvement of laypersons, in particular patients or patients' organisations. 
They should also ensure that the necessary expertise is available. In accordance with international guidelines, the 
assessment should be done jointly by a reasonable number of persons who collectively have the necessary qualifi
cations and experience. The persons assessing the application should be independent of the sponsor, the clinical 
trial site, and the investigators involved, as well as free from any other undue influence. 

(19) The assessment of applications for the authorisation of clinical trials should be conducted on the basis of appro
priate expertise. Specific expertise should be considered when assessing clinical trials involving subjects in emer
gency situations, minors, incapacitated subjects, pregnant and breastfeeding women and, where appropriate, other 
identified specific population groups, such as elderly people or people suffering from rare and ultra rare diseases. 

(20)  In practice, sponsors do not always have all the information needed for submitting a complete application for 
authorisation of a clinical trial in all of the Member States where a clinical trial is eventually going to be 
conducted. It should be possible for sponsors to submit an application solely on the basis of documents assessed 
jointly by those Member States where the clinical trial might be conducted. 

(21) The sponsor should be allowed to withdraw the application for authorisation of a clinical trial. To ensure the reli
able functioning of the assessment procedure, however, an application for authorisation of a clinical trial should 
be withdrawn only for the entire clinical trial. It should be possible for the sponsor to submit a new application 
for authorisation of a clinical trial following the withdrawal of an application. 

27.5.2014 L 158/3 Official Journal of the European Union EN     
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(22)  In practice, in order to reach recruitment targets or for other reasons, sponsors may have an interest in extending 
the clinical trial to an additional Member States after the initial authorisation of the clinical trial. An authorisation 
mechanism should be provided to allow for such extension, while avoiding the re-assessment of the application 
by all the Member States concerned which were involved in the initial authorisation of the clinical trial. 

(23)  Clinical trials are usually subject to many modifications after they have been authorised. Those modifications may 
relate to the conduct, the design, the methodology, the investigational or auxiliary medicinal product, or the 
investigator or clinical trial site involved. Where those modifications have a substantial impact on the safety or 
rights of the subjects or on the reliability and robustness of the data generated in the clinical trial, they should be 
subject to an authorisation procedure similar to the initial authorisation procedure. 

(24)  The content of the application dossier for authorisation of a clinical trial should be harmonised in order to 
ensure that all Member States have the same information available and to simplify the application process for 
clinical trials. 

(25)  In order to increase transparency in the area of clinical trials, data from a clinical trial should only be submitted 
in support of a clinical trial application if that clinical trial has been recorded in a publicly accessible and free of 
charge database which is a primary or partner registry of, or a data provider to, the international clinical trials 
registry platform of the World Health Organization (WHO ICTRP). Data providers to the WHO ICTRP create and 
manage clinical trial records in a manner that is consistent with the WHO registry criteria. Specific provision 
should be made for data from clinical trials started before the date of application of this Regulation. 

(26)  It should be left to Member States to establish the language requirements for the application dossier. To ensure 
that the assessment of the application for authorisation of a clinical trial functions smoothly, Member States 
should consider accepting a commonly understood language in the medical field as the language for the docu
mentation not destined for the subject. 

(27)  Human dignity and the right to the integrity of the person are recognised in the Charter of Fundamental Rights 
of the European Union (the ‘Charter’). In particular, the Charter requires that any intervention in the field of 
biology and medicine cannot be performed without free and informed consent of the person concerned. Directive 
2001/20/EC contains an extensive set of rules for the protection of subjects. These rules should be upheld. 
Regarding the rules concerning the determination of the legally designated representatives of incapacitated 
persons and minors, those rules diverge in Member States. It should therefore be left to Member States to deter
mine the legally designated representatives of incapacitated persons and minors. Incapacitated subjects, minors, 
pregnant women and breastfeeding women require specific protection measures. 

(28) An appropriately qualified medical doctor or, where appropriate, a qualified dental practitioner should be respon
sible for all medical care provided to the subject, including the medical care provided by other medical staff. 

(29) It is appropriate that universities and other research institutions, under certain circumstances that are in accord
ance with the applicable law on data protection, be able to collect data from clinical trials to be used for future 
scientific research, for example for medical, natural or social sciences research purposes. In order to collect data 
for such purposes it is necessary that the subject gives consent to use his or her data outside the protocol of the 
clinical trial and has the right to withdraw that consent at any time. It is also necessary that research projects 
based on such data be made subject to reviews that are appropriate for research on human data, for example on 
ethical aspects, before being conducted. 

(30)  In accordance with international guidelines, the informed consent of a subject should be in writing. When the 
subject is unable to write, it may be recorded through appropriate alternative means, for instance through audio 
or video recorders. Prior to obtaining informed consent, the potential subject should receive information in a 
prior interview in a language which is easily understood by him or her. The subject should have the opportunity 
to ask questions at any moment. Adequate time should be provided for the subject to consider his or her deci
sion. In view of the fact that in certain Member States the only person qualified under national law to perform an 
interview with a potential subject is a medical doctor while in other Member States this is done by other profes
sionals, it is appropriate to provide that the prior interview with a potential subject should be performed by a 
member of the investigating team qualified for this task under the national law of the Member State where the 
recruitment takes place. 
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(31)  In order to certify that informed consent is given freely, the investigator should take into account all relevant 
circumstances which might influence the decision of a potential subject to participate in a clinical trial, in particu
lar whether the potential subject belongs to an economically or socially disadvantaged group or is in a situation 
of institutional or hierarchical dependency that could inappropriately influence her or his decision to participate. 

(32)  This Regulation should be without prejudice to national law requiring that, in addition to the informed consent 
given by the legally designated representative, a minor who is capable of forming an opinion and assessing the 
information given to him or her, should himself or herself assent in order to participate in a clinical trial. 

(33)  It is appropriate to allow that informed consent be obtained by simplified means for certain clinical trials where 
the methodology of the trial requires that groups of subjects rather than individual subjects are allocated to 
receive different investigational medicinal products. In those clinical trials the investigational medicinal products 
are used in accordance with the marketing authorisations, and the individual subject receives a standard treatment 
regardless of whether he or she accepts or refuses to participate in the clinical trial, or withdraws from it, so that 
the only consequence of non-participation is that data relating to him or her are not used for the clinical trial. 
Such clinical trials, which serve to compare established treatments, should always be conducted within a single 
Member State. 

(34)  Specific provisions should be defined for the protection of pregnant and breastfeeding women participating in 
clinical trials and in particular when the clinical trial does not have the potential to produce results of direct 
benefit to her or to her embryo, foetus or child after birth. 

(35) Persons performing mandatory military service, persons deprived of liberty, persons who, due to a judicial deci
sion, cannot take part in clinical trials, and persons, who due to their age, disability or state of health are reliant 
on care and for that reason accommodated in residential care institutions, that is accommodations providing an 
uninterrupted assistance for persons who necessitate such assistance, are in a situation of subordination or factual 
dependency and therefore may require specific protective measures. Member States should be allowed to maintain 
such additional measures. 

(36) This Regulation should provide for clear rules concerning informed consent in emergency situations. Such situ
ations relate to cases where for example a patient has suffered a sudden life-threatening medical condition due to 
multiple traumas, strokes or heart attacks, necessitating immediate medical intervention. For such cases, interven
tion within an ongoing clinical trial, which has already been approved, may be pertinent. However, in certain 
emergency situations, it is not possible to obtain informed consent prior to the intervention. This Regulation 
should therefore set clear rules whereby such patients may be enrolled in the clinical trial under very strict condi
tions. In addition, the said clinical trial should relate directly to the medical condition because of which it is not 
possible within the therapeutic window to obtain prior informed consent from the subject or from his or her 
legally designated representative. Any previously expressed objection by the patient should be respected, and 
informed consent from the subject or from his or her legally designated representative should be sought as soon 
as possible. 

(37) In order to allow patients to assess possibilities to participate in a clinical trial, and to allow for effective supervi
sion of a clinical trial by the Member State concerned, the start of the clinical trial, the end of the recruitment of 
subjects for the clinical trial and the end of the clinical trial should be notified. In accordance with international 
standards, the results of the clinical trial should be reported within one year from the end of the clinical trial. 

(38)  The date of the first act of recruitment of a potential subject is the date on which the first act of the recruitment 
strategy described in the protocol was performed, e. g. the date of a contact with a potential subject or the date 
of the publication of an advertisement for a particular clinical trial. 

(39) The sponsor should submit a summary of the results of the clinical trial together with a summary that is under
standable to a layperson, and the clinical study report, where applicable, within the defined timelines. Where it is 
not possible to submit the summary of the results within the defined timelines for scientific reasons, for example 
when the clinical trial is still ongoing in third countries and data from that part of the trial are not available, 
which makes a statistical analysis not relevant, the sponsor should justify this in the protocol and specify when 
the results are going to be submitted. 
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(40)  In order for the sponsor to assess all potentially relevant safety information, the investigator should, as a rule, 
report to him all serious adverse events. 

(41)  The sponsor should assess the information received from the investigator, and report safety information on 
serious adverse events which are suspected unexpected serious adverse reactions to the European Medicines 
Agency (‘the Agency’). 

(42)  The Agency should forward that information to the Member States for them to assess it. 

(43)  The members of the International Conference on Harmonisation of Technical Requirements for Registration of 
Pharmaceuticals for Human Use (ICH) have agreed on a detailed set of guidelines on good clinical practice which 
is an internationally accepted standard for designing, conducting, recording and reporting clinical trials, consistent 
with principles that have their origin in the World Medical Association's Declaration of Helsinki. When designing, 
conducting, recording and reporting clinical trials, detailed questions may arise as to the appropriate quality 
standard. In such a case, the ICH guidelines on good clinical practice should be taken appropriately into account 
for the application of the rules set out in this Regulation, provided that there is no other specific guidance issued 
by the Commission and that those guidelines are compatible with this Regulation. 

(44)  The conduct of a clinical trial should be adequately monitored by the sponsor in order to ensure the reliability 
and robustness of the results. Monitoring may also contribute to subject safety, taking into account the character
istics of the clinical trial and respect for fundamental rights of subjects. When establishing the extent of moni
toring, the characteristics of the clinical trial should be taken into account. 

(45) The individuals involved in conducting a clinical trial, in particular investigators and other healthcare profes
sionals, should be sufficiently qualified to perform their tasks, and the facilities where a clinical trial is to be 
conducted should be suitable for that clinical trial. 

(46)  In order to ensure subject safety and the reliability and robustness of data from clinical trials, it is appropriate to 
provide that there should be arrangements for traceability, storage, return and destruction of investigational medi
cinal products, depending on the nature of the clinical trial. For the same reasons, there should also be such 
arrangements for unauthorised auxiliary medicinal products. 

(47) During a clinical trial, a sponsor may become aware of serious breaches of the rules for the conduct of that clin
ical trial. This should be reported to the Member States concerned in order for action to be taken by those 
Member States, where necessary. 

(48)  Apart from the reporting of suspected unexpected serious adverse reactions, there may be other events which are 
relevant in terms of benefit-risk balance and which should be reported in a timely manner to the Member States 
concerned. It is important for subject safety that, in addition to serious adverse events and reactions, all unex
pected events that might materially influence the benefit-risk assessment of the medicinal product or that would 
lead to changes in the administration of a medicinal product or in overall conduct of a clinical trial are notified 
to the Member States concerned. Examples of such unexpected events include an increase in the rate of occur
rence of expected serious adverse reactions which may be clinically important, a significant hazard to the patient 
population, such as lack of efficacy of a medicinal product, or a major safety finding from a newly completed 
animal study (such as carcinogenicity). 

(49)  Where unexpected events require an urgent modification of a clinical trial, it should be possible for the sponsor 
and the investigator to take urgent safety measures without awaiting prior authorisation. If such measures consti
tute a temporary halt of the clinical trial, the sponsor should apply for a substantial modification before restarting 
the clinical trial. 

(50)  In order to ensure compliance of the conduct of a clinical trial with the protocol, and in order for investigators 
to be informed about the investigational medicinal products they administer, the sponsor should supply the inves
tigators with an investigator's brochure. 
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(51)  The information generated in a clinical trial should be recorded, handled and stored adequately for the purpose 
of ensuring subject rights and safety, the robustness and reliability of the data generated in the clinical trial, accu
rate reporting and interpretation, effective monitoring by the sponsor and effective inspection by Member States. 

(52)  In order to be able to demonstrate compliance with the protocol and with this Regulation, a clinical trial master 
file, containing relevant documentation to allow effective supervision (monitoring by the sponsor and inspection 
by Member States), should be kept by the sponsor and by the investigator. The clinical trial master file should be 
archived appropriately to allow for supervision after the clinical trial has ended. 

(53)  Where there are problems with respect to the availability of authorised auxiliary medicinal products, unauthorised 
auxiliary medicinal products may be used in a clinical trial in justified cases. The price of the authorised auxiliary 
medicinal product should not be considered as having an effect on the availability of such medicinal products. 

(54)  Medicinal products intended for research and development trials fall outside the scope of Directive 2001/83/EC 
of the European Parliament and of the Council (1). Such medicinal products include medicinal products used in 
the context of a clinical trial. They should be covered by specific rules taking account of their peculiarities. In 
establishing these rules, a distinction should be made between investigational medicinal products (the tested 
product and its reference products, including placebos) and auxiliary medicinal products (medicinal products used 
in the context of a clinical trial but not as investigational medicinal products), such as medicinal products used 
for background treatment, challenge agents, rescue medication, or used to assess end-points in a clinical trial. 
Auxiliary medicinal products should not include concomitant medications, that is medications unrelated to the 
clinical trial and not relevant for the design of the clinical trial. 

(55)  In order to ensure subject safety and the reliability and robustness of data generated in a clinical trial, and in 
order to allow for the distribution of investigational and auxiliary medicinal products to clinical trial sites 
throughout the Union, rules on the manufacturing and import of both investigational and auxiliary medicinal 
products should be established. As is already the case for Directive 2001/20/EC, those rules should reflect the 
existing rules of good manufacturing practices for products covered by Directive 2001/83/EC. In some specific 
cases, it should be possible to allow deviations from those rules in order to facilitate the conduct of a clinical 
trial. Therefore, the applicable rules should allow for some flexibility, provided that subject safety, as well as relia
bility and robustness of the data generated in the clinical trial are not compromised. 

(56)  The requirement to hold an authorisation for manufacture or import of investigational medicinal products should 
not apply to the preparation of investigational radiopharmaceuticals from radionuclide generators, kits or radio
nuclide precursors in accordance with the manufacturer's instructions for use in hospitals, health centres or 
clinics taking part in the same clinical trial in the same Member State. 

(57)  Investigational and auxiliary medicinal products should be appropriately labelled in order to ensure subject safety 
and the reliability and robustness of data generated in clinical trials, and in order to allow for the distribution of 
those products to clinical trial sites throughout the Union. The rules for labelling should be adapted to the risks 
to subject safety and the reliability and robustness of data generated in clinical trials. Where the investigational or 
auxiliary medicinal product have already been placed on the market as an authorised medicinal product in 
accordance with Directive 2001/83/EC and Regulation (EC) No 726/2004 of the European Parliament and of the 
Council (2), as a general rule no additional labelling should be required for clinical trials that do not involve the 
blinding of the label. Moreover, there are specific products, such as radiopharmaceuticals used as diagnostic inves
tigational medicinal product, where the general rules on labelling are inappropriate in view of the very controlled 
setting of the use of radiopharmaceuticals in clinical trials. 

(58)  In order to ensure clear responsibilities, the concept of a ‘sponsor’ of a clinical trial, in line with international 
guidelines, was introduced by Directive 2001/20/EC. This concept should be upheld. 

(59)  In practice, there may be loose, informal networks of researchers or research institutions which jointly conduct a 
clinical trial. Those networks should be able to be co-sponsors of a clinical trial. In order not to weaken the 
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concept of responsibility in a clinical trial, where a clinical trial has several sponsors, they should all be subject to 
the obligations of a sponsor under this Regulation. However, the co-sponsors should be able to split up the 
responsibilities of the sponsor by contractual agreement. 

(60)  In order to ensure that enforcement action may be taken by Member States and that legal proceedings may be 
brought in appropriate cases, it is appropriate to provide that sponsors that are not established in the Union 
should be represented by a legal representative in the Union. However in view of the divergent approaches of the 
Member States as regards civil and criminal liability, it is appropriate to leave to each Member State concerned, as 
regards its territory, the choice as to whether or not to require such a legal representative, provided that at least a 
contact person is established in the Union. 

(61)  Where, in the course of a clinical trial, damage caused to the subject leads to the civil or criminal liability of the 
investigator or the sponsor, the conditions for liability in such cases, including issues of causality and the level of 
damages and sanctions, should remain governed by national law. 

(62) In clinical trials compensation should be ensured for damages successfully claimed in accordance with the applic
able laws. Therefore Member States should ensure that systems for compensation for damages suffered by a 
subject are in place which are appropriate to the nature and the extent of the risk. 

(63)  The Member State concerned should be given the power to revoke the authorisation of a clinical trial, suspend a 
clinical trial or require the sponsor to modify a clinical trial. 

(64)  In order to ensure compliance with this Regulation, Member States should be able to conduct inspections and 
should have adequate inspection capacities. 

(65)  The Commission should be able to control whether Member States correctly supervise compliance with this 
Regulation. Moreover, the Commission should be able to control whether regulatory systems of third countries 
ensure compliance with the specific provisions of this Regulation and Directive 2001/83/EC concerning clinical 
trials conducted in third countries. 

(66)  In order to streamline and facilitate the flow of information between sponsors and Member States as well as 
between Member States, the Agency should, in collaboration with Member States and the Commission, set up 
and maintain an EU database, accessed through an EU portal. 

(67) In order to ensure a sufficient level of transparency in the clinical trials, the EU database should contain all rele
vant information as regards the clinical trial submitted through the EU portal. The EU database should be publicly 
accessible and data should be presented in an easily searchable format, with related data and documents linked 
together by the EU trial number and with hyperlinks, for example linking together the summary, the layperson's 
summary, the protocol and the clinical study report of one clinical trial, as well as linking to data from other clin
ical trials which used the same investigational medicinal product. All clinical trials should be registered in the EU 
database prior to being started. As a rule, the start and end dates of the recruitment of subjects should also be 
published in the EU database. No personal data of data subjects participating in a clinical trial should be recorded 
in the EU database. The information in the EU database should be public, unless specific reasons require that a 
piece of information should not be published, in order to protect the right of the individual to private life and 
the right to the protection of personal data, recognised by Articles 7 and 8 of the Charter. Publicly available infor
mation contained in the EU database should contribute to protecting public health and fostering the innovation 
capacity of European medical research, while recognising the legitimate economic interests of sponsors. 

(68) For the purposes of this Regulation, in general the data included in a clinical study report should not be consid
ered commercially confidential once a marketing authorisation has been granted, the procedure for granting 
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themarketing authorisation has been completed, the application for marketing authorisation has been withdrawn. 
In addition, the main characteristics of a clinical trial, the conclusion on Part I of the assessment report for the 
authorisation of a clinical trial, the decision on the authorisation of a clinical trial, the substantial modification of 
a clinical trial, and the clinical trial results including reasons for temporary halt and early termination, in general, 
should not be considered confidential. 

(69)  Within a Member State, there may be several bodies involved in the authorisation of clinical trials. In order to 
allow for effective and efficient cooperation between Member States, each Member State should designate one 
contact point. 

(70)  The authorisation procedure set out in this Regulation is largely controlled by Member States. Nevertheless, the 
Commission and the Agency should support the good functioning of that procedure, in accordance with this 
Regulation. 

(71)  In order to carry out the activities provided for in this Regulation, Member States should be allowed to levy fees. 
However, Member States should not require multiple payments to different bodies involved in the assessment, in 
a given Member State, of an application for authorisation of a clinical trial. 

(72)  In order to ensure uniform conditions for the implementation of this Regulation, implementing powers should 
be conferred on the Commission in respect of the establishment and modification of rules on cooperation 
between the Member States when assessing the information provided by the sponsor on the Eudravigilance data
base and the specification of detailed arrangements for inspection procedures. Those powers should be exercised 
in accordance with Regulation (EU) No 182/2011 of the European Parliament and of the Council (1). 

(73)  In order to supplement or amend certain non-essential elements of this Regulation, the power to adopt acts in 
accordance with Article 290 of the Treaty on the Functioning of the European Union (TFEU) should be delegated 
to the Commission in respect of: the amendment of Annexes I, II, IV and V to this Regulation in order to adapt 
them to technical progress or to take account of international regulatory developments in which the Union or 
the Member States are involved, in the field of clinical trials; the amendment of Annex III in order to improve the 
information on the safety of medicinal products, to adapt technical requirements to technical progress or to take 
account of international regulatory developments in the field of safety requirements in clinical trials endorsed by 
bodies in which the Union or the Member States participate; the specification of the principles and guidelines of 
good manufacturing practice and the detailed arrangements for inspection for ensuring the quality of investiga
tional medicinal products; the amendment of Annex VI in order to ensure subject safety and the reliability and 
robustness of data generated in a clinical trial or to take account of technical progress. It is of particular impor
tance that the Commission carry out appropriate consultations during its preparatory work, including at expert 
level. The Commission, when preparing and drawing-up delegated acts, should ensure a simultaneous, timely and 
appropriate transmission of relevant documents to the European Parliament and to the Council. 

(74) Directive 2001/83/EC provides that that Directive does not affect the application of national legislation prohi
biting or restricting the sale, supply or use of medicinal products as abortifacients. Directive 2001/83/EC provides 
that national legislation prohibiting or restricting the use of any specific type of human or animal cells is not, in 
principle, affected by either that Directive or any of the Regulations referred to therein. Likewise, this Regulation 
should not affect national law prohibiting or restricting the use of any specific type of human or animal cells, or 
the sale, supply or use of medicinal products used as abortifacients. In addition, this Regulation should not affect 
national law prohibiting or restricting the sale, supply or use of medicinal products containing narcotic 
substances within the meaning of the relevant international conventions in force such as the Single Convention 
on Narcotic Drugs of 1961 of the United Nations. Member States should communicate those national provisions 
to the Commission. 

(75)  Directive 2001/20/EC provides that no gene therapy trials may be carried out which result in modifications to 
the subject's germ line genetic identity. It is appropriate to maintain that provision. 
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(76)  Directive 95/46/EC of the European Parliament and of the Council (1) applies to the processing of personal data 
carried out in the Member States within the framework of this Regulation, under the supervision of the Member 
States competent authorities, in particular the public independent authorities designated by the Member States 
and Regulation (EC) No 45/2001 of the European Parliament and of the Council (2) applies to the processing of 
personal data carried out by the Commission and the Agency within the framework of this Regulation, under the 
supervision of the European Data Protection Supervisor. Those instruments strengthen personal data protection 
rights, encompassing the right to access, rectification and withdrawal, as well as specify the situations when 
restriction on those rights may be imposed. With a view to respecting those rights, while safeguarding the robust
ness and reliability of data from clinical trials used for scientific purposes and the safety of subjects participating 
in clinical trials, it is appropriate to provide that, without prejudice to Directive 95/46/EC, the withdrawal of 
informed consent should not affect the results of activities already carried out, such as the storage and use of data 
obtained on the basis of informed consent before withdrawal. 

(77)  Subjects should not have to pay for investigational medicinal products, auxiliary medicinal products, medical 
devices used for their administration and procedures specifically required by the protocol, unless the law of the 
Member State concerned provides otherwise. 

(78)  The authorisation procedure set out in this Regulation should apply as soon as possible, in order for sponsors to 
reap the benefits of a streamlined authorisation procedure. However, in view of the importance of the extensive 
IT functionalities required for the authorisation procedure, it is appropriate to provide that this Regulation should 
only become applicable once it has been verified that the EU portal and the EU database are fully functional. 

(79)  Directive 2001/20/EC should be repealed to ensure that only one set of rules applies to the conduct of clinical 
trials in the Union. In order to facilitate the transition to the rules set out in this Regulation, sponsors should be 
allowed to start and conduct a clinical trial in accordance with Directive 2001/20/EC during a transitional period. 

(80)  This Regulation is in line with the major international guidance documents on clinical trials, such as the 2008 
version of the World Medical Association's Declaration of Helsinki and good clinical practice, which has its 
origins in the Declaration of Helsinki. 

(81)  As regards Directive 2001/20/EC, experience also shows that a large proportion of clinical trials are conducted 
by non-commercial sponsors. Non-commercial sponsors frequently rely on funding which comes partly or 
entirely from public funds or charities. In order to maximise the valuable contribution of such non-commercial 
sponsors and to further stimulate their research but without compromising the quality of clinical trials, measures 
should be taken by Member States to encourage clinical trials conducted by those sponsors. 

(82)  This Regulation is based on the double legal basis of Articles 114 and 168(4)(c) TFEU. It aims at achieving an 
internal market as regards clinical trials and medicinal products for human use, taking as a base a high level of 
protection of health. At the same time, this Regulation sets high standards of quality and safety for medicinal 
products in order to meet common safety concerns as regards these products. Both objectives are being pursued 
simultaneously. These two objectives are inseparably linked and one is not secondary to another. Regarding 
Article 114 TFEU, this Regulation harmonises the rules for the conduct of clinical trials in the Union, therefore 
ensuring the functioning of the internal market in view of the conduct of a clinical trial in several Member States, 
the acceptability throughout the Union of data generated in a clinical trial and submitted in the application for 
the authorisation of another clinical trial or of the placing on the market of a medicinal product, and the free 
movement of medicinal products used in the context of a clinical trial. Regarding Article 168(4)(c) TFEU, this 
Regulation sets high standards of quality and safety for medicinal products by ensuring that data generated in 
clinical trials are reliable and robust, thus ensuring that treatments and medicines which are intended to be an 
improvement of a treatment of patients build on reliable and robust data. Moreover, this Regulation sets high 
standards of quality and safety of medicinal products used in the context of a clinical trial, thus ensuring the 
safety of subjects in a clinical trial. 
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(83)  This Regulation respects the fundamental rights and observes the principles recognised in particular by the 
Charter and notably human dignity, the integrity of the person, the rights of the child, respect for private and 
family life, the protection of personal data and the freedom of art and science. This Regulation should be applied 
by the Member States in accordance with those rights and principles. 

(84)  The European Data Protection Supervisor has given an opinion (1) pursuant to Article 28(2) of Regulation (EC) 
No 45/2001. 

(85)  Since the objective of this Regulation, namely to ensure that, throughout the Union, clinical trial data are reliable 
and robust while ensuring respect for the rights, safety, dignity and well-being of subjects, cannot be sufficiently 
achieved by the Member States but can rather, by reason of its scale, be better achieved at Union level, the Union 
may adopt measures, in accordance with the principle of subsidiarity as set out in Article 5 of the Treaty on Euro
pean Union. In accordance with the principle of proportionality, as set out in that Article, this Regulation does 
not go beyond what is necessary in order to achieve that objective, 

HAVE ADOPTED THIS REGULATION: 

CHAPTER I 

GENERAL PROVISIONS 

Article 1 

Scope 

This Regulation applies to all clinical trials conducted in the Union. 

It does not apply to non-interventional studies. 

Article 2 

Definitions 

1. For the purposes of this Regulation, the definitions of ‘medicinal product’, ‘radiopharmaceutical’, ‘adverse reaction’, 
‘serious adverse reaction’, ‘immediate packaging’ and ‘outer packaging’ set out in points (2), (6), (11), (12), (23) and (24), 
respectively, of Article 1 of Directive 2001/83/EC apply. 

2. For the purposes of this Regulation, the following definitions also apply: 

(1)  ‘Clinical study’ means any investigation in relation to humans intended: 

(a)  to discover or verify the clinical, pharmacological or other pharmacodynamic effects of one or more medicinal 
products; 

(b)  to identify any adverse reactions to one or more medicinal products; or 

(c)  to study the absorption, distribution, metabolism and excretion of one or more medicinal products; 

with the objective of ascertaining the safety and/or efficacy of those medicinal products; 

(2)  ‘Clinical trial’ means a clinical study which fulfils any of the following conditions: 

(a)  the assignment of the subject to a particular therapeutic strategy is decided in advance and does not fall within 
normal clinical practice of the Member State concerned; 

(b)  the decision to prescribe the investigational medicinal products is taken together with the decision to include 
the subject in the clinical study; or 

(c)  diagnostic or monitoring procedures in addition to normal clinical practice are applied to the subjects. 
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(3)  ‘Low-intervention clinical trial’ means a clinical trial which fulfils all of the following conditions: 

(a)  the investigational medicinal products, excluding placebos, are authorised; 

(b)  according to the protocol of the clinical trial, 

(i) the investigational medicinal products are used in accordance with the terms of the marketing authorisa
tion; or 

(ii)  the use of the investigational medicinal products is evidence-based and supported by published scientific 
evidence on the safety and efficacy of those investigational medicinal products in any of the Member States 
concerned; and 

(c)  the additional diagnostic or monitoring procedures do not pose more than minimal additional risk or burden 
to the safety of the subjects compared to normal clinical practice in any Member State concerned; 

(4)  ‘Non-interventional study’ means a clinical study other than a clinical trial; 

(5)  ‘Investigational medicinal product’ means a medicinal product which is being tested or used as a reference, 
including as a placebo, in a clinical trial; 

(6)  ‘Normal clinical practice’ means the treatment regime typically followed to treat, prevent, or diagnose a disease or a 
disorder; 

(7)  ‘Advanced therapy investigational medicinal product’ means an investigational medicinal product which is an 
advanced therapy medicinal product as defined in point (a) of Article 2(1) of Regulation (EC) No 1394/2007 of the 
European Parliament and of the Council (1); 

(8)  ‘Auxiliary medicinal product’ means a medicinal product used for the needs of a clinical trial as described in the 
protocol, but not as an investigational medicinal product; 

(9)  ‘Authorised investigational medicinal product’ means a medicinal product authorised in accordance with Regulation 
(EC) No 726/2004 or in any Member State concerned in accordance with Directive 2001/83/EC, irrespective of 
changes to the labelling of the medicinal product, which is used as an investigational medicinal product; 

(10)  ‘Authorised auxiliary medicinal product’ means a medicinal product authorised in accordance with Regulation (EC) 
No 726/2004, or in any Member State concerned in accordance with Directive 2001/83/EC, irrespective of 
changes to the labelling of the medicinal product, which is used as an auxiliary medicinal product; 

(11)  ‘Ethics committee’ means an independent body established in a Member State in accordance with the law of that 
Member State and empowered to give opinions for the purposes of this Regulation, taking into account the views 
of laypersons, in particular patients or patients' organisations; 

(12)  ‘Member State concerned’ means the Member State where an application for authorisation of a clinical trial or of a 
substantial modification has been submitted under Chapters II or III of this Regulation respectively; 

(13)  ‘Substantial modification’ means any change to any aspect of the clinical trial which is made after notification of a 
decision referred to in Articles 8, 14, 19, 20 or 23 and which is likely to have a substantial impact on the safety or 
rights of the subjects or on the reliability and robustness of the data generated in the clinical trial; 

(14)  ‘Sponsor’ means an individual, company, institution or organisation which takes responsibility for the initiation, for 
the management and for setting up the financing of the clinical trial; 
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(15)  ‘Investigator’ means an individual responsible for the conduct of a clinical trial at a clinical trial site; 

(16)  ‘Principal investigator’ means an investigator who is the responsible leader of a team of investigators who conduct 
a clinical trial at a clinical trial site; 

(17)  ‘Subject’ means an individual who participates in a clinical trial, either as recipient of an investigational medicinal 
product or as a control; 

(18) ‘Minor’ means a subject who is, according to the law of the Member State concerned, under the age of legal compe
tence to give informed consent; 

(19)  ‘Incapacitated subject’ means a subject who is, for reasons other than the age of legal competence to give informed 
consent, incapable of giving informed consent according to the law of the Member State concerned; 

(20)  ‘Legally designated representative’ means a natural or legal person, authority or body which, according to the law 
of the Member State concerned, is empowered to give informed consent on behalf of a subject who is an incapaci
tated subject or a minor; 

(21) ‘Informed consent’ means a subject's free and voluntary expression of his or her willingness to participate in a par
ticular clinical trial, after having been informed of all aspects of the clinical trial that are relevant to the subject's 
decision to participate or, in case of minors and of incapacitated subjects, an authorisation or agreement from their 
legally designated representative to include them in the clinical trial; 

(22) ‘Protocol’ means a document that describes the objectives, design, methodology, statistical considerations and or
ganisation of a clinical trial. The term ‘protocol’ encompasses successive versions of the protocol and protocol 
modifications; 

(23)  ‘Investigator's brochure’ means a compilation of the clinical and non-clinical data on the investigational medicinal 
product or products which are relevant to the study of the product or products in humans; 

(24)  ‘Manufacturing’ means total and partial manufacture, as well as the various processes of dividing up, packaging and 
labelling (including blinding); 

(25)  ‘Start of a clinical trial’ means the first act of recruitment of a potential subject for a specific clinical trial, unless 
defined differently in the protocol; 

(26)  ‘End of a clinical trial’ means the last visit of the last subject, or at a later point in time as defined in the protocol; 

(27) ‘Early termination of a clinical trial’ means the premature end of a clinical trial due to any reason before the condi
tions specified in the protocol are complied with; 

(28)  ‘Temporary halt of a clinical trial’ means an interruption not provided in the protocol of the conduct of a clinical 
trial by the sponsor with the intention of the sponsor to resume it; 

(29)  ‘Suspension of a clinical trial’ means interruption of the conduct of a clinical trial by a Member State; 

(30)  ‘Good clinical practice’ means a set of detailed ethical and scientific quality requirements for designing, conducting, 
performing, monitoring, auditing, recording, analysing and reporting clinical trials ensuring that the rights, safety 
and well-being of subjects are protected, and that the data generated in the clinical trial are reliable and robust; 

(31)  ‘Inspection’ means the act by a competent authority of conducting an official review of documents, facilities, 
records, quality assurance arrangements, and any other resources that are deemed by the competent authority to be 
related to the clinical trial and that may be located at the clinical trial site, at the sponsor's and/or contract research 
organisation's facilities, or at other establishments which the competent authority sees fit to inspect; 

27.5.2014 L 158/13 Official Journal of the European Union EN     

67



(32)  ‘Adverse event’ means any untoward medical occurrence in a subject to whom a medicinal product is administered 
and which does not necessarily have a causal relationship with this treatment; 

(33)  ‘Serious adverse event’ means any untoward medical occurrence that at any dose requires inpatient hospitalisation 
or prolongation of existing hospitalisation, results in persistent or significant disability or incapacity, results in a 
congenital anomaly or birth defect, is life-threatening, or results in death; 

(34)  ‘Unexpected serious adverse reaction’ means a serious adverse reaction, the nature, severity or outcome of which is 
not consistent with the reference safety information; 

(35)  ‘Clinical study report’ means a report on the clinical trial presented in an easily searchable format, prepared in 
accordance with Annex I, Part I, Module 5 of Directive 2001/83/EC and accompanying an application for 
marketing authorisation. 

3. For the purposes of this Regulation, a subject who falls under the definition of both ‘minor’ and ‘incapacitated 
subject’ shall be deemed to be an incapacitated subject. 

Article 3 

General principle 

A clinical trial may be conducted only if: 

(a)  the rights, safety, dignity and well-being of subjects are protected and prevail over all other interests; and 

(b)  it is designed to generate reliable and robust data. 

CHAPTER II 

AUTHORISATION PROCEDURE FOR A CLINICAL TRIAL 

Article 4 

Prior authorisation 

A clinical trial shall be subject to scientific and ethical review and shall be authorised in accordance with this Regulation. 

The ethical review shall be performed by an ethics committee in accordance with the law of the Member State 
concerned. The review by the ethics committee may encompass aspects addressed in Part I of the assessment report for 
the authorisation of a clinical trial as referred to in Article 6 and in Part II of that assessment report as referred to in 
Article 7 as appropriate for each Member State concerned. 

Member States shall ensure that the timelines and procedures for the review by the ethics committees are compatible 
with the timelines and procedures set out in this Regulation for the assessment of the application for authorisation of a 
clinical trial. 

Article 5 

Submission of an application 

1. In order to obtain an authorisation, the sponsor shall submit an application dossier to the intended Member States 
concerned through the portal referred to in Article 80 (the ‘EU portal’). 

The sponsor shall propose one of the Member States concerned as reporting Member State. 

If a Member State concerned other than the proposed reporting Member State is willing to be the reporting Member 
State or where the proposed reporting Member State does not wish to be the reporting Member State, this shall be noti
fied through the EU portal to all Member States concerned not later than three days after the application dossier is 
submitted. 
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If only one Member State concerned is willing to be the reporting Member State or if the clinical trial involves only one 
Member State, that Member State shall be the reporting Member State. 

If there is no Member State concerned willing to be the reporting Member State or if there is more than one Member 
State concerned willing to be the reporting Member State, the reporting Member State shall be selected by agreement 
among the Member States concerned taking into account the recommendations referred to in point (c) of Article 85(2). 

If there is no agreement among the Member States concerned, the proposed reporting Member State shall be the 
reporting Member State. 

The reporting Member State shall notify the sponsor and the other Member States concerned that it is the reporting 
Member State, through the EU portal, within six days from the submission of the application dossier. 

2. The sponsor shall, when applying for a low-intervention clinical trial, where the investigational medicinal product 
is not used in accordance with the terms of the marketing authorisation but the use of that product is evidence-based 
and supported by published scientific evidence on the safety and efficacy of that product, propose one of the Member 
States concerned where the use is evidence-based, as reporting Member State. 

3. Within 10 days from the submission of the application dossier, the reporting Member State shall validate the appli
cation taking into account considerations expressed by the other Member States concerned and notify the sponsor, 
through the EU portal, of the following: 

(a)  whether the clinical trial applied for falls within the scope of this Regulation; 

(b)  whether the application dossier is complete in accordance with Annex I; 

Member States concerned may communicate to the reporting Member State any considerations relevant to the validation 
of the application within seven days from the submission of the application dossier. 

4. Where the reporting Member State has not notified the sponsor within the period referred to in the first sub
paragraph of paragraph 3, the clinical trial applied for shall be deemed to fall within the scope of this Regulation and 
the application dossier shall be considered complete. 

5. Where the reporting Member State, taking into account considerations expressed by the other Member States 
concerned, finds that the application dossier is not complete, or that the clinical trial applied for does not fall within the 
scope of this Regulation, it shall inform the sponsor thereof through the EU portal and shall set a maximum of 10 days 
for the sponsor to comment on the application or to complete the application dossier through the EU portal. 

Within five days from receipt of the comments or the completed application dossier, the reporting Member State shall 
notify the sponsor as to whether or not the application complies with the requirements set out in points (a) and (b) of 
the first subparagraph of paragraph 3. 

Where the reporting Member State has not notified the sponsor within the period referred to in the second sub
paragraph, the clinical trial applied for shall be deemed to fall within the scope of this Regulation and the application 
dossier shall be considered complete. 

Where the sponsor has not provided comments or completed the application dossier within the period referred to in the 
first subparagraph, the application shall be deemed to have lapsed in all Member States concerned. 

6. For the purposes of this Chapter, the date on which the sponsor is notified in accordance with paragraph 3 or 5 
shall be the validation date of the application. Where the sponsor is not notified, the validation date shall be the last day 
of the respective periods referred to in paragraphs 3 and 5. 
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Article 6 

Assessment report — Aspects covered by Part I 

1. The reporting Member State shall assess the application with regard to the following aspects: 

(a)  Whether the clinical trial is a low-intervention clinical trial, where claimed by the sponsor; 

(b)  Compliance with Chapter V with respect to the following: 

(i)  The anticipated therapeutic and public health benefits taking account of all of the following: 

—  the characteristics of and knowledge about the investigational medicinal products; 

—  the relevance of the clinical trial, including whether the groups of subjects participating in the clinical trial 
represent the population to be treated, or if not, the explanation and justification provided in accordance 
with point (y) of paragraph 17 of Annex I to this Regulation; the current state of scientific knowledge; 
whether the clinical trial has been recommended or imposed by regulatory authorities in charge of the assess
ment and authorisation of the placing on the market of medicinal products; and, where applicable, any 
opinion formulated by the Paediatric Committee on a paediatric investigation plan in accordance with Regu
lation (EC) No 1901/2006 of the European Parliament and of the Council (1); 

—  the reliability and robustness of the data generated in the clinical trial, taking account of statistical 
approaches, design of the clinical trial and methodology, including sample size and randomisation, 
comparator and endpoints; 

(ii)  The risks and inconveniences for the subject, taking account of all of the following: 

—  the characteristics of and knowledge about the investigational medicinal products and the auxiliary medicinal 
products; 

—  the characteristics of the intervention compared to normal clinical practice; 

—  the safety measures, including provisions for risk minimisation measures, monitoring, safety reporting, and 
the safety plan; 

—  the risk to subject health posed by the medical condition for which the investigational medicinal product is 
being investigated; 

(c)  Compliance with the requirements concerning the manufacturing and import of investigational medicinal products 
and auxiliary medicinal products set out in Chapter IX; 

(d)  Compliance with the labelling requirements set out in Chapter X; 

(e)  The completeness and adequateness of the investigator's brochure. 

2. The reporting Member State shall draw up an assessment report. The assessment of the aspects referred to in para
graph 1 shall constitute Part I of the assessment report. 

3. The assessment report shall contain one of the following conclusions concerning the aspects addressed in Part I of 
the assessment report: 

(a)  the conduct of the clinical trial is acceptable in view of the requirements set out in this Regulation; 

(b)  the conduct of the clinical trial is acceptable in view of the requirements set out in this Regulation, but subject to 
compliance with specific conditions which shall be specifically listed in that conclusion; or 

(c)  the conduct of the clinical trial is not acceptable in view of the requirements set out in this Regulation. 

4. The reporting Member State shall submit, through the EU portal, the final Part I of the assessment report, 
including its conclusion, to the sponsor and to the other Member States concerned within 45 days from the validation 
date. 
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5. For clinical trials involving more than one Member State, the assessment process shall include three phases: 

(a)  an initial assessment phase performed by the reporting Member State within 26 days from the validation date; 

(b)  a coordinated review phase performed within 12 days from the end of the initial assessment phase involving all 
Member States concerned; 

(c)  a consolidation phase performed by the reporting Member State within seven days from the end of coordinated 
review phase. 

During the initial assessment phase, the reporting Member State shall develop a draft Part I of the assessment report and 
circulate it to all other Member States concerned. 

During the coordinated review phase, all Member States concerned shall jointly review the application based on the 
draft Part I of the assessment report and shall share any considerations relevant to the application. 

During the consolidation phase, the reporting Member State shall take due account of the considerations of the other 
Member States concerned when finalising Part I of the assessment report and shall record how all such considerations 
have been dealt with. The reporting Member State shall submit the final Part I of the assessment report to the sponsor 
and all other Member States concerned within the period referred to in paragraph 4. 

6. For the purposes of this Chapter, the date on which the final Part I of the assessment report is submitted by the 
reporting Member State to the sponsor and to the other Member States concerned shall be the reporting date. 

7. The reporting Member State may also extend the period referred to in paragraph 4 by a further 50 days for clinical 
trials involving an advanced therapy investigational medicinal products or a medicinal product as defined in point 1 of 
the Annex to Regulation (EC) No 726/2004, for the purpose of consulting with experts. In such case, the periods 
referred to in paragraphs 5 and 8 of this Article shall apply mutatis mutandis. 

8. Between the validation date and the reporting date, only the reporting Member State may request additional infor
mation from the sponsor, taking into account the considerations referred to in paragraph 5. 

For the purpose of obtaining and reviewing this additional information from the sponsor in accordance with the third 
and fourth subparagraph, the reporting Member State may extend the period referred to in paragraph 4 by a maximum 
of 31 days. 

The sponsor shall submit the requested additional information within the period set by the reporting Member State 
which shall not exceed 12 days from the receipt of the request. 

Upon receipt of the additional information, the Member States concerned shall jointly review any additional information 
provided by the sponsor together with the original application and shall share any considerations relevant to the applica
tion. The coordinated review shall be performed within a maximum of 12 days of the receipt of the additional informa
tion and the further consolidation shall be performed within a maximum of seven days of the end of coordinated 
review. When finalising Part I of the assessment report, the reporting Member State shall take due account of the 
considerations of the Member States concerned and shall record how all such considerations have been dealt with. 

Where the sponsor does not provide additional information within the period set by the reporting Member State in 
accordance with the third subparagraph, the application shall be deemed to have lapsed in all Member States concerned. 

The request for additional information and the additional information shall be submitted through the EU portal. 

Article 7 

Assessment report — Aspects covered by Part II 

1. Each Member State concerned shall assess, for its own territory, the application with respect to the following 
aspects: 

(a)  compliance with the requirements for informed consent as set out in Chapter V; 

(b)  compliance of the arrangements for rewarding or compensating subjects with the requirements set out in Chapter V 
and investigators; 
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(c)  compliance of the arrangements for recruitment of subjects with the requirements set out in Chapter V; 

(d)  compliance with Directive 95/46/EC; 

(e)  compliance with Article 49; 

(f)  compliance with Article 50; 

(g)  compliance with Article 76; 

(h)  compliance with the applicable rules for the collection, storage and future use of biological samples of the subject. 

The assessment of the aspects referred to in the first subparagraph shall constitute Part II of the assessment report. 

2. Each Member State concerned shall complete its assessment within 45 days from the validation date and submit, 
through the EU portal, Part II of the assessment report, including its conclusion, to the sponsor. 

Each Member State concerned may request, with justified reasons, additional information from the sponsor regarding 
the aspects referred to in paragraph 1 only within the period referred to in the first subparagraph. 

3. For the purpose of obtaining and reviewing the additional information referred to in the second subparagraph of 
paragraph 2 from the sponsor in accordance with the second and third subparagraph, the Member State concerned may 
extend the period referred to in the first subparagraph of paragraph 2 by a maximum of 31 days. 

The sponsor shall submit the requested additional information within the period set by the Member State concerned 
which shall not exceed 12 days from the receipt of the request. 

Upon receipt of the additional information, the Member State concerned shall complete its assessment within a 
maximum of 19 days. 

Where the sponsor does not provide additional information within the period set by the Member State concerned in 
accordance with the second subparagraph, the application shall be deemed to have lapsed in that Member State 
concerned. 

The request for additional information and the additional information shall be submitted through the EU portal. 

Article 8 

Decision on the clinical trial 

1. Each Member State concerned shall notify the sponsor through the EU portal as to whether the clinical trial is 
authorised, whether it is authorised subject to conditions, or whether authorisation is refused. 

Notification shall be done by way of one single decision within five days from the reporting date or from the last day of 
the assessment referred to in Article 7, whichever is later. 

An authorisation of a clinical trial subject to conditions is restricted to conditions which by their nature cannot be 
fulfilled at the time of that authorisation. 

2. Where the conclusion of the reporting Member State as regards Part I of the assessment report is that the conduct 
of the clinical trial is acceptable or acceptable subject to compliance with specific conditions, that conclusion shall be 
deemed to be the conclusion of the Member State concerned. 

Notwithstanding the first subparagraph, a Member State concerned may disagree with the conclusion of the reporting 
Member State as regards Part I of the assessment report only on the following grounds: 

(a)  when it considers that participation in the clinical trial would lead to a subject receiving an inferior treatment than 
in normal clinical practice in the Member State concerned; 

(b)  infringement of its national law as referred to in Article 90; 

(c)  considerations as regards subject safety and data reliability and robustness submitted under paragraph 5 or 8 of 
Article 6. 
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Where a Member State concerned disagrees with the conclusion on the basis of the second subparagraph, it shall 
communicate its disagreement, together with a detailed justification, through the EU portal, to the Commission, to all 
Member States, and to the sponsor. 

3. Where, regarding the aspects covered by Part I of the assessment report, the clinical trial is acceptable or acceptable 
subject to compliance with specific conditions, the Member State concerned shall include in its decision its conclusion 
on Part II of the assessment report. 

4. A Member State concerned shall refuse to authorise a clinical trial if it disagrees with the conclusion of the 
reporting Member State as regards Part I of the assessment report on any of the grounds referred to in the second sub
paragraph of paragraph 2, or if it finds, on duly justified grounds, that the aspects addressed in Part II of the assessment 
report are not complied with, or where an ethics committee has issued a negative opinion which in accordance with the 
law of the Member State concerned is valid for that entire Member State. That Member State shall provide for an appeal 
procedure in respect of such refusal. 

5. Where the conclusion of the reporting Member State as regards Part I of the assessment report is that the clinical 
trial is not acceptable, that conclusion shall be deemed to be the conclusion of all Member States concerned. 

6. Where the Member State concerned has not notified the sponsor of its decision within the relevant periods referred 
to in paragraph 1, the conclusion on Part I of the assessment report shall be deemed to be the decision of the Member 
State concerned on the application for authorisation of the clinical trial. 

7. The Member States concerned shall not request additional information regarding the aspects addressed in Part I of 
the assessment report from the sponsor after the reporting date. 

8. For the purposes of this Chapter, the notification date shall be the date on which the decision referred to in para
graph 1 is notified to the sponsor. Where the sponsor has not been notified in accordance with paragraph 1, the notifi
cation date shall be deemed to be the last day of the period provided for in paragraph 1. 

9. If no subject has been included in the clinical trial in a Member State concerned within two years from the notifica
tion date of the authorisation, the authorisation shall expire in that Member State concerned unless an extension, on 
request of the sponsor, has been approved following the procedure set out in Chapter III. 

Article 9 

Persons assessing the application 

1. Member States shall ensure that the persons validating and assessing the application do not have conflicts of 
interest, are independent of the sponsor, of the clinical trial site and the investigators involved and of persons financing 
the clinical trial, as well as free of any other undue influence. 

In order to guarantee independence and transparency, the Member States shall ensure that persons admitting and asses
sing the application as regards the aspects addressed in Parts I and II of the assessment report have no financial or 
personal interests which could affect their impartiality. These persons shall make an annual declaration of their financial 
interests. 

2. Member States shall ensure that the assessment is done jointly by a reasonable number of persons who collectively 
have the necessary qualifications and experience. 

3. At least one layperson shall participate in the assessment. 

Article 10 

Specific considerations for vulnerable populations 

1. Where the subjects are minors, specific consideration shall be given to the assessment of the application for 
authorisation of a clinical trial on the basis of paediatric expertise or after taking advice on clinical, ethical and psycho
social problems in the field of paediatrics. 
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2. Where the subjects are incapacitated subjects, specific consideration shall be given to the assessment of the applica
tion for authorisation of a clinical trial on the basis of expertise in the relevant disease and the patient population 
concerned or after taking advice on clinical, ethical and psychosocial questions in the field of the relevant disease and 
the patient population concerned. 

3. Where the subjects are pregnant or breastfeeding women, specific consideration shall be given to the assessment of 
the application for authorisation of a clinical trial on the basis of expertise in the relevant condition and the population 
represented by the subject concerned. 

4. If according to the protocol a clinical trial provides for the participation of specific groups or subgroups of 
subjects, where appropriate, specific consideration shall be given to the assessment of the application for authorisation 
of that clinical trial on the basis of expertise in the population represented by the subjects concerned. 

5. In any application for authorisation of a clinical trial referred to in Article 35, specific consideration shall be given 
to the circumstances of the conduct of the clinical trial. 

Article 11 

Submission and assessment of applications limited to aspects covered by Part I or Part II of the assessment 
report 

Where the sponsor so requests, the application for authorisation of a clinical trial, its assessment and the conclusion 
shall be limited to the aspects covered by Part I of the assessment report. 

After the notification of the conclusion on the aspects covered by Part I of the assessment report, the sponsor may 
within two years apply for an authorisation limited to aspects covered by Part II of the assessment report. In that appli
cation the sponsor shall declare that he is not aware of any new substantial scientific information that would change the 
validity of any item submitted in the application on the aspects covered by Part I of the assessment report. In this case, 
that application shall be assessed in accordance with Article 7 and the Member State concerned shall notify its decision 
on the clinical trial in accordance with Article 8. In those Member States where the sponsor does not apply for an 
authorisation limited to aspects covered by Part II of the assessment report within two years, the application on the 
aspects covered by Part I of the assessment report shall be deemed to have lapsed. 

Article 12 

Withdrawal 

The sponsor may withdraw the application at any time until the reporting date. In such a case, the application may only 
be withdrawn with respect to all Member States concerned. The reasons for the withdrawal shall be communicated 
through the EU portal. 

Article 13 

Resubmission 

This Chapter is without prejudice to the possibility for the sponsor to resubmit, following the refusal to grant an author
isation or the withdrawal of an application, an application for authorisation to any intended Member State concerned. 
That application shall be deemed to be a new application for authorisation of another clinical trial. 

Article 14 

Subsequent addition of a Member State concerned 

1. Where the sponsor wishes to extend an authorised clinical trial to another Member State (‘additional Member State 
concerned’), the sponsor shall submit an application dossier to that Member State through the EU portal. 

The application dossier may be submitted only after the notification date of the initial authorisation decision. 

2. The reporting Member State for the application dossier referred to in paragraph 1 shall be the reporting Member 
State for the initial authorisation procedure. 
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3. The additional Member State concerned shall notify the sponsor through the EU portal, within 52 days from the 
date of submission of the application dossier referred to in paragraph 1, by way of one single decision as to whether the 
clinical trial is authorised, whether it is authorised subject to conditions, or whether the authorisation is refused. 

An authorisation of a clinical trial subject to conditions is restricted to conditions which by their nature cannot be 
fulfilled at the time of that authorisation. 

4. Where the conclusion of the reporting Member State as regards Part I of the assessment report is that the conduct 
of the clinical trial is acceptable or acceptable subject to compliance with specific conditions, that conclusion shall be 
deemed to be the conclusion of the additional Member State concerned. 

Notwithstanding the first subparagraph, an additional Member State concerned may disagree with the conclusion of the 
reporting Member State as regards Part I of the assessment report only on the following grounds: 

(a)  when it considers that participation in the clinical trial would lead to a subject receiving an inferior treatment than 
in normal clinical practice in the Member State concerned; 

(b)  infringement of its national law as referred to in Article 90; 

(c)  considerations as regards subject safety and data reliability and robustness submitted under paragraph 5 or 6. 

Where an additional Member State concerned disagrees with the conclusion on the basis of the second subparagraph, it 
shall communicate its disagreement, together with a detailed justification, through the EU portal, to the Commission, to 
all Member States, and to the sponsor. 

5. Between the date of submission of the application dossier referred to in paragraph 1 and five days before the 
expiry of the period referred to in paragraph 3, the additional Member State concerned may communicate to the 
reporting Member State and the other Member States concerned any considerations relevant to the application through 
the EU portal. 

6. Between the date of submission of the application dossier referred to in paragraph 1 and the expiry of the period 
referred to in paragraph 3, only the reporting Member State may request additional information from the sponsor 
concerning the aspects addressed in Part I of the assessment report, taking into account the considerations referred to in 
paragraph 5. 

For the purpose of obtaining and reviewing this additional information from the sponsor in accordance with the third 
and fourth subparagraphs, the reporting Member State may extend the period referred to in the first subparagraph of 
paragraph 3 by a maximum of 31 days. 

The sponsor shall submit the requested additional information within the period set by the reporting Member State 
which shall not exceed 12 days from receipt of the request. 

Upon receipt of the additional information, the additional Member State concerned together with all other Member 
States concerned shall jointly review any additional information provided by the sponsor together with the original 
application and shall share any considerations relevant to the application. The coordinated review shall be performed 
within a maximum of 12 days from the receipt of the additional information and the further consolidation shall be 
performed within a maximum of seven days from the end of the coordinated review. The reporting Member State shall 
take due account of the considerations of the Member States concerned and shall record how all such considerations 
have been dealt with. 

Where the sponsor does not provide additional information within the period set by the reporting Member State in 
accordance with the third subparagraph, the application shall be deemed to have lapsed in the additional Member State 
concerned. 

The request for additional information and the additional information shall be submitted through the EU portal. 

7. The additional Member State concerned shall assess, for its territory, the aspects addressed in Part II of the assess
ment report within the period referred to in paragraph 3 and submit, through the EU portal, Part II of the assessment 
report, including its conclusion, to the sponsor. Within that period it may request, with justified reasons, additional 
information from the sponsor regarding aspects addressed in Part II of the assessment report as far as its territory is 
concerned. 
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8. For the purpose of obtaining and reviewing the additional information referred to in paragraph 7 from the 
sponsor in accordance with the second and third subparagraphs, the additional Member State concerned may extend the 
period referred to in paragraph 7 by a maximum of 31 days. 

The sponsor shall submit the requested additional information within the period set by the additional Member State 
concerned which shall not exceed 12 days from receipt of the request. 

Upon receipt of the additional information, the Member State concerned shall complete its assessment within a 
maximum of 19 days. 

Where the sponsor does not provide additional information within the period set by the additional Member State 
concerned in accordance with the second subparagraph, the application shall be deemed to have lapsed in the additional 
Member State concerned. 

The request for additional information and the additional information shall be submitted through the EU portal. 

9. Where, regarding the aspects covered by Part I of the assessment report, the conduct of the clinical trial is accept
able or acceptable subject to compliance with specific conditions, the additional Member State concerned shall include 
in its decision its conclusion on Part II of the assessment report. 

10. The additional Member State concerned shall refuse to authorise the clinical trial if it disagrees with the conclu
sion of the reporting Member State as regards Part I of the assessment report on any of the grounds referred to in 
second subparagraph of paragraph 4, or if it finds, on duly justified grounds, that the aspects addressed in Part II of the 
assessment report are not complied with, or where an ethics committee has issued a negative opinion which, in accord
ance with the law of the additional Member State concerned, is valid for that entire additional Member State. That addi
tional Member State concerned shall provide for an appeal procedure in respect of such refusal. 

11. Where the additional Member State concerned has not notified the sponsor of its decision within the period 
referred to in paragraph 3, or in case that period has been extended in accordance with paragraph 6 or 8 where that ad
ditional Member State concerned has not notified the sponsor of its decision within the extended period, the conclusion 
on Part I of the assessment report shall be deemed to be the decision of that additional Member State concerned on the 
application for authorisation of the clinical trial. 

12. A sponsor shall not submit an application dossier in accordance with this Article where a procedure set out in 
Chapter III is pending as regards that clinical trial. 

CHAPTER III 

AUTHORISATION PROCEDURE FOR A SUBSTANTIAL MODIFICATION OF A CLINICAL TRIAL 

Article 15 

General principles 

A substantial modification, including the addition of a clinical trial site or the change of a principal investigator in the 
clinical trial site, may only be implemented if it has been approved in accordance with the procedure set out in this 
Chapter. 

Article 16 

Submission of application 

In order to obtain an authorisation, the sponsor shall submit an application dossier to the Member States concerned 
through the EU portal. 

Article 17 

Validation of an application for the authorisation of a substantial modification of an aspect covered by Part I of 
the assessment report 

1. The reporting Member State for the authorisation of a substantial modification shall be the reporting Member 
State for the initial authorisation procedure. 
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Member States concerned may communicate to the reporting Member State any considerations relevant to the validation 
of the application of a substantial modification within five days from the submission of the application dossier. 

2. Within six days from the submission of the application dossier, the reporting Member State shall validate the appli
cation taking into account considerations expressed by the other Member States concerned and notify the sponsor 
through the EU portal as to whether: 

(a)  the substantial modification concerns an aspect covered by Part I of the assessment report; and 

(b)  the application dossier is complete in accordance with Annex II. 

3. Where the reporting Member State has not notified the sponsor within the period referred to in paragraph 2, the 
substantial modification applied for shall be deemed to concern an aspect covered by Part I of the assessment report and 
the application dossier shall be deemed to be complete. 

4. Where the reporting Member State, taking into account considerations expressed by the other Member States 
concerned, finds that the application does not concern an aspect covered by Part I of the assessment report or that the 
application dossier is not complete, it shall inform the sponsor thereof through the EU portal and shall set a maximum 
of 10 days for the sponsor to comment on the application or to complete the application dossier through the EU 
portal. 

Within five days from receipt of the comments or the completed application dossier, the reporting Member State shall 
notify the sponsor as to whether or not the application complies with the requirements set out in points (a) and (b) of 
paragraph 2. 

Where the reporting Member State has not notified the sponsor within the period referred to in the second sub
paragraph, the substantial modification applied for shall be deemed to concern an aspect covered by Part I of the assess
ment report and the application dossier shall be deemed to be complete. 

Where the sponsor has not provided comments or completed the application dossier within the period referred to in the 
first subparagraph, the application shall be deemed to have lapsed in all Member States concerned. 

5. For the purposes of Articles 18, 19 and 22, the date on which the sponsor is notified in accordance with para
graph 2 or 4 shall be the validation date of the application. Where the sponsor is not notified, the validation date shall 
be the last day of the respective periods referred to in paragraphs 2 and 4. 

Article 18 

Assessment of a substantial modification of an aspect covered by Part I of the assessment report 

1. The reporting Member State shall assess the application with regard to an aspect covered by Part I of the assess
ment report, including whether the clinical trial will remain a low-intervention clinical trial after its substantial modifica
tion, and draw up an assessment report. 

2. The assessment report shall contain one of the following conclusions concerning the aspects addressed in Part I of 
the assessment report: 

(a)  the substantial modification is acceptable in view of the requirements set out in this Regulation; 

(b)  the substantial modification is acceptable in view of the requirements set out in this Regulation, but subject to 
compliance with specific conditions which shall be specifically listed in that conclusion; or 

(c)  the substantial modification is not acceptable in view of the requirements set out in this Regulation. 

3. The reporting Member State shall submit, through the EU portal, the final assessment report including its conclu
sion, to the sponsor and to the other Member States concerned within 38 days from the validation date. 

For the purposes of this Article and Articles 19 and 23, the reporting date shall be the date on which the final assess
ment report is submitted to the sponsor and to the other Member States concerned. 
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4. For clinical trials involving more than one Member State the assessment process of substantial modification shall 
include three phases: 

(a)  an initial assessment phase performed by the reporting Member State within 19 days from the validation date; 

(b)  a coordinated review phase performed within 12 days from the end of the initial assessment phase involving all 
Member States concerned; and 

(c)  a consolidation phase performed by the reporting Member State within seven days from the end of coordinated 
review phase. 

During the initial assessment phase, the reporting Member State shall develop a draft assessment report and circulate it 
to all Member States concerned. 

During the coordinated review phase, all Member States concerned shall jointly review the application based on the 
draft assessment report and shall share any considerations relevant to the application. 

During the consolidation phase, the reporting Member State shall take due account of the considerations of the other 
Member States concerned when finalising the assessment report and shall record how all such considerations have been 
dealt with. The reporting Member State shall submit the final assessment report to the sponsor and all other Member 
States concerned by the reporting date. 

5. The reporting Member State may extend the period referred to in paragraph 3 by a further 50 days for clinical 
trials involving an advanced therapy investigational medicinal product or a medicinal product as set out in point 1 of 
the Annex to Regulation (EC) No 726/2004, for the purpose of consulting with experts. In such case, the periods 
referred to in paragraphs 4 and 6 of this Article shall apply mutatis mutandis. 

6. Between the validation date and the reporting date, only the reporting Member State may request additional infor
mation from the sponsor, taking into account the considerations referred to in paragraph 4. 

For the purpose of obtaining and reviewing this additional information from the sponsor in accordance with the third 
and fourth subparagraph, the reporting Member State may extend the period referred to in the first subparagraph of 
paragraph 3 by a maximum of 31 days. 

The sponsor shall submit the requested additional information within the period set by the reporting Member State 
which shall not exceed 12 days from receipt of the request. 

Upon receipt of the additional information, the Member States concerned shall jointly review any additional information 
provided by the sponsor together with the original application and shall share any considerations relevant to the applica
tion. The coordinated review shall be performed within a maximum of 12 days from receipt of the additional informa
tion and the further consolidation shall be performed within a maximum of seven days from the end of the coordinated 
review. When finalising the assessment report, the reporting Member State shall take due account of the considerations 
of the other Member States concerned and shall record how all such considerations have been dealt with. 

Where the sponsor does not provide additional information within the period determined by the reporting Member 
State in accordance with the third subparagraph, the application shall be deemed to have lapsed in all Member States 
concerned. 

The request for additional information and the additional information shall be submitted through the EU portal. 

Article 19 

Decision on the substantial modification of an aspect covered by Part I of the assessment report 

1. Each Member State concerned shall notify the sponsor through the EU portal as to whether the substantial modifi
cation is authorised, whether it is authorised subject to conditions, or whether authorisation is refused. 

Notification shall be done by way of a single decision within five days from the reporting date. 
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An authorisation of a substantial modification subject to conditions is restricted to conditions which by their nature 
cannot be fulfilled at the time of that authorisation. 

2. Where the conclusion of the reporting Member State is that the substantial modification is acceptable or acceptable 
subject to compliance with specific conditions, that conclusion shall be deemed to be the conclusion of the Member 
State concerned. 

Notwithstanding the first subparagraph, a Member State concerned may disagree with that conclusion of the reporting 
Member State only on the following grounds: 

(a)  when it considers that participation in the clinical trial would lead to a subject receiving an inferior treatment than 
in normal clinical practice in the Member State concerned; 

(b)  infringement of its national law as referred to in Article 90; 

(c)  considerations as regards subject safety and data reliability and robustness submitted under paragraph 4 or 6 of 
Article 18. 

Where the Member State concerned disagrees with the conclusion on the basis of the second subparagraph, it shall 
communicate its disagreement, together with a detailed justification, through the EU portal, to the Commission, to all 
Member States and to the sponsor. 

A Member State concerned shall refuse to authorise a substantial modification if it disagrees with the conclusion of the 
reporting Member State as regards Part I of the assessment report on any of the grounds referred to in the second sub
paragraph, or where an ethics committee has issued a negative opinion which, in accordance with the law of that 
Member State concerned, is valid for that entire Member State. That Member State shall provide for an appeal procedure 
in respect of such refusal. 

3. Where the conclusion of the reporting Member State, as regards the substantial modification of aspects covered by 
Part I of the assessment report, is that the substantial modification is not acceptable, that conclusion shall be deemed to 
be the conclusion of all Member States concerned. 

4. Where the Member State concerned has not notified the sponsor of its decision within the period referred to in 
paragraph 1, the conclusion of the assessment report shall be deemed to be the decision of the Member State concerned 
on the application for authorisation of the substantial modification. 

Article 20 

Validation, assessment and decision regarding a substantial modification of an aspect covered by Part II of the 
assessment report 

1. Within six days from the submission of the application dossier, the Member State concerned shall notify the 
sponsor through the EU portal of the following: 

(a)  whether the substantial modification concerns an aspect covered by Part II of the assessment report; and 

(b)  whether the application dossier is complete in accordance with Annex II. 

2. Where the Member State concerned has not notified the sponsor within the period referred to in paragraph 1, the 
substantial modification applied for shall be deemed to concern an aspect covered by Part II of the assessment report 
and the application dossier shall be deemed to be complete. 

3. Where the Member State concerned finds that the substantial modification does not concern an aspect covered by 
Part II of the assessment report or that the application dossier is not complete, it shall inform the sponsor thereof 
through the EU portal and shall set a maximum of 10 days for the sponsor to comment on the application or to 
complete the application dossier through the EU portal. 

Within five days from receipt of the comments or the completed application dossier, the reporting Member State shall 
notify the sponsor as to whether or not the application complies with the requirements set out in points (a) and (b) of 
paragraph 1. 
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Where the Member State concerned has not notified the sponsor within the period referred to in the second sub
paragraph, the substantial modification shall be deemed to concern an aspect covered by Part II of the assessment report 
and the application dossier shall be deemed to be complete. 

Where the sponsor has not provided comments nor completed the application dossier within the period referred to in 
the first subparagraph, the application shall be deemed to have lapsed in the Member State concerned. 

4. For the purpose of this Article, the date on which the sponsor is notified in accordance with paragraph 1 or 3 
shall be the validation date of the application. Where the sponsor is not notified, the validation date shall be the last day 
of the respective periods referred to in paragraphs 1 and 3. 

5. The Member State concerned shall assess the application and shall submit to the sponsor, through the EU portal, 
Part II of the assessment report, including its conclusion, and the decision as to whether the substantial modification is 
authorised, whether it is authorised subject to conditions, or whether authorisation is refused. 

Notification shall be done by way of a single decision within 38 days from the validation date. 

An authorisation of a substantial modification subject to conditions is restricted to conditions which by their nature 
cannot be fulfilled at the time of that authorisation. 

6. During the period referred to in the second subparagraph of paragraph 5, the Member State concerned may 
request, with justified reasons, additional information from the sponsor regarding the substantial modification as far as 
its territory is concerned. 

For the purpose of obtaining and reviewing this additional information from the sponsor, the Member State concerned 
may extend the period referred to in the second subparagraph of paragraph 5 by a maximum of 31 days. 

The sponsor shall submit the requested additional information within the period set by the Member State concerned 
which shall not exceed 12 days from receipt of the request. 

Upon receipt of the additional information, the Member State concerned shall complete its assessment within a 
maximum of 19 days. 

Where the sponsor does not provide additional information within the period set by the Member State concerned in 
accordance with the third subparagraph, the application shall be deemed to have lapsed in that Member State. 

The request for additional information and the additional information shall be submitted through the EU portal. 

7. A Member State concerned shall refuse to authorise a substantial modification if it finds, on duly justified grounds, 
that the aspects covered by Part II of the assessment report are not complied with or where an ethics committee has 
issued a negative opinion which, in accordance with the law of that Member State concerned, is valid for that entire 
Member State. That Member State shall provide for an appeal procedure in respect of such refusal. 

8. Where the Member State concerned has not notified the sponsor of its decision within the periods set out in para
graphs 5 and 6, the substantial modification shall be deemed to be authorised in that Member State. 

Article 21 

Substantial modification of aspects covered by Parts I and II of the assessment report 

1. Where a substantial modification relates to aspects covered by Parts I and II of the assessment report, the applica
tion for authorisation of that substantial modification shall be validated in accordance with Article 17. 

2. The aspects covered by Part I of the assessment report shall be assessed in accordance with Article 18 and the 
aspects covered by Part II of the assessment report shall be assessed in accordance with Article 22. 
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Article 22 

Assessment of a substantial modification of aspects covered by Parts I and II of the assessment report — 
Assessment of the aspects covered by Part II of the assessment report 

1. Each Member State concerned shall assess, for its own territory, the aspects of the substantial modification which 
are covered by Part II of the assessment report and submit, through the EU portal, that report, including its conclusion, 
to the sponsor within 38 days from the validation date. 

2. During the period referred to in paragraph 1, the Member State concerned may request, with justified reasons, ad
ditional information from the sponsor regarding this substantial modification as far as its territory is concerned. 

3. For the purpose of obtaining and reviewing the additional information referred to in paragraph 2 from the 
sponsor in accordance with the third and fourth subparagraph, the Member State concerned may extend the period 
referred to paragraph 1 by a maximum of 31 days. 

The sponsor shall submit the requested additional information within the period set by the Member State concerned 
which shall not exceed 12 days from the receipt of the request. 

Upon receipt of the additional information, the Member State concerned shall complete its assessment within a 
maximum of 19 days. 

Where the sponsor does not provide the requested additional information within the period set by the Member State 
concerned in accordance with the second subparagraph, the application shall be deemed to have lapsed in that Member 
State. 

The request for additional information and the additional information shall be submitted through the EU portal. 

Article 23 

Decision on the substantial modification of aspects covered by Parts I and II of the assessment report 

1. Each Member State concerned shall notify the sponsor through the EU portal as to whether the substantial modifi
cation is authorised, whether it is authorised subject to conditions, or whether authorisation is refused. 

Notification shall be done by way of a single decision within five days from the reporting date or from the last day of 
the assessment period referred to in Article 22, whichever is later. 

An authorisation of a substantial modification subject to conditions is restricted to conditions which by their nature 
cannot be fulfilled at the time of that authorisation. 

2. Where the conclusion of the reporting Member State is that the substantial modification of aspects covered by 
Part I of the assessment report is acceptable or acceptable subject to compliance with specific conditions, that conclusion 
shall be deemed to be the conclusion of the Member State concerned. 

Notwithstanding the first subparagraph, a Member State concerned may disagree with the conclusion of the reporting 
Member State only on the following grounds: 

(a)  when it considers that participation in the clinical trial would lead to a subject receiving an inferior treatment than 
in normal clinical practice in the Member State concerned; 

(b)  infringement of its national law as referred to in Article 90; 

(c)  considerations as regards suject safety and data reliability and robustness submitted under paragraph 4 or 6 of 
Article 18. 

Where the Member State concerned disagrees with the conclusion regarding the substantial modification of aspects 
covered by Part I of the assessment report on the basis of the second subparagraph, it shall communicate its disagree
ment, together with a detailed justification through the EU portal to the Commission, to all Member States, and to the 
sponsor. 
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3. Where, regarding the substantial modification of aspects covered by Part I of the assessment report, the substantial 
modification is acceptable or acceptable subject to compliance with specific conditions, the Member State concerned 
shall include in its decision its conclusion on the substantial modification of aspects covered by Part II of the assessment 
report. 

4. A Member State concerned shall refuse to authorise a substantial modification if it disagrees with the conclusion of 
the reporting Member State as regards the substantial modification of aspects covered by Part I of the assessment report 
on any of the grounds referred to in second subparagraph of paragraph 2, or if it finds, on duly justified grounds, that 
the aspects covered by Part II of the assessment report are not complied with, or where an ethics committee has issued 
a negative opinion which in accordance with the law of the Member State concerned, is valid for that entire Member 
State. That Member State concerned shall provide for an appeal procedure in respect of such refusal. 

5. Where the conclusion of the reporting Member State as regards the substantial modification of aspects covered by 
Part I of the assessment report is that the substantial modification is not acceptable, that conclusion shall be deemed to 
be the conclusion of the Member State concerned. 

6. Where the Member State concerned has not notified the sponsor of its decision within the periods referred to in 
paragraph 1, the conclusion on the substantial modification of aspects covered by Part I of the assessment report shall 
be deemed to be the decision of the Member State concerned on the application for authorisation of the substantial 
modification. 

Article 24 

Persons assessing the application for a substantial modification 

Article 9 applies to assessments made under this Chapter. 

CHAPTER IV 

APPLICATION DOSSIER 

Article 25 

Data submitted in the application dossier 

1. The application dossier for the authorisation of a clinical trial shall contain all required documentation and infor
mation necessary for the validation and assessment referred to in Chapter II and relating to: 

(a)  the conduct of the clinical trial, including the scientific context and arrangements taken, 

(b)  the sponsor, investigators, potential subjects, subjects, and clinical trial sites; 

(c)  the investigational medicinal products and, where necessary, the auxiliary medicinal products, in particular their 
properties, labelling, manufacturing and control; 

(d)  measures to protect subjects; 

(e)  justification as to why the clinical trial is a low-intervention clinical trial, in cases where this is claimed by the 
sponsor. 

The list of required documentation and information is set out in Annex I. 

2. The application dossier for the authorisation of a substantial modification shall contain all required documentation 
and information necessary for the validation and assessment referred to in Chapter III: 

(a)  a reference to the clinical trial or clinical trials which are substantially modified using the EU trial number referred to 
in the third subparagraph of Article 81(1) (the ‘EU trial number’); 

(b) a clear description of the substantial modification, in particular, the nature of and the reasons for substantial modifi
cation; 
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(c)  a presentation of data and additional information in support of the substantial modification, where necessary; 

(d)  a clear description of the consequences of the substantial modification as regards the rights and safety of the subject 
and the reliability and robustness of the data generated in the clinical trial. 

The list of required documentation and information is set out in Annex II. 

3. Non-clinical information submitted in an application dossier shall be based on data derived from studies complying 
with Union law on the principles of good laboratory practice, as applicable at the time of performance of those studies. 

4. Where reference is made in the application dossier to data generated in a clinical trial, that clinical trial shall have 
been conducted in accordance with this Regulation or, if conducted prior to the date referred to in the second paragraph 
of Article 99, in accordance with Directive 2001/20/EC. 

5. Where the clinical trial referred to in paragraph 4 has been conducted outside the Union, it shall have been 
conducted in accordance with principles equivalent to those of this Regulation as regards the rights and safety of the 
subject and the reliability and robustness of the data generated in the clinical trial. 

6. Data from a clinical trial started as from the date referred to in the second paragraph of Article 99 shall only be 
submitted in an application dossier if that clinical trial has been registered prior to its start in a public register which is 
a primary or partner registry of, or a data provider to, the WHO ICTRP. 

Data from a clinical trial started before the date referred to in the second paragraph of Article 99 shall only be submitted 
in an application dossier if that clinical trial is registered in a public register which is a primary or partner registry of, or 
a data provider to, the WHO ICTRP or if the results of that clinical trial have been published in an independent peer- 
reviewed scientific publication. 

7. Data submitted in an application dossier which do not comply with paragraphs 3 to 6 shall not be considered in 
the assessment of an application for authorisation of a clinical trial or of a substantial modification. 

Article 26 

Language requirements 

The language of the application dossier, or parts thereof, shall be determined by the Member State concerned. 

Member States, in applying the first paragraph, shall consider accepting, for the documentation not addressed to the 
subject, a commonly understood language in the medical field. 

Article 27 

Update by way of delegated acts 

The Commission shall be empowered to adopt delegated acts in accordance with Article 85 in respect of amending 
Annexes I and II in order to adapt them to technical progress or to take account of international regulatory develop
ments in which the Union or the Member States are involved, in the field of clinical trials. 

CHAPTER V 

PROTECTION OF SUBJECTS AND INFORMED CONSENT 

Article 28 

General rules 

1. A clinical trial may be conducted only where all of the following conditions are met: 

(a)  the anticipated benefits to the subjects or to public health justify the foreseeable risks and inconveniences and 
compliance with this condition is constantly monitored; 

(b)  the subjects, or where a subject is not able to give informed consent, his or her legally designated representative, 
have been informed in accordance with Article 29(2) to (6); 
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(c)  the subjects, or where a subject is not able to give informed consent, his or her legally designated representative, 
have given informed consent in accordance with Article 29(1), (7) and (8); 

(d)  the rights of the subjects to physical and mental integrity, to privacy and to the protection of the data concerning 
them in accordance with Directive 95/46/EC are safeguarded; 

(e)  the clinical trial has been designed to involve as little pain, discomfort, fear and any other foreseeable risk as possible 
for the subjects and both the risk threshold and the degree of distress are specifically defined in the protocol and 
constantly monitored; 

(f)  the medical care provided to the subjects is the responsibility of an appropriately qualified medical doctor or, where 
appropriate, a qualified dental practitioner; 

(g)  the subject or, where the subject is not able to give informed consent, his or her legally designated representative has 
been provided with the contact details of an entity where further information can be received in case of need; 

(h)  no undue influence, including that of a financial nature, is exerted on subjects to participate in the clinical trial. 

2. Without prejudice to Directive 95/46/EC, the sponsor may ask the subject or, where the subject is not able to give 
informed consent, his or her legally designated representative at the time when the subject or the legally designated 
representative gives his or her informed consent to participate in the clinical trial to consent to the use of his or her data 
outside the protocol of the clinical trial exclusively for scientific purposes. That consent may be withdrawn at any time 
by the subject or his or her legally designated representative. 

The scientific research making use of the data outside the protocol of the clinical trial shall be conducted in accordance 
with the applicable law on data protection. 

3. Any subject, or, where the subject is not able to give informed consent, his or her legally designated representative, 
may, without any resulting detriment and without having to provide any justification, withdraw from the clinical trial at 
any time by revoking his or her informed consent. Without prejudice to Directive 95/46/EC, the withdrawal of the 
informed consent shall not affect the activities already carried out and the use of data obtained based on informed 
consent before its withdrawal. 

Article 29 

Informed consent 

1. Informed consent shall be written, dated and signed by the person performing the interview referred to in point (c) 
of paragraph 2, and by the subject or, where the subject is not able to give informed consent, his or her legally desig
nated representative after having been duly informed in accordance with paragraph 2. Where the subject is unable to 
write, consent may be given and recorded through appropriate alternative means in the presence of at least one impartial 
witness. In that case, the witness shall sign and date the informed consent document. The subject or, where the subject 
is not able to give informed consent, his or her legally designated representative shall be provided with a copy of the 
document (or the record) by which informed consent has been given. The informed consent shall be documented. 
Adequate time shall be given for the subject or his or her legally designated representative to consider his or her decision 
to participate in the clinical trial. 

2. Information given to the subject or, where the subject is not able to give informed consent, his or her legally desig
nated representative for the purposes of obtaining his or her informed consent shall: 

(a)  enable the subject or his or her legally designated representative to understand: 

(i)  the nature, objectives, benefits, implications, risks and inconveniences of the clinical trial; 

(ii)  the subject's rights and guarantees regarding his or her protection, in particular his or her right to refuse to 
participate and the right to withdraw from the clinical trial at any time without any resulting detriment and 
without having to provide any justification; 

(iii)  the conditions under which the clinical trial is to be conducted, including the expected duration of the subject's 
participation in the clinical trial; and 

(iv)  the possible treatment alternatives, including the follow-up measures if the participation of the subject in the 
clinical trial is discontinued; 

(b)  be kept comprehensive, concise, clear, relevant, and understandable to a layperson; 
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(c)  be provided in a prior interview with a member of the investigating team who is appropriately qualified according 
to the law of the Member State concerned; 

(d)  include information about the applicable damage compensation system referred to in Article 76(1); and 

(e)  include the EU trial number and information about the availability of the clinical trial results in accordance with 
paragraph 6. 

3. The information referred to in paragraph 2 shall be prepared in writing and be available to the subject or, where 
the subject is not able to give informed consent, his or her legally designated representative. 

4. In the interview referred to in point (c) of paragraph 2, special attention shall be paid to the information needs of 
specific patient populations and of individual subjects, as well as to the methods used to give the information. 

5. In the interview referred to in point (c) of paragraph 2, it shall be verified that the subject has understood the infor
mation. 

6. The subject shall be informed that the summary of the results of the clinical trial and a summary presented in 
terms understandable to a layperson will be made available in the EU database, referred to in Article 81 (the ‘EU data
base’), pursuant to Article 37(4), irrespective of the outcome of the clinical trial, and, to the extent possible, when the 
summaries become available. 

7. This Regulation is without prejudice to national law requiring that both the signature of the incapacitated person 
and the signature of his or her legally designated representative may be required on the informed consent form. 

8. This Regulation is without prejudice to national law requiring that, in addition to the informed consent given by 
the legally designated representative, a minor who is capable of forming an opinion and assessing the information given 
to him or her, shall also assent in order to participate in a clinical trial. 

Article 30 

Informed consent in cluster trials 

1. Where a clinical trial is to be conducted exclusively in one Member State, that Member State may, without preju
dice to Article 35, and by way of derogation from points (b), (c), and (g) of Article 28(1), Article 29(1), point (c) of 
Article 29(2), Article 29(3), (4) and (5), points (a), (b) and (c) of Article 31(1) and points (a), (b) and (c) of Article 32(1), 
allow the investigator to obtain informed consent by the simplified means set out in paragraph 2 of this Article, 
provided that all of the conditions set out in paragraph 3 of this Article are fulfilled. 

2. For clinical trials that fulfil the conditions set out in paragraph 3, informed consent shall be deemed to have been 
obtained if: 

(a)  the information required under points (a), (b), (d) and (e) of Article 29(2) is given, in accordance with what is laid 
down in the protocol, prior to the inclusion of the subject in the clinical trial, and this information makes clear, in 
particular, that the subject can refuse to participate in, or withdraw at any time from, the clinical trial without any 
resulting detriment; and 

(b)  the potential subject, after being informed, does not object to participating in the clinical trial. 

3. Informed consent may be obtained by the simplified means set out in paragraph 2, if all the following conditions 
are fulfilled: 

(a)  the simplified means for obtaining informed consent do not contradict national law in the Member State concerned; 

(b)  the methodology of the clinical trial requires that groups of subjects rather than individual subjects are allocated to 
receive different investigational medicinal products in a clinical trial; 

(c)  the clinical trial is a low-intervention clinical trial and the investigational medicinal products are used in accordance 
with the terms of the marketing authorisation; 
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(d)  there are no interventions other than the standard treatment of the subjects concerned; 

(e)  the protocol justifies the reasons for obtaining informed consent with simplified means and describes the scope of 
information provided to the subjects, as well as the ways of providing information. 

4. The investigator shall document all refusals and withdrawals and shall ensure that no data for the clinical trial are 
collected from subjects that refuse to participate in or have withdrawn from the clinical trial. 

Article 31 

Clinical trials on incapacitated subjects 

1. In the case of incapacitated subjects who have not given, or have not refused to give, informed consent before the 
onset of their incapacity, a clinical trial may be conducted only where, in addition to the conditions set out in Article 28, 
all of the following conditions are met: 

(a)  the informed consent of their legally designated representative has been obtained; 

(b)  the incapacitated subjects have received the information referred to in Article 29(2) in a way that is adequate in view 
of their capacity to understand it; 

(c)  the explicit wish of an incapacitated subject who is capable of forming an opinion and assessing the information 
referred to in Article 29(2) to refuse participation in, or to withdraw from, the clinical trial at any time, is respected 
by the investigator; 

(d)  no incentives or financial inducements are given to the subjects or their legally designated representatives, except for 
compensation for expenses and loss of earnings directly related to the participation in the clinical trial; 

(e)  the clinical trial is essential with respect to incapacitated subjects and data of comparable validity cannot be obtained 
in clinical trials on persons able to give informed consent, or by other research methods; 

(f)  the clinical trial relates directly to a medical condition from which the subject suffers; 

(g)  there are scientific grounds for expecting that participation in the clinical trial will produce: 

(i)  a direct benefit to the incapacitated subject outweighing the risks and burdens involved; or 

(ii)  some benefit for the population represented by the incapacitated subject concerned when the clinical trial relates 
directly to the life-threatening or debilitating medical condition from which the subject suffers and such trial will 
pose only minimal risk to, and will impose minimal burden on, the incapacitated subject concerned in com
parison with the standard treatment of the incapacitated subject's condition. 

2. Point (g)(ii) of paragraph 1 shall be without prejudice to more stringent national rules prohibiting the conduct of 
those clinical trials on incapacitated subjects, where there are no scientific grounds to expect that participation in the 
clinical trial will produce a direct benefit to the subject outweighing the risks and burdens involved. 

3. The subject shall as far as possible take part in the informed consent procedure. 

Article 32 

Clinical trials on minors 

1. A clinical trial on minors may be conducted only where, in addition to the conditions set out in Article 28, all of 
the following conditions are met: 

(a)  the informed consent of their legally designated representative has been obtained; 

(b)  the minors have received the information referred to in Article 29(2) in a way adapted to their age and mental 
maturity and from investigators or members of the investigating team who are trained or experienced in working 
with children; 
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(c)  the explicit wish of a minor who is capable of forming an opinion and assessing the information referred to in 
Article 29(2) to refuse participation in, or to withdraw from, the clinical trial at any time, is respected by the investi
gator; 

(d)  no incentives or financial inducements are given to the subject or his or her legally designated representative except 
for compensation for expenses and loss of earnings directly related to the participation in the clinical trial; 

(e) the clinical trial is intended to investigate treatments for a medical condition that only occurs in minors or the clin
ical trial is essential with respect to minors to validate data obtained in clinical trials on persons able to give 
informed consent or by other research methods; 

(f)  the clinical trial either relates directly to a medical condition from which the minor concerned suffers or is of such a 
nature that it can only be carried out on minors; 

(g)  there are scientific grounds for expecting that participation in the clinical trial will produce: 

(i)  a direct benefit for the minor concerned outweighing the risks and burdens involved; or 

(ii)  some benefit for the population represented by the minor concerned and such a clinical trial will pose only 
minimal risk to, and will impose minimal burden on, the minor concerned in comparison with the standard 
treatment of the minor's condition. 

2. The minor shall take part in the informed consent procedure in a way adapted to his or her age and mental 
maturity. 

3. If during a clinical trial the minor reaches the age of legal competence to give informed consent as defined in the 
law of the Member State concerned, his or her express informed consent shall be obtained before that subject can 
continue to participate in the clinical trial. 

Article 33 

Clinical trials on pregnant or breastfeeding women 

A clinical trial on pregnant or breastfeeding women may be conducted only where, in addition to the conditions set out 
in Article 28, the following conditions are met: 

(a)  the clinical trial has the potential to produce a direct benefit for the pregnant or breastfeeding woman concerned, or 
her embryo, foetus or child after birth, outweighing the risks and burdens involved; or 

(b)  if such clinical trial has no direct benefit for the pregnant or breastfeeding woman concerned, or her embryo, foetus 
or child after birth, it can be conducted only if: 

(i) a clinical trial of comparable effectiveness cannot be carried out on women who are not pregnant or breast
feeding; 

(ii)  the clinical trial contributes to the attainment of results capable of benefitting pregnant or breastfeeding women 
or other women in relation to reproduction or other embryos, foetuses or children; and 

(iii)  the clinical trial poses a minimal risk to, and imposes a minimal burden on, the pregnant or breastfeeding 
woman concerned, her embryo, foetus or child after birth; 

(c)  where research is undertaken on breastfeeding women, particular care is taken to avoid any adverse impact on the 
health of the child; and 

(d)  no incentives or financial inducements are given to the subject except for compensation for expenses and loss of 
earnings directly related to the participation in the clinical trial. 

Article 34 

Additional national measures 

Member States may maintain additional measures regarding persons performing mandatory military service, persons 
deprived of liberty, persons who, due to a judicial decision, cannot take part in clinical trials, or persons in residential 
care institutions. 
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Article 35 

Clinical trials in emergency situations 

1. By way of derogation from points (b) and (c) of Article 28(1), from points (a) and (b) of Article 31(1) and from 
points (a) and (b) of Article 32(1), informed consent to participate in a clinical trial may be obtained, and information 
on the clinical trial may be given, after the decision to include the subject in the clinical trial, provided that this decision 
is taken at the time of the first intervention on the subject, in accordance with the protocol for that clinical trial" and 
that all of the following conditions are fulfilled: 

(a)  due to the urgency of the situation, caused by a sudden life-threatening or other sudden serious medical condition, 
the subject is unable to provide prior informed consent and to receive prior information on the clinical trial; 

(b)  there are scientific grounds to expect that participation of the subject in the clinical trial will have the potential to 
produce a direct clinically relevant benefit for the subject resulting in a measurable health-related improvement alle
viating the suffering and/or improving the health of the subject, or in the diagnosis of its condition; 

(c)  it is not possible within the therapeutic window to supply all prior information to and obtain prior informed 
consent from his or her legally designated representative; 

(d)  the investigator certifies that he or she is not aware of any objections to participate in the clinical trial previously 
expressed by the subject; 

(e) the clinical trial relates directly to the subject's medical condition because of which it is not possible within the thera
peutic window to obtain prior informed consent from the subject or from his or her legally designated representative 
and to supply prior information, and the clinical trial is of such a nature that it may be conducted exclusively in 
emergency situations; 

(f)  the clinical trial poses a minimal risk to, and imposes a minimal burden on, the subject in comparison with the 
standard treatment of the subject's condition. 

2. Following an intervention pursuant to paragraph 1, informed consent in accordance with Article 29 shall be 
sought to continue the participation of the subject in the clinical trial, and information on the clinical trial shall be 
given, in accordance with the following requirements: 

(a)  regarding incapacitated subjects and minors, the informed consent shall be sought by the investigator from his or 
her legally designated representative without undue delay and the information referred to in Article 29(2) shall be 
given as soon as possible to the subject and to his or her legally designated representative; 

(b)  regarding other subjects, the informed consent shall be sought by the investigator without undue delay from the 
subject or his or her legally designated representative, whichever is sooner and the information referred to in 
Article 29(2) shall be given as soon as possible to the the subject or his or her legally designated representative, 
whichever is sooner. 

For the purposes of point (b), where informed consent has been obtained from the legally designated representative, 
informed consent to continue the participation in the clinical trial shall be obtained from the subject as soon as he or 
she is capable of giving informed consent. 

3. If the subject or, where applicable, his or her legally designated representative does not give consent, he or she 
shall be informed of the right to object to the use of data obtained from the clinical trial. 

CHAPTER VI 

START, END, TEMPORARY HALT, AND EARLY TERMINATION OF A CLINICAL TRIAL 

Article 36 

Notification of the start of a clinical trial and of the end of the recruitment of subjects 

1. The sponsor shall notify each Member State concerned of the start of a clinical trial in relation to that Member 
State through the EU portal. 

That notification shall be made within 15 days from the start of the clinical trial in relation to that Member State. 
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2. The sponsor shall notify each Member State concerned of the first visit of the first subject in relation to that 
Member State through the EU portal. 

That notification shall be made within 15 days from the first visit of the first subject in relation to that Member State. 

3. The sponsor shall notify each Member State concerned of the end of the recruitment of subjects for a clinical trial 
in that Member State through the EU portal. 

That notification shall be made within 15 days from the end of the recruitment of subjects. In case of re-start of recruit
ment, paragraph 1 shall apply. 

Article 37 

End of a clinical trial, temporary halt and early termination of a clinical trial and submission of the results 

1. The sponsor shall notify each Member State concerned of the end of a clinical trial in relation to that Member 
State through the EU portal. 

That notification shall be made within 15 days from the end of the clinical trial in relation to that Member State. 

2. The sponsor shall notify each Member State concerned of the end of a clinical trial in all Member States concerned 
through the EU portal. 

That notification shall be made within 15 days from the end of the clinical trial in the last Member State concerned. 

3. The sponsor shall notify each Member State concerned of the end of a clinical trial in all Member States concerned 
and in all third countries in which the clinical trial has been conducted through the EU portal. 

That notification shall be made within 15 days from the end of the clinical trial in the last of the Member States 
concerned and third countries in which the clinical trial has been conducted. 

4. Irrespective of the outcome of a clinical trial, within one year from the end of a clinical trial in all Member States 
concerned, the sponsor shall submit to the EU database a summary of the results of the clinical trial. The content of that 
summary is set out in Annex IV. 

It shall be accompanied by a summary written in a manner that is understandable to laypersons. The content of that 
summary is set out in Annex V. 

However, where, for scientific reasons detailed in the protocol, it is not possible to submit a summary of the results 
within one year, the summary of results shall be submitted as soon as it is available. In this case, the protocol shall 
specify when the results are going to be submitted, together with a justification. 

In addition to the summary of the results, where the clinical trial was intended to be used for obtaining a marketing 
authorisation for the investigational medicinal product, the applicant for marketing authorisation shall submit to the EU 
database the clinical study report within 30 days after the day the marketing authorisation has been granted, the proce
dure for granting the marketing authorisation has been completed, or the applicant for marketing authorisation has 
withdrawn the application. 

For cases where the sponsor decides to share raw data on a voluntary basis, the Commission shall produce guidelines for 
the formatting and sharing of those data. 

5. The sponsor shall notify each Member State concerned of a temporary halt of a clinical trial in all Member States 
concerned for reasons not affecting the benefit-risk balance through the EU portal. 

That notification shall be made within 15 days from the temporary halt of the clinical trial in all Member States 
concerned and shall include the reasons for such action. 
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6. When a temporarily halted clinical trial referred to in paragraph 5 is resumed the sponsor shall notify each 
Member State concerned through the EU portal. 

That notification shall be made within 15 days from the restart of the temporarily halted clinical trial in all Member 
States concerned. 

7. If a temporarily halted clinical trial is not resumed within two years, the expiry date of this period or the date of 
the decision of the sponsor not to resume the clinical trial, whichever is earlier, shall be deemed to be the date of the 
end of the clinical trial. In the case of early termination of the clinical trial, the date of the early termination shall be 
deemed to be the date of the end of the clinical trial. 

In the case of early termination of the clinical trial for reasons not affecting the benefit-risk balance, the sponsor shall 
notify each Member State concerned through the EU portal of the reasons for such action and, when appropriate, 
follow-up measures for the subjects. 

8. Without prejudice to paragraph 4, where the clinical trial protocol provides for an intermediate data analysis date 
prior to the end of the clinical trial, and the respective results of the clinical trial are available, a summary of those 
results shall be submitted to the EU database within one year of the intermediate data analysis date. 

Article 38 

Temporary halt or early termination by the sponsor for reasons of subject safety 

1. For the purposes of this Regulation, the temporary halt or early termination of a clinical trial for reasons of a 
change of the benefit-risk balance shall be notified to the Member States concerned through the EU portal. 

That notification shall be made without undue delay but not later than in 15 days of the date of the temporary halt or 
early termination. It shall include the reasons for such action and specify follow-up measures. 

2. The restart of the clinical trial following a temporary halt as referred to in paragraph 1 shall be deemed to be a 
substantial modification subject to the authorisation procedure laid down in Chapter III. 

Article 39 

Update of the contents of the summary of results and summary for laypersons 

The Commission shall be empowered to adopt delegated acts in accordance with Article 89 in order to amend 
Annexes IV and V, in order to adapt them to technical progress or to take account of international regulatory develop
ments, in which the Union or the Member States are involved, in the field of clinical trials. 

CHAPTER VII 

SAFETY REPORTING IN THE CONTEXT OF A CLINICAL TRIAL 

Article 40 

Electronic database for safety reporting 

1. The European Medicines Agency established by Regulation (EC) No 726/2004 (the ‘Agency’) shall set up and main
tain an electronic database for the reporting provided for in Articles 42 and 43. That database shall be a module of the 
database referred to in Article 24 of Regulation (EC) No 726/2004 (the ‘Eudravigilance database’). 

2. The Agency shall, in collaboration with Member States, develop a standard web-based structured form for the 
reporting by sponsors to the database referred to in paragraph 1 of suspected unexpected serious adverse reactions. 
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Article 41 

Reporting of adverse events and serious adverse events by the investigator to the sponsor 

1. The investigator shall record and document adverse events or laboratory abnormalities identified in the protocol as 
critical to the safety evaluation and report them to the sponsor in accordance with the reporting requirements and 
within the periods specified in the protocol. 

2. The investigator shall record and document all adverse events, unless the protocol provides differently. The investi
gator shall report to the sponsor all serious adverse events occurring to subjects treated by him or her in the clinical 
trial, unless the protocol provides differently. 

The investigator shall report serious adverse events to the sponsor without undue delay but not later than within 
24 hours of obtaining knowledge of the events, unless, for certain serious adverse events, the protocol provides that no 
immediate reporting is required. Where relevant, the investigator shall send a follow-up report to the sponsor to allow 
the sponsor to assess whether the serious adverse event has an impact on the benefit-risk balance of the clinical trial. 

3. The sponsor shall keep detailed records of all adverse events reported to it by the investigator. 

4. If the investigator becomes aware of a serious adverse event with a suspected causal relationship to the investiga
tional medicinal product that occurs after the end of the clinical trial in a subject treated by him or her, the investigator 
shall, without undue delay, report the serious adverse event to the sponsor. 

Article 42 

Reporting of suspected unexpected serious adverse reactions by the sponsor to the Agency 

1. The sponsor of a clinical trial performed in at least one Member State shall report electronically and without delay 
to the database referred to in Article 40(1) all relevant information about the following suspected unexpected serious 
adverse reactions.: 

(a)  all suspected unexpected serious adverse reactions to investigational medicinal products occurring in that clinical 
trial, irrespective of whether the suspected unexpected serious adverse reaction has occurred at a clinical trial site in 
the Union or in a third country; 

(b)  all suspected unexpected serious adverse reactions related to the same active substance, regardless of pharmaceutical 
form and strength or indication investigated, in investigational medicinal products used in the clinical trial, occurring 
in a clinical trial performed exclusively in a third country, if that clinical trial is sponsored: 

(i)  by that sponsor, or 

(ii)  by another sponsor who is either part of the same parent company as the sponsor of the clinical trial, or who 
develops a medicinal product jointly, on the basis of a formal agreement, with the sponsor of the clinical trial. 
For this purpose, provision of the investigational medicinal product or information to a future potential 
marketing authorisation holder on safety matters shall not be considered a joint development; and 

(c)  all suspected unexpected serious adverse reactions to investigational medicinal products occurring in any of the 
subjects of the clinical trial, which are identified by or come to the attention of the sponsor after the end of the clin
ical trial. 

2. The period for the reporting of suspected unexpected serious adverse reactions by the sponsor to the Agency shall 
take account of the seriousness of the reaction and shall be as follows: 

(a)  in the case of fatal or life-threatening suspected unexpected serious adverse reactions, as soon as possible and in any 
event not later than seven days after the sponsor became aware of the reaction; 

(b)  in the case of non-fatal or non-life-threatening suspected unexpected serious adverse reactions, not later than 
15 days after the sponsor became aware of the reaction; 

(c)  in the case of a suspected unexpected serious adverse reaction which was initially considered to be non-fatal or non- 
life threatening but which turns out to be fatal or life-threatening, as soon as possible and in any event not later 
than seven days after the sponsor became aware of the reaction being fatal or life-threatening. 

Where necessary to ensure timely reporting, the sponsor may, in accordance with section 2.4 of Annex III, submit an 
initial incomplete report followed up by a complete report. 
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3. Where a sponsor, due to a lack of resources, does not have the possibility to report to the database referred to in 
Article 40(1) and the sponsor has the agreement of the Member State concerned, it may report to the Member State 
where the suspected unexpected serious adverse reaction occurred. That Member State shall report the suspected unex
pected serious adverse reaction in accordance with paragraph 1 of this Article. 

Article 43 

Annual reporting by the sponsor to the Agency 

1. Regarding investigational medicinal products other than placebo, the sponsor shall submit annually through the 
database referred to in Article 40(1) to the Agency a report on the safety of each investigational medicinal product used 
in a clinical trial for which it is the sponsor. 

2. In the case of a clinical trial involving the use of more than one investigational medicinal product, the sponsor 
may, if provided for in the protocol, submit a single safety report on all investigational medicinal products used in that 
clinical trial. 

3. The annual report referred to in paragraph 1 shall only contain aggregate and anonymised data. 

4. The obligation referred to in paragraph 1 starts with the first authorisation of a clinical trial in accordance with 
this Regulation. It ends with the end of the last clinical trial conducted by the sponsor with the investigational medicinal 
product. 

Article 44 

Assessment by Member States 

1. The Agency shall, by electronic means, forward to the Member States concerned the information reported in 
accordance with Article 42 and 43. 

2. Member States shall cooperate in assessing the information reported in accordance with Articles 42and 43. The 
Commission may, by means of implementing acts, set up and modify the rules on such cooperation. Those imple
menting acts shall be adopted in accordance with the examination procedure referred to in Article 88(2). 

3. The responsible ethics committee shall be involved in the assessment of the information referred to in paragraphs 1 
and 2, if it has been provided for in the law of the Member State concerned. 

Article 45 

Technical aspects 

Technical aspects for safety reporting in accordance with Articles 41 to 44 are contained in Annex III. Where necessary 
in order to improve the level of protection of subjects, the Commission shall be empowered to adopt delegated acts in 
accordance with Article 89 in order to amend Annex III for any of the following purposes: 

(a)  improving the information on the safety of medicinal products; 

(b)  adapting technical requirements to technical progress; 

(c)  taking account of international regulatory developments in the field of safety requirements in clinical trials, endorsed 
by bodies in which the Union or the Member States participate. 

Article 46 

Reporting with regard to auxiliary medicinal products 

Safety reporting with regard to auxiliary medicinal products shall be made in accordance with Chapter 3 of Title IX of 
Directive 2001/83/EC. 
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CHAPTER VIII 

CONDUCT OF A CLINICAL TRIAL, SUPERVISION BY THE SPONSOR, TRAINING AND EXPERIENCE, AUXILIARY MEDI
CINAL PRODUCTS 

Article 47 

Compliance with the protocol and good clinical practice 

The sponsor of a clinical trial and the investigator shall ensure that the clinical trial is conducted in accordance with the 
protocol and with the principles of good clinical practice. 

Without prejudice to any other provision of Union law or Commission guidelines, the sponsor and the investigator, 
when drawing up the protocol and when applying this Regulation and the protocol, shall also take appropriate account 
of the quality standards and the ICH guidelines on good clinical practice. 

The Commission shall make publicly available the detailed ICH guidelines on good clinical practice referred to in the 
second paragraph. 

Article 48 

Monitoring 

In order to verify that the rights, safety and well-being of subjects are protected, that the reported data are reliable and 
robust, and that the conduct of the clinical trial is in compliance with the requirements of this Regulation, the sponsor 
shall adequately monitor the conduct of a clinical trial. The extent and nature of the monitoring shall be determined by 
the sponsor on the basis of an assessment that takes into consideration all characteristics of the clinical trial, including 
the following characteristics: 

(a)  whether the clinical trial is a low-intervention clinical trial; 

(b)  the objective and methodology of the clinical trial; and 

(c)  the degree of deviation of the intervention from normal clinical practice. 

Article 49 

Suitability of individuals involved in conducting the clinical trial 

The investigator shall be a medical doctor as defined in national law, or a person following a profession which is recog
nised in the Member State concerned as qualifying for an investigator because of the necessary scientific knowledge and 
experience in patient care. 

Other individuals involved in conducting a clinical trial shall be suitably qualified by education, training and experience 
to perform their tasks. 

Article 50 

Suitability of clinical trial sites 

The facilities where the clinical trial is to be conducted shall be suitable for the conduct of the clinical trial in compliance 
with the requirements of this Regulation. 

Article 51 

Traceability, storage, return and destruction of investigational medicinal products 

1. Investigational medicinal products shall be traceable. They shall be stored, returned and/or destroyed as appropriate 
and proportionate to ensure the safety of the subject and the reliability and robustness of the data generated in the clin
ical trial, in particular, taking into account whether the investigational medicinal product is an authorised investigational 
medicinal product, and whether the clinical trial is a low-intervention clinical trial. 
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The first subparagraph shall also apply to unauthorised auxiliary medicinal products. 

2. The relevant information regarding the traceability, storage, return and destruction of medicinal products referred 
to in paragraph 1 shall be contained in the application dossier. 

Article 52 

Reporting of serious breaches 

1. The sponsor shall notify the Member States concerned about a serious breach of this Regulation or of the version 
of the protocol applicable at the time of the breach through the EU portal without undue delay but not later than seven 
days of becoming aware of that breach. 

2. For the purposes of this Article, a ‘serious breach’ means a breach likely to affect to a significant degree the safety 
and rights of a subject or the reliability and robustness of the data generated in the clinical trial. 

Article 53 

Other reporting obligations relevant for subject safety 

1. The sponsor shall notify the Member States concerned through the EU portal of all unexpected events which affect 
the benefit-risk balance of the clinical trial, but are not suspected unexpected serious adverse reactions as referred to in 
Article 42. That notification shall be made without undue delay but no later than 15 days from the date the sponsor 
became aware of this event. 

2. The sponsor shall submit to the Member States concerned, through the EU portal, all inspection reports of third 
country authorities concerning the clinical trial. When requested by a Member State concerned, the sponsor shall submit 
a translation of the report or of its summary in an official language of the Union indicated in the request. 

Article 54 

Urgent safety measures 

1. Where an unexpected event is likely to seriously affect the benefit-risk balance, the sponsor and the investigator 
shall take appropriate urgent safety measures to protect the subjects. 

2. The sponsor shall notify the Member States concerned, through the EU portal, of the event and the measures 
taken. 

That notification shall be made without undue delay but no later than seven days from the date the measures have been 
taken. 

3. This Article is without prejudice to Chapters III and VII. 

Article 55 

Investigator's brochure 

1. The sponsor shall provide the investigator with the investigator's brochure. 

2. The investigator's brochure shall be updated where new and relevant safety information becomes available, and 
shall be reviewed by the sponsor at least once per year. 
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Article 56 

Recording, processing, handling and storage of information 

1. All clinical trial information shall be recorded, processed, handled, and stored by the sponsor or investigator, as 
applicable, in such a way that it can be accurately reported, interpreted and verified while the confidentiality of records 
and the personal data of the subjects remain protected in accordance with the applicable law on personal data protec
tion. 

2. Appropriate technical and organisational measures shall be implemented to protect information and personal data 
processed against unauthorised or unlawful access, disclosure, dissemination, alteration, or destruction or accidental loss, 
in particular where the processing involves the transmission over a network. 

Article 57 

Clinical trial master file 

The sponsor and the investigator shall keep a clinical trial master file. The clinical trial master file shall at all times 
contain the essential documents relating to that clinical trial which allow verification of the conduct of a clinical trial 
and the quality of the data generated, taking into account all characteristics of the clinical trial, including in particular 
whether the clinical trial is a low-intervention clinical trial. It shall be readily available, and directly accessible upon 
request, to the Member States. 

The clinical trial master file kept by the investigator and that kept by the sponsor may have a different content if this is 
justified by the different nature of the responsibilities of the investigator and the sponsor. 

Article 58 

Archiving of the clinical trial master file 

Unless other Union law requires archiving for a longer period, the sponsor and the investigator shall archive the content 
of the clinical trial master file for at least 25 years after the end of the clinical trial. However, the medical files of subjects 
shall be archived in accordance with national law. 

The content of the clinical trial master file shall be archived in a way that ensures that it is readily available and acces
sible, upon request, to the competent authorities. 

Any transfer of ownership of the content of the clinical trial master file shall be documented. The new owner shall 
assume the responsibilities set out in this Article. 

The sponsor shall appoint individuals within its organisation to be responsible for archives. Access to archives shall be 
restricted to those individuals. 

The media used to archive the content of the clinical trial master file shall be such that the content remains complete 
and legible throughout the period referred to in the first paragraph. 

Any alteration to the content of the clinical trial master file shall be traceable. 

Article 59 

Auxiliary medicinal products 

1. Only authorised auxiliary medicinal products may be used in a clinical trial. 

2. Paragraph 1 shall not apply where no authorised auxiliary medicinal product is available in the Union or where 
the sponsor cannot reasonably be expected to use an authorised auxiliary medicinal product. A justification to this effect 
shall be included in the protocol. 

27.5.2014 L 158/41 Official Journal of the European Union EN     

95



3. Member States shall ensure that unauthorised auxiliary medicinal products may enter their territories for the 
purpose of their use in a clinical trial in accordance with paragraph 2. 

CHAPTER IX 

MANUFACTURING AND IMPORT OF INVESTIGATIONAL MEDICINAL PRODUCTS AND AUXILIARY MEDICINAL 
PRODUCTS 

Article 60 

Scope of this Chapter 

This Chapter shall apply to the manufacture and import of investigational medicinal products and auxiliary medicinal 
products. 

Article 61 

Authorisation of manufacturing and import 

1. The manufacturing and import of investigational medicinal products in the Union shall be subject to the holding 
of an authorisation. 

2. In order to obtain the authorisation referred to in paragraph 1, the applicant shall meet the following require
ments: 

(a)  it shall have at its disposal, for manufacture or import, suitable and sufficient premises, technical equipment and 
control facilities complying with the requirements set out in this Regulation; 

(b)  it shall have permanently and continuously at its disposal the services of at least one qualified person who fulfils the 
conditions of qualification set out in Article 49(2) and (3) of Directive 2001/83/EC (‘qualified person’). 

3. The applicant shall specify, in the application for authorisation, the types and pharmaceutical forms of the investi
gational medicinal product manufactured or imported, the manufacturing or import operations, the manufacturing 
process where relevant, the site where the investigational medicinal products are to be manufactured or the site in the 
Union to which they are to be imported, and detailed information concerning the qualified person. 

4. Articles 42 to 45, and point (e) of Article 46 of Directive 2001/83/EC shall apply mutatis mutandis to the authorisa
tion referred to in paragraph 1. 

5. Paragraph 1 shall not apply to any of the following processes: 

(a) re-labelling or re-packaging, where those processes are carried out in hospitals, health centres or clinics, by pharma
cists or other persons legally authorised in the Member State concerned to carry out such processes, and if the inves
tigational medicinal products are intended to be used exclusively in hospitals, health centres or clinics taking part in 
the same clinical trial in the same Member State; 

(b)  preparation of radiopharmaceuticals used as diagnostic investigational medicinal products where this process is 
carried out in hospitals, health centres or clinics, by pharmacists or other persons legally authorised in the Member 
State concerned to carry out such process, and if the investigational medicinal products are intended to be used 
exclusively in hospitals, health centres or clinics taking part in the same clinical trial in the same Member State; 

(c)  the preparation of medicinal products referred to in points (1) and (2) of Article 3 of Directive 2001/83/EC for use 
as investigational medicinal products, where this process is carried out in hospitals, health centres or clinics legally 
authorised in the Member State concerned to carry out such process and if the investigational medicinal products 
are intended to be used exclusively in hospitals, health centres or clinics taking part in the same clinical trial in the 
same Member State. 

6. Member States shall make the processes set out in paragraph 5 subject to appropriate and proportionate require
ments to ensure subject safety and reliability and robustness of the data generated in the clinical trial. They shall subject 
the processes to regular inspections. 
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Article 62 

Responsibilities of the qualified person 

1. The qualified person shall ensure that each batch of investigational medicinal products manufactured in or 
imported into the Union complies with the requirements set out in Article 63 and shall certify that those requirements 
are fulfilled. 

2. The certification referred to in paragraph 1 shall be made available by the sponsor at the request of the Member 
State concerned. 

Article 63 

Manufacturing and import 

1. Investigational medicinal products shall be manufactured by applying manufacturing practice which ensures the 
quality of such medicinal products in order to safeguard the safety of the subject and the reliability and robustness of 
clinical data generated in the clinical trial (‘good manufacturing practice’). The Commission shall be empowered to adopt 
delegated acts in accordance with Article 89 in order to specify the principles and guidelines of good manufacturing 
practice and the detailed arrangements for inspection for ensuring the quality of investigational medicinal products, 
taking account of subject safety or data reliability and robustness, technical progress and global regulatory developments 
in which the Union or the Member States are involved. 

In addition, the Commission shall also adopt and publish detailed guidelines in line with those principles of good manu
facturing practice and revise them when necessary in order to take account of technical and scientific progress. 

2. Paragraph 1 shall not apply to the processes referred to in Article 61(5). 

3. Investigational medicinal products imported into the Union shall be manufactured by applying quality standards at 
least equivalent to those laid down pursuant to paragraph 1. 

4. The Member States shall ensure compliance with the requirements of this Article by means of inspections. 

Article 64 

Modification of authorised investigational medicinal products 

Articles 61, 62 and 63 shall apply to authorised investigational medicinal products only as regards any modification of 
such products not covered by a marketing authorisation. 

Article 65 

Manufacturing of auxiliary medicinal products 

Where the auxiliary medicinal product is not authorised, or where an authorised auxiliary medicinal product is modified 
while such modification is not covered by a marketing authorisation, it shall be manufactured according to the good 
manufacturing practice referred to in Article 63(1) orto at least an equivalent standard, in order to ensure appropriate 
quality. 

CHAPTER X 

LABELLING 

Article 66 

Unauthorised investigational and unauthorised auxiliary medicinal products 

1. The following information shall appear on the outer packaging and on the immediate packaging of unauthorised 
investigational medicinal products and unauthorised auxiliary medicinal products: 

(a)  information to identify contact persons or persons involved in the clinical trial; 

(b)  information to identify the clinical trial; 
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(c)  information to identify the medicinal product; 

(d)  information related to the use of the medicinal product. 

2. The information which is to appear on the outer packaging and immediate packaging shall ensure subject safety 
and reliability and robustness of the data generated in the clinical trial, while taking account of the design of the clinical 
trial, whether the products are investigational or auxiliary medicinal product, and whether they are products with par
ticular characteristics. 

The information which is to appear on the outer packaging and immediate packaging shall be clearly legible. 

A list of information which is to appear on the outer packaging and immediate packaging is set out in Annex VI. 

Article 67 

Authorised investigational and authorised auxiliary medicinal products 

1. Authorised investigational medicinal products and authorised auxiliary medicinal products shall be labelled: 

(a)  in accordance with Article 66(1); or 

(b)  in accordance with Title V of Directive 2001/83/EC. 

2. Notwithstanding point (b) of paragraph 1, where the specific circumstances, provided for in the protocol, of a clin
ical trial so require in order to ensure the safety of the subject or the reliability and robustness of data generated in a 
clinical trial, additional particulars relating to the identification of the clinical trial and of the contact person shall appear 
on the outer packaging and the immediate packaging of authorised investigational medicinal products. A list of these ad
ditional particulars appearing on the outer packaging and immediate packaging is set out in section C of Annex VI. 

Article 68 

Radiopharmaceuticals used as investigational medicinal products or as auxiliary medicinal products for a 
medical diagnosis 

Articles 66 and 67 shall not apply to radiopharmaceuticals used as diagnostic investigational medicinal products or as 
diagnostic auxiliary medicinal products. 

The products referred to in the first paragraph shall be labelled appropriately in order to ensure the safety of the subject 
and the reliability and robustness of data generated in the clinical trial. 

Article 69 

Language 

The language of the information on the label shall be determined by the Member State concerned. The medicinal 
product may be labelled in several languages. 

Article 70 

Delegated act 

The Commission shall be empowered to adopt delegated acts in accordance with Article 89 in respect of amending 
Annex VI in order to ensure subject safety and the reliability and robustness of data generated in a clinical trial or to 
take account of technical progress. 
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CHAPTER XI 

SPONSOR AND INVESTIGATOR 

Article 71 

Sponsor 

A clinical trial may have one or several sponsors. 

Any sponsor may delegate, in a written contract, any or all of its tasks to an individual, a company, an institution or an 
organisation. Such delegation shall be without prejudice to the responsibility of the sponsor, in particular regarding the 
safety of subjects and the reliability and robustness of the data generated in the clinical trial. 

The investigator and the sponsor may be the same person. 

Article 72 

Co-sponsorship 

1. Without prejudice to Article 74, where a clinical trial has more than one sponsor, all sponsors shall have the 
responsibilities of a sponsor set out in this Regulation, unless the sponsors decide otherwise in a written contract setting 
out their respective responsibilities. Where the contract does not specify to which sponsor a given responsibility is attrib
uted, that responsibility shall lie with all sponsors. 

2. By way of derogation from paragraph 1, the sponsors shall be jointly responsible for establishing: 

(a)  a sponsor responsible for compliance with the obligations of a sponsor in the authorisation procedures set out in 
Chapters II and III; 

(b)  a sponsor responsible for being a contact point for receiving all questions from subjects, investigators or any 
Member State concerned regarding the clinical trial and providing answers to them; 

(c)  a sponsor responsible for implementing the measures taken in accordance with Article 77. 

Article 73 

Principal investigator 

A principal investigator shall ensure compliance of a clinical trial at a clinical trial site with the requirements of this 
Regulation. 

The principal investigator shall assign tasks among the members of the team of investigators in a way which is not 
compromising the safety of subjects and the reliability and robustness of the data generated in the clinical trial at that 
clinical trial site. 

Article 74 

Legal representative of the sponsor in the Union 

1. Where the sponsor of a clinical trial is not established in the Union, that sponsor shall ensure that a natural or 
legal person is established in the Union as its legal representative. Such legal representative shall be responsible for 
ensuring compliance with the sponsor's obligations pursuant to this Regulation, and shall be the addressee for all 
communications with the sponsor provided for in this Regulation. Any communication to that legal representative shall 
be deemed to be a communication to the sponsor. 

2. Member States may choose not to apply paragraph 1 as regards clinical trials to be conducted solely on their terri
tory, or on their territory and the territory of a third country, provided that they ensure that the sponsor establishes at 
least a contact person on their territory in respect of that clinical trial who shall be the addressee for all communications 
with the sponsor provided for in this Regulation. 
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3. As regards clinical trials to be conducted in more than one Member State, all those Member States may choose not 
to apply paragraph 1 provided that they ensure that the sponsor establishes at least a contact person in the Union in 
respect of that clinical trial who shall be the addressee for all communications with the sponsor provided for in this 
Regulation. 

Article 75 

Liability 

This Chapter shall not affect the civil and criminal liability of the sponsor, investigator, or persons to whom the sponsor 
has delegated tasks. 

CHAPTER XII 

DAMAGE COMPENSATION 

Article 76 

Damage compensation 

1. Member States shall ensure that systems for compensation for any damage suffered by a subject resulting from par
ticipation in a clinical trial conducted on their territory are in place in the form of insurance, a guarantee, or a similar 
arrangement that is equivalent as regards its purpose and which is appropriate to the nature and the extent of the risk. 

2. The sponsor and the investigator shall make use of the system referred to in paragraph 1 in the form appropriate 
for the Member State concerned where the clinical trial is conducted. 

3. Member States shall not require any additional use of the system referred to in paragraph 1 from the sponsor for 
low-intervention clinical trials, if any possible damage that could be suffered by a subject resulting from the use of the 
investigational medicinal product in accordance with the protocol of that specific clinical trial on the territory of that 
Member State is covered by the applicable compensation system already in place. 

CHAPTER XIII 

SUPERVISION BY MEMBER STATES, UNION INSPECTIONS AND CONTROLS 

Article 77 

Corrective measures to be taken by Member States 

1. Where a Member State concerned has justified grounds for considering that the requirements set out in this Regu
lation are no longer met, it may take the following measures on its territory: 

(a)  revoke the authorisation of a clinical trial; 

(b)  suspend a clinical trial; 

(c)  require the sponsor to modify any aspect of the clinical trial. 

2. Before the Member State concerned takes any of the measures referred to in paragraph 1 it shall, except where 
immediate action is required, ask the sponsor and/or the investigator for their opinion. That opinion shall be delivered 
within seven days. 

3. The Member State concerned shall immediately after taking a measure referred to in paragraph 1 inform all 
Member States concerned through the EU portal. 

4. Each Member State concerned may consult the other Member States concerned before taking any of the measures 
referred to in paragraph 1. 
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Article 78 

Member State inspections 

1. Member States shall appoint inspectors to perform inspections in order to supervise compliance with this Regu
lation. They shall ensure that those inspectors are adequately qualified and trained. 

2. Inspections shall be conducted under the responsibility of the Member State where the inspection takes place. 

3. Where a Member State concerned intends to carry out an inspection on its territory or in a third country with 
regard to one or several clinical trials which are conducted in more than one Member State concerned, it shall notify its 
intention to the other Member States concerned, the Commission and the Agency, through the EU portal, and shall 
inform them of its findings after the inspection. 

4. Inspections fees, if any, may be waived for non-commercial sponsors. 

5. In order to efficiently use the resources available and to avoid duplications, the Agency shall coordinate the co
operation between Member States concerned on inspections conducted in Member States, in third countries, and inspec
tions conducted in the framework of an application for a marketing authorisation under Regulation (EC) No 726/2004. 

6. Following an inspection, the Member State under whose responsibility the inspection has been conducted shall 
draw up an inspection report. That Member State shall make the inspection report available to the inspected entity and 
the sponsor of the relevant clinical trial and shall submit the inspection report through the EU portal. 

7. The Commission shall specify, by means of implementing acts, the detailed arrangements for the inspection pro
cedures including the qualification and training requirements for inspectors. Those implementing acts shall be adopted 
in accordance with the examination procedure referred to in Article 88(2). 

Article 79 

Union controls 

1. The Commission may conduct controls in order to verify: 

(a)  whether Member States correctly supervise compliance with this Regulation; 

(b)  whether the regulatory system applicable to clinical trials conducted outside the Union ensures that point 8 of the 
Introduction and general principles contained in Annex I to Directive 2001/83/EC is complied with; 

(c)  whether the regulatory system applicable to clinical trials conducted outside the Union ensures that Article 25(5) of 
this Regulation is complied with. 

2. The Union controls referred to in point (a) of paragraph 1 shall be organised in cooperation with the Member 
States concerned. 

The Commission shall prepare in cooperation with the Member States a programme for the Union controls referred to 
in points (b) and (c) of paragraph 1. 

The Commission shall report on the findings of each Union control carried out. Those reports shall, if appropriate, 
contain recommendations. The Commission shall submit those reports through the EU portal. 

CHAPTER XIV 

IT INFRASTRUCTURE 

Article 80 

EU portal 

The Agency shall, in collaboration with the Member States and the Commission, set up and maintain a portal at Union 
level as a single entry point for the submission of data and information relating to clinical trials in accordance with this 
Regulation. The EU portal shall be technically advanced and user-friendly so as to avoid unnecessary work. 
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Data and information submitted through the EU portal shall be stored in the EU database. 

Article 81 

EU database 

1. The Agency shall, in collaboration with the Member States and the Commission, set up and maintain a EU data
base at Union level. The Agency shall be considered to be the controller of the EU database and shall be responsible for 
avoiding unnecessary duplication between the EU database and the EudraCT and Eudravigilance databases. 

The EU database shall contain the data and information submitted in accordance with this Regulation. 

The EU database shall identify each clinical trial by a unique EU trial number. The sponsor shall refer to this EU trial 
number in any subsequent submission relating or referring to that clinical trial. 

2. The EU database shall be established to enable cooperation between the competent authorities of the Member 
States concerned to the extent that it is necessary for the application of this Regulation and to search for specific clinical 
trials. It shall also facilitate the communication between sponsors and Member States concerned and enable sponsors to 
refer to previous submissions of an application for authorisation of a clinical trial or a substantial modification. It shall 
also enable citizens of the Union to have access to clinical information about medicinal products. To this end all data 
held in the EU database shall be in an easily searchable format, all related data shall be grouped together by way of the 
EU trial number, and hyperlinks shall be provided to link together related data and documents held on the EU database 
and other databases managed by the Agency. 

3. The EU database shall support the recording and submission to the Medicinal Product Dictionary, contained in the 
Eudravigilance database, of all the data on medicinal products without a marketing authorisation in the Union and 
substances not authorised as part of a medicinal product in the Union, that are necessary for the maintenance of that 
dictionary. To this effect and also with the purpose of enabling the sponsor to cross-refer to prior applications, an EU 
medicinal product number shall be issued for every medicinal product without a marketing authorisation and an EU 
active substances code shall be issued for each new active substance not previously authorised as part of a medicinal 
product in the Union. This shall be done before or during the application for authorisation of the first clinical trial with 
that product or active substance submitted in accordance with this Regulation. Those numbers shall be mentioned in all 
subsequent applications for clinical trials and for substantial modifications. 

The data submitted, in accordance with the first subparagraph, describing medicinal products and substances shall 
comply with Union and international standards for the identification of medicinal products and active substances. When 
an investigational medicinal product which already has a marketing authorisation in the Union and/or an active 
substance which is part of a medicinal product with a marketing authorisation in the Union, is to be used in a clinical 
trial, the relevant product and active substance numbers shall be referred to in the application for that clinical trial. 

4. The EU database shall be publicly accessible unless, for all or part of the data and information contained therein, 
confidentiality is justified on any of the following grounds: 

(a)  protecting personal data in accordance with Regulation (EC) No 45/2001; 

(b)  protecting commercially confidential information, in particular through taking into account the status of the 
marketing authorisation for the medicinal product, unless there is an overriding public interest in disclosure; 

(c)  protecting confidential communication between Member States in relation to the preparation of the assessment 
report; 

(d)  ensuring effective supervision of the conduct of a clinical trial by Member States. 

5. Without prejudice to paragraph 4, unless there is an overriding public interest in disclosure, data contained in the 
application dossier shall not be publicly accessible before the decision on the clinical trial has been made. 

6. The EU database shall contain personal data only insofar as this is necessary for the purposes of paragraph 2. 

7. No personal data of subjects shall be publicly accessible. 

27.5.2014 L 158/48 Official Journal of the European Union EN     

102



8. The user interface of the EU database shall be available in all official languages of the Union. 

9. The sponsor shall permanently update in the EU database information on any changes to the clinical trials which 
are not substantial modifications but are relevant for the supervision of the clinical trial by the Member States 
concerned. 

10. The Agency, the Commission and Member States shall ensure that the data subject may effectively exercise his or 
her rights to information, to access, to rectify and to object in accordance with Regulation (EC) No 45/2001 and 
national data protection legislation implementing Directive 95/46/EC, respectively. They shall ensure that the data 
subject may effectively exercise the right of access to data relating to him or her, and the right to have inaccurate or 
incomplete data corrected or erased. Within their respective responsibilities, the Agency, the Commission and Member 
States shall ensure that inaccurate and unlawfully processed data are deleted, in accordance with the applicable law. 
Corrections and deletions shall be carried out as soon as possible, but no later than 60 days of a request being made by 
a data subject. 

Article 82 

Functionality of the EU portal and the EU database 

1. The Agency shall, in collaboration with the Member States and the Commission, draw up the functional specifica
tions for the EU portal and the EU database, together with the time frame for their implementation. 

2. The Management Board of the Agency shall, on the basis of an independent audit report, inform the Commission 
when it has verified that the EU portal and the EU database have achieved full functionality and the systems meet the 
functional specifications drawn up pursuant to paragraph 1. 

3. The Commission shall, when it is satisfied that the conditions referred to in paragraph 2 have been fulfilled, 
publish a notice to that effect in the Official Journal of the European Union. 

CHAPTER XV 

COOPERATION BETWEEN MEMBER STATES 

Article 83 

National contact points 

1. Each Member State shall designate one national contact point in order to facilitate the functioning of the proced
ures set out in Chapters II and III. 

2. Each Member State shall communicate the contact point referred to in paragraph 1 to the Commission. The 
Commission shall publish a list of the national contact points. 

Article 84 

Support by the Agency and the Commission 

The Agency shall support the functioning of the cooperation of the Member States in the framework of the authorisa
tion procedures set out in Chapters II and III of this Regulation by maintaining and updating the EU portal and the EU 
database in accordance with the experience acquired during the implementation of this Regulation. 

The Commission shall support the functioning of the cooperation of the Member States referred to in Article 44(2). 

Article 85 

Clinical Trials Coordination and Advisory Group 

1. A Clinical Trials Coordination and Advisory Group (CTAG), composed of the national contact points referred to in 
Article 83 is hereby established. 
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2. The CTAG shall have the following tasks: 

(a)  to support the exchange of information between the Member States and the Commission on the experience acquired 
with regard to the implementation of this Regulation; 

(b)  to assist the Commission in providing the support referred to in the second paragraph of Article 84; 

(c)  to prepare recommendations on criteria regarding the selection of a reporting Member State. 

3. The CTAG shall be chaired by a representative of the Commission. 

4. The CTAG shall meet at regular intervals and whenever the situation requires, on a request from the Commission 
or a Member State. Any item of the agenda of the meeting shall be placed at the request of the Commission or a 
Member State. 

5. The secretariat shall be provided by the Commission. 

6. The CTAG shall draw up its rules of procedure. The rules of procedure shall be made public. 

CHAPTER XVI 

FEES 

Article 86 

General principle 

This Regulation shall be without prejudice to the possibility for Member States to levy a fee for the activities set out in 
this Regulation, provided that the level of the fee is set in a transparent manner and on the basis of cost recovery prin
ciples. Member States may establish reduced fees for non-commercial clinical trials. 

Article 87 

One payment per activity per Member State 

A Member State shall not require, for an assessment as referred to in Chapters II and III, multiple payments to different 
bodies involved in this assessment. 

CHAPTER XVII 

IMPLEMENTING ACTS AND DELEGATED ACTS 

Article 88 

Committee procedure 

1. The Commission shall be assisted by the Standing Committee on Medicinal Products for Human Use established by 
Directive 2001/83/EC. That committee shall be a committee within the meaning of Regulation (EU) No 182/2011. 

2. Where reference is made to this paragraph, Article 5 of Regulation (EU) No 182/2011 shall apply. 

Where the committee delivers no opinion, the Commission shall not adopt the draft implementing act and the third sub
paragraph of Article 5(4) of Regulation (EU) No 182/2011 shall apply. 

Article 89 

Exercise of the delegation 

1. The power to adopt delegated acts is conferred on the Commission subject to the conditions laid down in this 
Article. 
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2. The power to adopt delegated acts referred to in Articles 27, 39, 45, 63(1) and 70 shall be conferred on the 
Commission for a period of five years from the date referred to in the second paragraph of Article 99. The Commission 
shall draw up a report in respect of the delegated powers not later than six months before the end of the five year 
period. The delegation of powers shall be tacitly extended for periods of an identical duration, unless the European 
Parliament or the Council opposes such extension not later than three months before the end of each period. 

3. The delegation of power referred to in Articles 27, 39, 45, 63(1) and 70 may be revoked at any time by the Euro
pean Parliament or by the Council. A decision of revocation shall put an end to the delegation of the power specified in 
that decision. It shall take effect the day following the publication of the decision in the Official Journal of the European 
Union or at a later date specified therein. It shall not affect the validity of any delegated acts already in force. 

4. As soon as it adopts a delegated act, the Commission shall notify it simultaneously to the European Parliament and 
to the Council. 

5. A delegated act adopted pursuant to Articles 27, 39, 45, 63(1) and 70 shall enter into force only if no objection 
has been expressed either by the European Parliament or the Council within a period of two months from notification 
of that act to the European Parliament and the Council or if, before the expiry of that period, the European Parliament 
and the Council have both informed the Commission that they will not object. That period shall be extended by two 
months at the initiative of the European Parliament or the Council. 

CHAPTER XVIII 

MISCELLANEOUS PROVISIONS 

Article 90 

Specific requirements for special groups of medicinal products 

This Regulation shall not affect the application of national law prohibiting or restricting the use of any specific type of 
human or animal cells, or the sale, supply or use of medicinal products containing, consisting of or derived from those 
cells, or of medicinal products used as abortifacients or of medicinal products containing narcotic substances within the 
meaning of the relevant international conventions in force such as the Single Convention on Narcotic Drugs of 1961 of 
the United Nations. The Member States shall communicate that national law to the Commission. 

No gene therapy clinical trials may be carried out which result in modifications to the subject's germ line genetic iden
tity. 

Article 91 

Relation with other Union legislation 

This Regulation shall be without prejudice to Council Directive 97/43/Euratom (1), Council Directive 96/29/Euratom (2), 
Directive 2001/18/EC of the European Parliament and of the Council (3), Directive 2004/23/EC of the European Parlia
ment and of the Council (4), Directive 2002/98/EC of the European Parliament and of the Council (5), Directive 
2010/53/EC of the European Parliament and of the Council (6), and Directive 2009/41/EC of the European Parliament 
and of the Council. (7) 
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Article 92 

Investigational medicinal products, other products and procedures, free of charge for the subject 

Without prejudice to the Member States' competence for the definition of their health policy and for the organisation 
and delivery of health services and medical care, the costs for investigational medicinal products, auxiliary medicinal 
products, medical devices used for their administration and procedures specifically required by the protocol shall not be 
borne by the subject, unless the law of the Member State concerned provides otherwise. 

Article 93 

Data protection 

1. Member States shall apply Directive 95/46/EC to the processing of personal data carried out in the Member States 
pursuant to this Regulation. 

2. Regulation (EC) No 45/2001 shall apply to the processing of personal data carried out by the Commission and the 
Agency pursuant to this Regulation. 

Article 94 

Penalties 

1. Member States shall lay down rules on penalties applicable to infringements of this Regulation and shall take all 
measures necessary to ensure that they are implemented. The penalties provided for shall be effective, proportionate and 
dissuasive. 

2. The rules referred to in paragraph 1 shall address, inter alia, the following: 

(a)  non-compliance with the provisions laid down in this Regulation on submission of information intended to be made 
publicly available to the EU database; 

(b)  non-compliance with the provisions laid down in this Regulation on subject safety. 

Article 95 

Civil and criminal liability 

This Regulation is without prejudice to national and Union law on the civil and criminal liability of a sponsor or an 
investigator. 

CHAPTER XIX 

FINAL PROVISIONS 

Article 96 

Repeal 

1. Directive 2001/20/EC is repealed as from the date referred to in the second paragraph of Article 99. 

2. References to Directive 2001/20/EC shall be construed as references to this Regulation and shall be read in accord
ance with the correlation table laid down in Annex VII. 

Article 97 

Review 

Five years after the date referred to in the second paragraph of Article 99, and every five years thereafter, the Commis
sion shall present a report to the European Parliament and to the Council on the application of this Regulation. That 
report shall include an assessment of the impact that the Regulation has had on scientific and technological progress, 
comprehensive information on the different types of clinical trials authorised pursuant to this Regulation, and the 
measures required in order to maintain the competitiveness of European clinical research. The Commission shall, if 
appropriate, present a legislative proposal based on that report in order to update the provisions set out in this Regu
lation. 
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Article 98 

Transitional provision 

1. By way of derogation from Article 96(1) of this Regulation, where the request for authorisation of a clinical trial 
has been submitted before the date referred to in the second paragraph of Article 99 of this Regulation pursuant to Dir
ective 2001/20/EC, that clinical trial shall continue to be governed by that Directive until three years from that date. 

2. By way of derogation from Article 96(1) of this Regulation, where the request for authorisation of a clinical trial is 
submitted between six months after the date of publication of the notice referred to in Article 82(3) of this Regulation 
and 18 months after the date of publication of that notice, or, if the publication of that notice occurs earlier than 28 
November 2015, where that request is submitted between 28 May 2016 and 28 May 2017, that clinical trial may be 
started in accordance with Articles 6, 7 and 9 of Directive 2001/20/EC. That clinical trial shall continue to be governed 
by that Directive until 42 months after the date of publication of the notice referred to in Article 82(3) of this Regu
lation, or, if that publication occurs earlier than 28 November 2015, until 28 May 2019. 

Article 99 

Entry into force 

This Regulation shall enter into force on the twentieth day following that of its publication in the Official Journal of the 
European Union. 

It shall apply as from six months after the publication of the notice referred to in Article 82(3), but in any event no 
earlier than 28 May 2016. 

This Regulation shall be binding in its entirety and directly applicable in all Member States. 

Done at Strasbourg, 16 April 2014. 

For the European Parliament 

The President 
M. SCHULZ  

For the Council 

The President 
D. KOURKOULAS   
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ANNEX I 

APPLICATION DOSSIER FOR THE INITIAL APPLICATION 

A.  INTRODUCTION AND GENERAL PRINCIPLES 

1.  The sponsor shall, where appropriate, refer to any previous applications. If these applications have been 
submitted by another sponsor, the written agreement from that sponsor shall be submitted. 

2.  Where a clinical trial has more than one sponsor, detailed information of the responsibilities of each of the 
sponsors shall be submitted in the application dossier. 

3.  The application shall be signed by the sponsor or a representative of the sponsor. This signature confirms that 
the sponsor is satisfied that: 

(a)  the information provided is complete; 

(b)  the attached documents contain an accurate account of the information available; 

(c)  the clinical trial is to be conducted in accordance with the protocol; and 

(d)  the clinical trial is to be conducted in accordance with this Regulation. 

4.  The application dossier for an application limited to Part I of the assessment report referred to in Article 11 
shall be limited to sections B to J and Q of this Annex. 

5.  Without prejudice to Article 26, the application dossier for an application limited to Part II of the assessment 
report referred to in Article 11 and the application dossier for an application referred to in Article 14 shall be 
limited to sections K to R of this Annex. 

B.  COVER LETTER 

6.  The cover letter shall specify the EU trial number and the universal trial number and shall draw attention to 
any features which are particular to the clinical trial. 

7. However, in the cover letter it is not necessary to reproduce information already contained in the EU applica
tion form, with the following exceptions: 

(a)  specific features of the clinical trial population, such as subjects not able to give informed consent, minors 
and pregnant or breastfeeding women; 

(b)  whether the clinical trial involves the first administration of a new active substance to humans; 

(c)  whether scientific advice relating to the clinical trial or the investigational medicinal product has been 
given by the Agency, a Member State or a third country; 

(d)  whether the clinical trial is part or is intended to be part of a Paediatric Investigation Plan (PIP) as referred 
to in Title II, Chapter 3, of Regulation (EC) No 1901/2006 (if the Agency has already issued a decision on 
the PIP, the cover letter contains the link to the decision of the Agency on its website); 

(e)  whether investigational medicinal products or auxiliary medicinal products are a narcotic, psychotropic or 
radiopharmaceutical; 

(f)  whether the investigational medicinal products consist of or contain a genetically-modified organism or 
organisms; 

(g)  whether the sponsor has obtained an orphan designation for the investigational medicinal product for an 
orphan condition; 

(h)  a comprehensive list, including the regulatory status, of all investigational medicinal products and a list of 
all auxiliary medicinal products; and 
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(i) a list of medical devices which are to be investigated in the clinical trial but which are not part of the inves
tigational medicinal product or products, together with a statement as to whether the medical devices are 
CE-marked for the intended use. 

8.  The cover letter shall indicate where the information listed in paragraph 7 is contained in the application 
dossier. 

9.  The cover letter shall indicate if the clinical trial is considered by the sponsor to be a low-intervention clinical 
trial and shall contain a detailed justification thereof. 

10.  The cover letter shall indicate if the methodology of the clinical trial requires that groups of subjects rather 
than individual subjects are allocated to receive different investigational medicinal products in a clinical trial, 
and as a consequence whether informed consent will be obtained by simplified means. 

11.  The cover letter shall indicate the location in the application dossier of the information necessary for assessing 
whether an adverse reaction is a suspected unexpected serious adverse reaction, that is the reference safety 
information. 

12.  In the case of a resubmission, the cover letter shall specify the EU trial number for the previous clinical trial 
application, highlight the changes as compared to the previous submission and, if applicable, specify how any 
unresolved issues in the first submission have been addressed. 

C.  EU APPLICATION FORM 

13.  The EU application form, duly completed. 

D.  PROTOCOL 

14. The protocol shall describe the objective, design, methodology, statistical considerations, purpose and organisa
tion of the clinical trial. 

15.  The protocol shall be identified by: 

(a)  the title of the clinical trial; 

(b)  the EU trial number; 

(c)  the sponsor's protocol code number specific for all versions of it (if relevant); 

(d)  the date and number of the version, to be updated when it is amended; 

(e)  a short title or name assigned to the protocol; and 

(f) the name and address of the sponsor, as well as the name and function of the representative or representa
tives of the sponsor authorised to sign the protocol or any substantial modification to the protocol. 

16.  The protocol shall, when possible, be written in an easily accessible and searchable format, rather than scanned 
images. 

17.  The protocol shall at least include: 

(a)  a statement that the clinical trial is to be conducted in compliance with the protocol, with this Regulation 
and with the principles of good clinical practice; 

(b)  a comprehensive list of all investigational medicinal products and of all auxiliary medicinal products; 

(c)  a summary of findings from non-clinical studies that potentially have clinical significance and from other 
clinical trials that are relevant to the clinical trial; 

(d) a summary of the known and potential risks and benefits including an evaluation of the anticipated bene
fits and risks to allow assessment in accordance with Article 6; for subjects in a clinical trial in an emer
gency situation, the scientific grounds for expecting that the participation of the subjects has the potential 
to produce a direct clinically relevant benefit shall be documented; 

(e)  where patients were involved in the design of the clinical trial, a description of their involvement; 
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(f) a description of, and justification for, the dosage, the dosage regime, the route and mode of administra
tion, and the treatment period for all investigational medicinal products and auxiliary medicinal products; 

(g)  a statement of whether the investigational medicinal products and auxiliary medicinal products used in 
the clinical trial are authorised; if authorised, whether they are to be used in the clinical trial in accord
ance with the terms of their marketing authorisations, and, if not authorised, a justification for the use of 
non-authorised auxiliary medicinal products in the clinical trial; 

(h)  a description of the groups and subgroups of the subjects participating in the clinical trial, including, 
where relevant, groups of subjects with specific needs, for example. age, gender, participation of healthy 
volunteers, subjects with rare and ultra rare diseases; 

(i)  references to literature and data that are relevant to the clinical trial, and that provide background for the 
clinical trial; 

(j)  a discussion of the relevance of the clinical trial in order to allow assessment in accordance with Article 6; 

(k)  a description of the type of clinical trial to be conducted and a discussion of the trial design (including a 
schematic diagram of trial design, procedures and stages, if relevant); 

(l)  a specification of the primary end-points and the secondary end-points, if any, to be measured during the 
clinical trial; 

(m)  a description of the measures taken to minimise bias, including, if applicable, randomisation and 
blinding; 

(n) a description of the expected duration of subject participation and a description of the sequence and dur
ation of all clinical trial periods, including follow-up, if relevant; 

(o)  a clear and unambiguous definition of the end of the clinical trial in question and, if it is not the date of 
the last visit of the last subject, a specification of the estimated end date and a justification thereof; 

(p)  a description of the criteria for discontinuing parts of the clinical trial or the entire clinical trial; 

(q)  arrangements for the maintenance of clinical trial treatment randomisation codes and procedures for 
breaking codes, if relevant; 

(r)  a description of procedures for the identification of data to be recorded directly on the Case Report 
Forms considered as source data; 

(s)  a description of the arrangements to comply with the applicable rules for the collection, storage and 
future use of biological samples from clinical trial subjects, where applicable, unless contained in a sepa
rate document; 

(t) a description of the arrangements for tracing, storing, destroying and returning the investigational medi
cinal product and unauthorised auxiliary medicinal product in accordance with Article 51; 

(u)  a description of the statistical methods to be employed, including, if relevant: 

—  timing of any planned interim analysis and the number of subjects planned to be enrolled; 

—  reasons for choice of sample size; 

—  calculations of the power of the clinical trial and clinical relevance; 

—  the level of significance to be used; 

—  criteria for the termination of the clinical trial; 

—  procedures for accounting for missing, unused, and spurious data and for reporting any deviation 
from the original statistical plan; and 

—  the selection of subjects to be included in the analyses; 
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(v)  a description of the subject inclusion and exclusion criteria, including criteria for withdrawing individual 
subjects from treatment or from the clinical trial; 

(w)  a description of procedures relating to the withdrawal of subjects from treatment or from the clinical 
trial including procedures for the collection of data regarding withdrawn subjects, procedures for replace
ment of subjects and the follow-up of subjects that have withdrawn from treatment or from the clinical 
trial; 

(x) a justification for including subjects who are incapable of giving informed consent or other special popu
lations, such as minors; 

(y)  a justification for the gender and age allocation of subjects and, if a specific gender or age group is 
excluded from or underrepresented in the clinical trials, an explanation of the reasons and justification 
for these exclusion criteria; 

(z)  a detailed description of the recruitment and informed consent procedure, especially when subjects are 
incapable of giving informed consent; 

(aa)  a description of the treatments, including medicinal products, which are permitted or not permitted, 
before or during the clinical trial; 

(ab)  a description of the accountability procedures for the supply and administration of medicinal products to 
subjects including the maintenance of blinding, if applicable; 

(ac)  a description of procedures for monitoring subject compliance, if applicable; 

(ad)  a description of arrangements for monitoring the conduct of the clinical trial; 

(ae)  a description of the arrangements for taking care of the subjects after their participation in the clinical 
trial has ended, where such additional care is necessary because of the subjects' participation in the clin
ical trial and where it differs from that normally expected for the medical condition in question; 

(af)  a specification of the efficacy and safety parameters as well as the methods and timing for assessing, 
recording, and analysing these parameters; 

(ag) a description of ethical considerations relating to the clinical trial if those have not been described else
where; 

(ah)  a statement from the sponsor (either in the protocol or in a separate document) confirming that the 
investigators and institutions involved in the clinical trial are to permit clinical trial-related monitoring, 
audits and regulatory inspections, including provision of direct access to source data and documents; 

(ai)  a description of the publication policy; 

(aj)  duly substantiated reasons for the submission of the summary of the results of the clinical trials after 
more than one year; 

(ak)  a description of the arrangements to comply with the applicable rules on the protection of personal data; 
in particular organisational and technical arrangements that will be implemented to avoid unauthorised 
access, disclosure, dissemination, alteration or loss of information and personal data processed; 

(al)  a description of measures that will be implemented to ensure confidentiality of records and personal data 
of subjects; 

(am)  a description of measures that will be implemented in case of data security breach in order to mitigate 
the possible adverse effects. 

18.  If a clinical trial is conducted with an active substance available in the Union under different trade names in a 
number of authorised medicinal products, the protocol may define the treatment in terms of the active 
substance or Anatomical Therapeutic Chemical (ATC) code (level 3-5) only and not specify the trade name of 
each product. 
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19.  With regard to the notification of adverse events, the protocol shall identify the categories of: 

(a)  adverse events or laboratory anomalies that are critical to safety evaluations and must be reported by the 
investigator to the sponsor, and 

(b)  serious adverse events which do not require immediate reporting by the investigator to the sponsor. 

20.  The protocol shall describe the procedures for: 

(a)  eliciting and recording adverse events by the investigator, and the reporting of relevant adverse events by 
the investigator to the sponsor; 

(b)  reporting by the investigator to the sponsor of those serious adverse events which have been identified in 
the protocol as not requiring immediate reporting; 

(c)  reporting of suspected unexpected serious adverse reactions by the sponsor to the Eudravigilance database; 
and 

(d)  follow-up of subjects after adverse reactions including the type and duration of follow-up. 

21.  In case the sponsor intends to submit a single safety report on all investigational medicinal products used in 
the clinical trial in accordance with Article 43(2), the protocol shall indicate the reasons thereof. 

22.  Issues regarding labelling and the unblinding of investigational medicinal products shall be addressed in the 
protocol, where necessary. 

23.  The protocol shall be accompanied by the Charter of the Data Safety Monitoring Committee, if applicable. 

24.  The protocol shall be accompanied by a synopsis of the protocol. 

E.  INVESTIGATOR'S BROCHURE (IB) 

25.  An IB, which has been prepared in accordance with the state of scientific knowledge and international 
guidance, shall be submitted. 

26.  The purpose of the IB is to provide the investigators and others involved in the clinical trial with information 
to facilitate their understanding of the rationale for, and their compliance with, key features of the protocol, 
such as the dose, dose frequency/interval, methods of administration, and safety monitoring procedures. 

27.  The information in the IB shall be presented in a concise, simple, objective, balanced and non-promotional 
form that enables a clinician or investigator to understand it and make an unbiased risk-benefit assessment of 
the appropriateness of the proposed clinical trial. It shall be prepared from all available information and 
evidence that supports the rationale for the proposed clinical trial and the safe use of the investigational medi
cinal product in the clinical trial and be presented in the form of summaries. 

28.  If the investigational medicinal product is authorised, and is used in accordance with the terms of the 
marketing authorisation, the approved summary of product characteristics (SmPC) shall be the IB. If the condi
tions of use in the clinical trial differ from those authorised, the SmPC shall be supplemented with a summary 
of relevant non-clinical and clinical data that support the use of the investigational medicinal product in the 
clinical trial. Where the investigational medicinal product is identified in the protocol only by its active 
substance, the sponsor shall select one SmPC as equivalent to the IB for all medicinal products that contain 
that active substance and are used at any clinical trial site. 

29.  For a multinational clinical trial where the medicinal product to be used in each Member State concerned is 
authorised at national level, and the SmPC varies among Member States concerned, the sponsor shall choose 
one SmPC for the whole clinical trial. This SmPC shall be the one best suited to ensure patient safety. 
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30.  If the IB is not an SmPC, it shall contain a clearly identifiable section called the ‘Reference Safety Information’ 
(RSI). In accordance with paragraphs 10 and 11 of Annex III, the RSI shall contain product information on the 
investigational medicinal product and on how to determine what adverse reactions are to be considered as 
expected adverse reactions, and on the frequency and nature of those adverse reactions. 

F. DOCUMENTATION RELATING TO COMPLIANCE WITH GOOD MANUFACTURING PRACTICE (GMP) FOR THE INVESTIGA
TIONAL MEDICINAL PRODUCT 

31.  As regards documentation relating to GMP compliance, the following shall apply. 

32.  No documentation needs to be submitted where the investigational medicinal product is authorised and is not 
modified, whether or not it is manufactured in the Union. 

33.  If the investigational medicinal product is not authorised, and does not have a marketing authorisation from a 
third country that is party to the International Conference on Harmonisation of Technical Requirements for 
Registration of Pharmaceuticals for Human Use (ICH), and is not manufactured in the Union, the following 
documentation shall be submitted: 

(a)  a copy of the authorisation referred to in Article 61; and 

(b)  certification by the qualified person in the Union that the manufacturing complies with GMP at least 
equivalent to the GMP in the Union, unless there are specific arrangements provided for in mutual recogni
tion agreements between the Union and third countries. 

34.  In all other cases, a copy of the authorisation referred to in Article 61 shall be submitted. 

35.  For processes related to investigational medicinal products set out in Article 61(5), which are not subject to an 
authorisation in accordance with Article 61, documentation to demonstrate compliance with the requirements 
referred to in Article 61(6) shall be submitted. 

G.  INVESTIGATIONAL MEDICINAL PRODUCT DOSSIER (IMPD) 

36.  The IMPD shall give information on the quality of any investigational medicinal product, the manufacture and 
control of the investigational medicinal product, and data from non-clinical studies and from its clinical use. 

1.1.  Data relating to the investigational medicinal product 

Introduction 

37.  Regarding data, the IMPD may be replaced by other documentation which may be submitted alone or with a 
simplified IMPD. The details of this ‘simplified IMPD’ are set out in section 1.2 ‘Simplified IMPD by referring to 
other documentation’. 

38.  Each section of the IMPD shall be prefaced with a detailed table of contents and a glossary of terms. 

39.  The information in the IMPD shall be concise. The IMPD must not be unnecessarily voluminous. It is preferable 
to present data in tabular form accompanied by a brief narrative highlighting the main salient points. 

Quality data 

40.  Quality data shall be submitted in a logical structure such as that of Module 3 of the ICH Common Technical 
Document format. 

Non-clinical pharmacology and toxicology data 

41. The IMPD shall also contain summaries of non-clinical pharmacology and toxicology data for any investiga
tional medicinal product used in the clinical trial in accordance with international guidance. It shall contain a 
reference list of studies conducted and appropriate literature references. Wherever appropriate, it is preferable 
to present data in tabular form accompanied by a brief narrative highlighting the main salient points. The 
summaries of the studies conducted shall allow an assessment of the adequacy of the study and whether the 
study has been conducted according to an acceptable protocol. 
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42.  Non-clinical pharmacology and toxicology data shall be submitted in a logical structure, such as that of 
Module 4 of the ICH Common Technical Document format. 

43.  The IMPD shall provide a critical analysis of the data, including justification for omissions of data, and an 
assessment of the safety of the product in the context of the proposed clinical trial rather than a mere factual 
summary of the studies conducted. 

44.  The IMPD shall contain a statement of the good laboratory practice status or equivalent standards, as referred 
to in Article 25(3). 

45. The test material used in toxicity studies shall be representative of that of the clinical trial use in terms of quali
tative and quantitative impurity profiles. The preparation of the test material shall be subject to the controls 
necessary to ensure this and thus support the validity of the study. 

Data from previous clinical trials and human experience 

46.  Data from previous clinical trials and human experience shall be submitted in a logical structure, such as that 
of Module 5 of the ICH Common Technical Document format. 

47.  This section shall provide summaries of all available data from previous clinical trials and human experience 
with the investigational medicinal products. 

It shall also contain a statement of the compliance with good clinical practice of those previous clinical trials, 
as well as a reference to the public entry referred to in Article 25(6). 

Overall risk and benefit assessment 

48.  This section shall provide a brief integrated summary that critically analyses the non-clinical and clinical data 
in relation to the potential risks and benefits of the investigational medicinal product in the proposed clinical 
trial unless this information is already provided in the protocol. In the latter case, it shall cross-refer to the rele
vant section in the protocol. The text shall identify any studies that were terminated prematurely and discuss 
the reasons. Any evaluation of foreseeable risks and anticipated benefits for studies on minors or incapacitated 
adults shall take account of the specific provisions set out in this Regulation. 

49. Where appropriate, safety margins shall be discussed in terms of relative systemic exposure to the investiga
tional medicinal product, preferably based on ‘area under the curve’ (AUC) data, or peak concentration (Cmax) 
data, whichever is considered more relevant, rather than in terms of applied dose. The clinical relevance of any 
findings in the non-clinical and clinical studies along with any recommendations for further monitoring of 
effects and safety in the clinical trials shall also be discussed. 

1.2.  Simplified IMPD by referring to other documentation 

50.  The applicant may refer to other documentation submitted alone or with a simplified IMPD. 

Possibility of referring to the IB 

51. The applicant may either provide a stand-alone IMPD or cross-refer to the IB for the reference safety informa
tion and the summaries of pre-clinical and clinical parts of the IMPD. In the latter case, the summaries of pre- 
clinical information and clinical information shall include data, preferably in tables, providing sufficient detail 
to allow assessors to reach a decision on the potential toxicity of the investigational medicinal product and the 
safety of its use in the proposed clinical trial. If there is some special aspect of the pre-clinical data or clinical 
data that requires a detailed expert explanation or discussion beyond what would usually be included in the IB, 
the pre-clinical and clinical information shall be submitted as part of the IMPD. 

Possibility of referring to the SmPC 

52. The applicant may submit the version of the SmPC valid at the time of application, as the IMPD if the investi
gational medicinal product is authorised. The exact requirements are detailed in Table 1. Where new data are 
provided, it should be clearly identified. 
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Table 1: Content of the simplified IMPD 

Types of previous assessment Quality data Non-clinical data Clinical data 

The investigational medicinal product is authorised or 
has a marketing authorisation in an ICH country and is 
used in the clinical trial:    
—  within the conditions of the SmPC SmPC 

—  outside the conditions of the SmPC SmPC If appropriate If appropriate 

—  after modification (for example blinding) P+A SmPC SmPC 

Another pharmaceutical form or strength of the inves
tigational medicinal product is authorised or has a 
marketing authorisation in an ICH country and the 
investigational medicinal product is supplied by the 
marketing authorisation holder 

SmPC+P+A Yes Yes 

The investigational medicinal product is not authorised 
and has no marketing authorisation in an ICH country 
but the active substance is contained in an authorised 
medicinal product, and    
—  is supplied by the same manufacturer SmPC+P+A Yes Yes 

—  is supplied by another manufacturer SmPC+S+P+A Yes Yes 

The investigational medicinal product was subject to a 
previous clinical trial application and authorised in the 
Member State concerned and has not been modified, 
and    
—  no new data are available since last amendment to 

the clinical trial application, 
Reference to previous submission 

—  new data are available since last amendment to the 
clinical trial application, 

New data New data New data 

—  is used under different conditions If appropriate If appropriate If appropriate 

(S: Data relating to the active substance; P: Data relating to the investigational medicinal product; A: Additional information on 
Facilities and Equipment, Adventitious Agents Safety Evaluation, Novel Excipients, and Solvents for Reconstitution and Diluents)  

53.  If the investigational medicinal product is defined in the protocol in terms of active substance or ATC code 
(see above, paragraph 18), the applicant may replace the IMPD by one representative SmPC for each active 
substance/active substance pertaining to that ATC group. Alternatively, the applicant may provide a collated 
document containing information equivalent to that in the representative SmPCs for each active substance that 
could be used as an investigational medicinal product in the clinical trial. 

1.3.  IMPD in cases of placebo 

54.  If the investigational medicinal product is a placebo, the information requirements shall be limited to quality 
data. No additional documentation is required if the placebo has the same composition as the tested investiga
tional medicinal product (with the exception of the active substance), is manufactured by the same manufac
turer, and is not sterile. 
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H.  AUXILIARY MEDICINAL PRODUCT DOSSIER 

55.  Without prejudice to Article 65, the documentation requirements set out in sections F and G shall also apply 
to auxiliary medicinal products. However, where the auxiliary medicinal product is authorised in the Member 
State concerned, no additional information is required. 

I.  SCIENTIFIC ADVICE AND PAEDIATRIC INVESTIGATION PLAN (PIP) 

56.  If available, a copy of the summary of scientific advice of the Agency, or of any Member State or third country, 
with regard to the clinical trial shall be submitted. 

57.  If the clinical trial is part of an agreed PIP, a copy of the Agency's decision on the agreement on the PIP, and 
the opinion of the Paediatric Committee, unless these documents are fully accessible via the internet shall be 
submitted. In the latter case, a link to this documentation in the cover letter is sufficient (see section B). 

J.  CONTENT OF THE LABELLING OF THE INVESTIGATIONAL MEDICINAL PRODUCTS 

58.  A description of the content of the labelling of the investigational medicinal product in accordance with 
Annex VI shall be provided. 

K.  RECRUITMENT ARRANGEMENTS (INFORMATION PER MEMBER STATE CONCERNED) 

59.  Unless described in the protocol, a separate document shall describe in detail the procedures for inclusion of 
subjects and shall provide a clear indication of what the first act of recruitment is. 

60.  Where the recruitment of subjects is done through advertisement, copies of the advertising material shall be 
submitted, including any printed materials, and audio or visual recordings. The procedures proposed for hand
ling responses to the advertisement shall be outlined. This includes copies of communications used to invite 
subjects to participate in the clinical trial and arrangements for information or advice to the respondents found 
not to be suitable for inclusion in the clinical trial. 

L.  SUBJECT INFORMATION, INFORMED CONSENT FORM AND INFORMED CONSENT PROCEDURE (INFORMATION PER 
MEMBER STATE CONCERNED) 

61.  All information given to the subjects (or, where applicable, to their legally designated representatives) before 
their decision to participate or abstain from participation shall be submitted together with the form for written 
informed consent, or other alternative means according to Article 29(1) for recording informed consent. 

62.  A description of procedures relating to informed consent for all subjects, and in particular: 

(a)  in clinical trials with minors or incapacitated subjects, the procedures to obtain informed consent from the 
legally designated representatives, and the involvement of the minor or incapacitated subject shall be 
described; 

(b)  if a procedure with consent witnessed by an impartial witness is to be used, relevant information on the 
reason for using an impartial witness, on the selection of the impartial witness and on the procedure for 
obtaining informed consent shall be provided; 

(c)  in the case of clinical trials in emergency situations as referred to in Article 35, the procedure for obtaining 
the informed consent of the subject or the legally designated representative to continue the clinical trial 
shall be described; 

(d) in the case of clinical trials in emergency situations as referred to in Article 35, the description of the pro
cedures followed to identify the urgency of the situation and to document it; 

(e)  in the case of clinical trials where their methodology requires that groups of subjects rather than individual 
subjects are allocated to receive different investigational medicinal products, as referred to in Article 30, 
and where, as a consequence, simplified means for obtaining informed consent will be used, the simplified 
means shall be described. 

63.  In the cases set out in paragraph 62, the information given to the subject and to his or her legally designated 
representative shall be submitted. 
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M.  SUITABILITY OF THE INVESTIGATOR (INFORMATION PER MEMBER STATE CONCERNED) 

64.  A list of the planned clinical trial sites, the name and position of the principal investigators and the planned 
number of subjects at the sites shall be submitted. 

65.  Description of the qualification of the investigators in a current curriculum vitae and other relevant documents 
shall be submitted. Any previous training in the principles of good clinical practice or experience obtained 
from work with clinical trials and patient care shall be described. 

66.  Any conditions, such as economic interests and institutional affiliations, that might influence the impartiality 
of the investigators shall be presented. 

N.  SUITABILITY OF THE FACILITIES (INFORMATION PER MEMBER STATE CONCERNED) 

67.  A duly justified written statement on the suitability of the clinical trial sites adapted to the nature and use of 
the investigational medicinal product and including a description of the suitability of facilities, equipment, 
human resources and description of expertise, issued by the head of the clinic/institution at the clinical trial 
site or by some other responsible person, according to the system in the Member State concerned, shall be 
submitted. 

O.  PROOF OF INSURANCE COVER OR INDEMNIFICATION (INFORMATION PER MEMBER STATE CONCERNED) 

68.  Proof of insurance, a guarantee, or a similar arrangement shall be submitted, if applicable. 

P.  FINANCIAL AND OTHER ARRANGEMENTS (INFORMATION PER MEMBER STATE CONCERNED) 

69.  A brief description of the financing of the clinical trial. 

70.  Information on financial transactions and compensation paid to subjects and investigator/site for participating 
in the clinical trial shall be submitted. 

71.  Description of any other agreement between the sponsor and the site shall be submitted. 

Q.  PROOF OF PAYMENT OF FEE (INFORMATION PER MEMBER STATE CONCERNED) 

72.  Proof of payment shall be submitted, if applicable. 

R.  PROOF THAT DATA WILL BE PROCESSED IN COMPLIANCE WITH UNION LAW ON DATA PROTECTION 

73.  A statement by the sponsor or his or her representative that data will be collected and processed in accordance 
with Directive 95/46/EEC shall be provided.  
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ANNEX II 

APPLICATION DOSSIER FOR SUBSTANTIAL MODIFICATION  

A. INTRODUCTION AND GENERAL PRINCIPLES 

1. Where a substantial modification concerns more than one clinical trial of the same sponsor and the same investi
gational medicinal product, the sponsor may make a single request for authorisation of the substantial modifica
tion. The cover letter shall contain a list of all clinical trials to which the application for substantial modification 
relates, with the EU trial numbers and respective modification code numbers of each of those clinical trials. 

2.  The application shall be signed by the sponsor or a representative of the sponsor. This signature shall confirm 
that the sponsor is satisfied that: 

(a)  the information provided is complete; 

(b)  the attached documents contain an accurate account of the information available; and 

(c)  the clinical trial will be conducted in accordance with the amended documentation.  

B. COVER LETTER 

3.  A cover letter with the following information: 

(a)  in its subject line, the EU trial number with the title of the clinical trial and the substantial modification code 
number which allows unique identification of the substantial modification, and which shall be used con
sistently throughout the application dossier; 

(b)  identification of the applicant; 

(c)  identification of the substantial modification (the sponsor's substantial modification code number and date), 
whereby the modification may refer to several changes in the protocol or scientific supporting documents; 

(d)  a highlighted indication of any special issues relating to the modification and an indication as to where the 
relevant information or text is located in the original application dossier; 

(e)  identification of any information not contained in the modification application form that might impact on 
the risk to subjects; and 

(f) where applicable, a list of all clinical trials which are substantially modified, with EU trial numbers and respec
tive modification code numbers.  

C. MODIFICATION APPLICATION FORM 

4.  The modification application form, duly completed.  

D. DESCRIPTION OF THE MODIFICATION 

5.  The modification shall be presented and described as follows: 

(a)  an extract from the documents to be amended showing previous and new wording in track changes, as well 
as an extract showing only the new wording, and a explanation of the changes; and 

(b)  notwithstanding point (a), if the changes are so widespread or far-reaching that they justify an entirely new 
version of the document, a new version of the entire document (in such cases, an additional table lists the 
amendments to the documents, whereby identical changes can be grouped). 

6.  The new version of the document shall be identified by the date and an updated version number.  

E. SUPPORTING INFORMATION 

7.  Where applicable, additional supporting information shall at least include: 

(a)  summaries of data; 

(b)  an updated overall risk/benefit assessment; 
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(c)  possible consequences for subjects already included in the clinical trial; 

(d)  possible consequences for the evaluation of the results; 

(e)  documents which relate to any changes to the information provided to subjects or their legally designated 
representatives, the informed consent procedure, informed consent forms, information sheets, or to letters of 
invitation; and 

(f)  a justification for the changes sought in the application for a substantial modification.  

F. UPDATE OF EU APPLICATION FORM 

8.  If a substantial modification involves changes to entries on the EU application form referred to in Annex I, a 
revised version of that form shall be submitted. The fields affected by the substantial modification shall be high
lighted in the revised form.  

G. PROOF OF PAYMENT OF FEE (INFORMATION PER MEMBER STATE CONCERNED) 

9.  Proof of payment shall be submitted, if applicable.  
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ANNEX III 

SAFETY REPORTING 

1.  REPORTING OF SERIOUS ADVERSE EVENTS BY THE INVESTIGATOR TO THE SPONSOR 

1.  The investigator does not need to actively monitor subjects for adverse events once the clinical trial has ended 
with regard to the subjects treated by him, unless otherwise provided for in the protocol. 

2.  REPORTING OF SUSPECTED UNEXPECTED SERIOUS ADVERSE REACTIONS (SUSARS) BY THE SPONSOR TO THE AGENCY 
IN ACCORDANCE WITH ARTICLE 42 

2.1.  Adverse Events and Causality 

2.  Medication errors, pregnancies and uses outside what is foreseen in the protocol, including misuse and abuse 
of the product, shall be subject to the same obligation to report as adverse reactions. 

3.  In determining whether an adverse event is an adverse reaction, consideration shall be given to whether there 
is a reasonable possibility of establishing a causal relationship between the event and the investigational medi
cinal product based on an analysis of available evidence. 

4.  In the absence of information on causality provided by the reporting investigator, the sponsor shall consult the 
reporting investigator and encourage him to express an opinion on this issue. The causality assessment given 
by the investigator shall not be downgraded by the sponsor. If the sponsor disagrees with the investigator's 
causality assessment, the opinion of both the investigator and the sponsor shall be provided with the report. 

2.2.  Expectedness, unexpectedness and the RSI 

5.  In determining whether an adverse event is unexpected, consideration shall be given to whether the event adds 
significant information on the specificity, increase of occurrence, or severity of a known, already documented 
serious adverse reaction. 

6. The expectedness of an adverse reaction shall be set out by the sponsor in the RSI. Expectedness shall be deter
mined on the basis of events previously observed with the active substance and not on the basis of the antici
pated pharmacological properties of a medicinal product or events related to the subject's disease. 

7.  The RSI shall be contained in the SmPC or the IB. The covering letter shall refer to the location of the RSI in 
the application dossier. If the investigational medicinal product is authorised in several Member States 
concerned with different SmPCs, the sponsor shall select the most appropriate SmPC, with reference to subject 
safety, as the RSI. 

8.  The RSI may change during the conduct of a clinical trial. For the purpose of reporting SUSARs the version of 
the RSI at the moment of occurrence of the SUSAR shall apply. Thus, a change of the RSI impacts on the 
number of adverse reactions to be reported as SUSARs. Regarding the applicable RSI for the purpose of the 
annual safety report, see section 3 of this Annex. 

9. If information on expectedness has been provided by the reporting investigator, this shall be taken into consid
eration by the sponsor. 

2.3.  Information for the reporting of SUSARs 

10.  The information shall at least include: 

(a)  a valid EU trial number; 

(b)  a sponsor study number; 

(c)  an identifiable coded subject; 

(d)  an identifiable reporter; 

(e)  a SUSAR; 

(f)  a suspect investigational medicinal product (including active substance name-code); 

(g)  a causality assessment. 
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11.  In addition, in order to properly process the report electronically, the following administrative information 
shall be provided: 

(a)  the sender's (case) safety report unique identifier; 

(b)  the receive date of the initial information from the primary source; 

(c)  the receipt date of the most recent information; 

(d)  the worldwide unique case identification number; 

(e)  the sender identifier. 

2.4.  Follow-up reports of SUSARs 

12.  If the initial report of a SUSAR referred to in point (a) of Article 42(2) (fatal or life-threatening) is incomplete, 
for example if the sponsor has not provided all the information within seven days, the sponsor shall submit a 
completed report based on the initial information within an additional eight days. 

13.  The clock for initial reporting (day 0 = Di 0) starts as soon as the information containing the minimum 
reporting criteria has been received by the sponsor. 

14.  If significant new information on an already reported case is received by the sponsor, the clock starts again at 
day zero, that is the date of receipt of the new information. This information shall be reported as a follow-up 
report within 15 days. 

15.  If the initial report of a SUSAR referred to in Article 42(2)(c) (initially considered to be non-fatal or non-life- 
threatening but which turns out to be fatal or life-threatening) is incomplete, a follow-up report shall be made 
as soon as possible, but within a maximum of seven days of first knowledge of the reaction being fatal or life- 
threatening. The sponsor shall submit a completed report within an additional eight days. 

16.  In cases where a SUSAR turns out to be fatal or life-threatening, whereas initially it was considered as non-fatal 
or not life-threatening, if the initial report has not yet been submitted, a combined report shall be created. 

2.5.  Unblinding treatment allocation 

17.  The investigator shall only unblind the treatment allocation of a subject in the course of a clinical trial if 
unblinding is relevant to the safety of the subject. 

18.  When reporting a SUSAR to the Agency, the sponsor shall only unblind the treatment allocation of the affected 
subject to whom the SUSAR relates. 

19.  If an event is potentially a SUSAR the blind shall be broken for that subject only by the sponsor. The blind 
shall be maintained for other persons responsible for the ongoing conduct of the clinical trial (such as the 
management, monitors, investigators) and those persons responsible for data analysis and interpretation of 
results at the conclusion of the clinical trial, such as biometrics personnel. 

20.  Unblinded information shall be accessible only to persons who need to be involved in the safety reporting to 
the Agency, to Data Safety Monitoring Boards ('DSMB'), or to persons performing ongoing safety evaluations 
during the clinical trial. 

21.  However, for clinial trials carried out in high morbidity or high mortality disease, where efficacy end-points 
could also be SUSARs or when mortality or another 'serious' outcome, that may potentially be reported as a 
SUSAR, is the efficacy end-point in a clinical trial, the integrity of the clinical trial may be compromised if the 
blind is systematically broken. Under these and similar circumstances, the sponsor shall highlight in the 
protocol which serious events are to be treated as disease-related and are not subject to systematic unblinding 
and expedited reporting. 

22.  If following unblinding, an event turns out to be a SUSAR the reporting rules for SUSARs set out in Article 42 
and in Section 2 of this Annex shall apply. 

3.  ANNUAL SAFETY REPORTING BY THE SPONSOR 

23.  The report shall contain, in an appendix, the RSI in effect at the start of the reporting period. 
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24.  The RSI in effect at the start of the reporting period shall serve as RSI during the reporting period. 

25.  If there are significant changes to the RSI during the reporting period they shall be listed in the annual safety 
report. Moreover, in this case the revised RSI shall be submitted as an appendix to the report, in addition to 
the RSI in effect at the start of the reporting period. Despite the change to the RSI, the RSI in effect at the start 
of the reporting period serves as RSI during the reporting period.  
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ANNEX IV 

CONTENT OF THE SUMMARY OF THE RESULTS OF THE CLINICAL TRIAL 

The summary of the results of the clinical trial shall contain information on the following elements:  

A. CLINICAL TRIAL INFORMATION: 

1.  Clinical trial identification (including title of the trial and protocol number); 

2.  Identifiers (including EU trial number, other identifiers); 

3.  Sponsor details (including scientific and public contact points);. 

4.  Paediatric regulatory details (including information whether the clinical trial is a part of a Paediatric Investigation 
Plan); 

5.  Result analysis stage (including information about intermediate data analysis date, interim or final analysis stage, 
date of global end of the clinical trial). For clinical trials replicating studies on already authorised investigational 
medicinal products and used in accordance with the terms of the marketing authorisation, the summary of the 
results should also indicate identified concerns in the overall results of the clinical trial relating to relevant aspects 
of the efficacy of the related medicinal product; 

6.  General information about the clinical trial (including information about main objectives of the trial, trial design, 
scientific background and explanation of rationale for the trial; date of the start of the trial, measures of protec
tion of subjects taken, background therapy; and statistical methods used); 

7.  Population of subjects (including information with actual number of subjects included in the clinical trial in the 
Member State concerned, in the Union and in third countries; age group breakdown, gender breakdown).  

B. SUBJECT DISPOSITION: 

1.  Recruitment (including information on the number of subjects screened, recruited and withdrawn; inclusion and 
exclusion criteria; randomisation and blinding details; investigational medicinal products used); 

2.  Pre-assignment Period; 

3.  Post Assignment Periods.  

C. BASELINE CHARACTERISTICS: 

1.  Baseline Characteristics (Required) Age; 

2.  Baseline Characteristics (Required) Gender; 

3.  Baseline Characteristics (Optional) Study Specific Characteristic.  

D. END POINTS: 

1.  End point definitions (*) 

2.  End Point #1 

Statistical Analyses 

3.  End Point #2 

Statistical Analyses 
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E. ADVERSE EVENTS: 

1.  Adverse events information; 

2.  Adverse event reporting group; 

3.  Serious adverse event; 

4.  Non-serious adverse event.  

F. ADDITIONAL INFORMATION: 

1.  Global Substantial Modifications; 

2.  Global Interruptions and re-starts; 

3.  Limitations, addressing sources of potential bias and imprecisions and Caveats; 

4.  A declaration by the submitting party on the accuracy of the submitted information.  
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ANNEX V 

CONTENT OF THE SUMMARY OF THE RESULTS OF THE CLINICAL TRIAL FOR LAYPERSONS 

The summary of the results of the clinical trial for laypersons shall contain information on the following elements: 

1.  Clinical trial identification (including title of the trial, protocol number, EU trial number and other identifiers); 

2.  Name and contact details of the sponsor; 

3.  General information about the clinical trial (including where and when the trial was conducted, the main objectives 
of the trial and an explanation of the reasons for conducting it); 

4.  Population of subjects (including information on the number of subjects included in the trial in the Member State 
concerned, in the Union and in third countries; age group breakdown and gender breakdown; inclusion and exclu
sion criteria); 

5.  Investigational medicinal products used; 

6.  Description of adverse reactions and their frequency; 

7.  Overall results of the clinical trial; 

8.  Comments on the outcome of the clinical trial; 

9.  Indication if follow up clinical trials are foreseen; 

10.  Indication where additional information could be found.  
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ANNEX VI 

LABELLING OF INVESTIGATIONAL MEDICINAL PRODUCTS AND AUXILIARY MEDICINAL PRODUCTS 

A.  UNAUTHORISED INVESTIGATIONAL MEDICINAL PRODUCTS 

A.1.  General rules 

1.  The following particulars shall appear on the immediate and the outer packaging: 

(a)  name, address and telephone number of the main contact for information on the product, clinical trial 
and emergency unblinding; this may be the sponsor, contract research organisation or investigator (for the 
purpose of this Annex this is referred to as the 'main contact'); 

(b)  the name of the substance and its strength or potency, and in the case of blind clinical trials the name of 
the substance is to appear with the name of the comparator or placebo on the packaging of both the 
unauthorised investigational medicinal product and the comparator or placebo; 

(c)  pharmaceutical form, route of administration, quantity of dosage units; 

(d)  the batch or code number identifying the contents and packaging operation; 

(e)  a clinical trial reference code allowing identification of the trial, site, investigator and sponsor if not given 
elsewhere; 

(f)  the subject identification number and/or the treatment number and, where relevant, the visit number; 

(g)  the name of the investigator (if not included in (a) or (e)); 

(h)  directions for use (reference may be made to a leaflet or other explanatory document intended for the 
subject or person administering the product); 

(i)  'For clinical trial use only' or similar wording; 

(j)  the storage conditions; 

(k)  period of use (expiry date or re-test date as applicable), in month and year format and in a manner that 
avoids any ambiguity; and 

(l)  'Keep out of reach of children', except when the product is for use in trials where the product is not taken 
home by subjects. 

2. Symbols or pictograms may be included to clarify certain information mentioned above. Additional informa
tion, warnings or handling instructions may be displayed. 

3.  The address and telephone number of the main contact shall not be required to appear on the label if subjects 
have been given a leaflet or card which provides these details and have been instructed to keep this in their 
possession at all times. 

A.2.  Limited labelling of immediate packaging 

A.2.1.  Immediate and outer packaging provided together 

4.  When the product is provided to the subject or the person administering the medicinal product in an 
immediate packaging and outer packaging intended to remain together, and the outer packaging carries the 
particulars listed in section A.1., the following particulars shall appear on the immediate packaging (or any 
sealed dosing device that contains the immediate package): 

(a)  name of the main contact; 

(b)  pharmaceutical form, route of administration (may be excluded for oral solid dose forms), quantity of 
dosage units and, in the case of clinical trials which do not involve the blinding of the label, the name/ 
identifier and strength/potency; 

(c)  batch and/or code number identifying the contents and packaging operation; 
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(d)  a clinical trial reference code allowing identification of the trial, site, investigator and sponsor if not given 
elsewhere; 

(e)  the subject identification number and/or the treatment number and, where relevant, the visit number; and 

(f)  period of use (expiry date or re-test date as applicable), in month and year format and in a manner that 
avoids any ambiguity. 

A.2.2.  Small immediate packaging 

5.  If the immediate packaging takes the form of blister packs or small units such as ampoules on which the 
particulars required in section A.1. cannot be displayed, the outer packaging provided shall bear a label with 
those particulars. The immediate packaging shall contain the following: 

(a)  name of the main contact; 

(b)  route of administration (may be excluded for oral solid dose forms) and, in the case of clinical trials which 
do not involve the blinding of the label, the name/identifier and strength/potency; 

(c)  batch or code number identifying the contents and packaging operation; 

(d)  a clinical trial reference code allowing identification of the trial, site, investigator and sponsor if not given 
elsewhere; 

(e)  the subject identification number/treatment number and, where relevant, the visit number; and 

(f)  period of use (expiry date or re-test date as applicable), in month and year format and in a manner that 
avoids any ambiguity. 

B.  UNAUTHORISED AUXILIARY MEDICINAL PRODUCTS 

6.  The following particulars shall appear on the immediate and the outer packaging: 

(a)  name of the main contact; 

(b)  name of the medicinal product, followed by its strength and pharmaceutical form; 

(c)  statement of the active substances expressed qualitatively and quantitatively per dosage unit; 

(d)  batch or code number identifying the contents and packaging operation; 

(e)  clinical trial reference code allowing identification of the clinical trial site, investigator and subject; 

(f)  directions for use (reference may be made to a leaflet or other explanatory document intended for the 
subject or person administering the product); 

(g)  'For clinical trial use only' or similar wording; 

(h)  the storage conditions; and 

(i)  period of use (expiry date or retest date as applicable). 

C.  ADDITIONAL LABELLING FOR AUTHORISED INVESTIGATIONAL MEDICINAL PRODUCTS 

7. In accordance with Article 67(2), the following particulars shall appear on the immediate and the outer packa
ging: 

(a)  name of the main contact; 

(b)  clinical trial reference code allowing identification of the clinical trial site, investigator, sponsor and 
subject; 

(c)  'For clinical trial use only' or similar wording. 

D.  REPLACING OF INFORMATION 

8.  The particulars listed in sections A, B and C, other than those particulars listed in paragraph 9, may be 
omitted from the label of a product and made available by other means, for example by use of a centralised 
electronic randomisation system, use of a centralised information system, provided that the safety of the 
subject and the reliability and robustness of data are not compromised. This shall be justified in the protocol. 
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9.  The particulars referred to in the following points shall not be omitted from the label of a product: 

(a)  paragraph 1, points (b), (c), (d), (f), (j) and (k); 

(b)  paragraph 4, points (b), (c), (e), and (f); 

(c)  paragraph 5, points (b), (c), (e), and (f); 

(d)  paragraph 6, points (b), (d), (e), (h), and (i).  
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ANNEX VII 

CORRELATION TABLE 

Directive 2001/20/EC This Regulation 

Article 1(1) Article 1 and Article 2(1) and (2) points (1), (2) and (4) 

Article 1(2) Article 2(2) point (30) 

Article 1(3), first subparagraph — 

Article 1(3), second subparagraph Article 47, third subparagraph 

Article 1(4) Article 47, second subparagraph 

Article 2 Article 2 

Article 3(1) — 

Article 3(2) Articles 4, 28, 29 and 76 

Article 3(3) Article 28(1)(f) 

Article 3(4) Article 28(1)(g) 

Article 4 Articles 10(1), 28, 29 and 32 

Article 5 Articles 10(2), 28, 29 and 31 

Article 6 Articles 4 to 14 

Article 7 Articles 4 to 14 

Article 8 — 

Article 9 Articles 4 to 14 

Article 10(a) Articles 15 to 24 

Article 10(b) Article 54 

Article 10(c) Articles 37 and 38 

Article 11 Article 81 

Article 12 Article 77 

Article 13(1) Article 61(1) to (4) 

Article 13(2) Article 61(2) 

Article 13(3), first subparagraph Articles 62(1) and 63(1) and (3) 

Article 13(3), second subparagraph Article 63(1) 

Article 13(3), third subparagraph — 

Article 13(4) Article 62 

Article 13(5) — 

Article 14 Articles 66 to 70 

Article 15(1) Article 78(1), (2) and (5) 

Article 15(2) Article 78(6) 
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Directive 2001/20/EC This Regulation 

Article 15(3) — 

Article 15(4) — 

Article 15(5) Articles 57, 58 and 78(7) 

Article 16 Article 41 

Article 17(1)(a) to (c) Article 42 

Article 17(1)(d) — 

Article 17(2) Article 43 

Article 17(3)(a) — 

Article 17(3)(b) Article 44(1) 

Article 18 — 

Article 19, first paragraph, first sentence Article 75 

Article 19, first paragraph, second sentence Article 74 

Article 19, second paragraph Article 92 

Article 19, third paragraph — 

Article 20 — 

Article 21 Article 88 

Article 22 — 

Article 23 — 

Article 24 —   
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Direcitve 2001/83/EC  Title III-VIII  

  
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 
 
TITLE III 
PLACING ON THE MARKET 
CHAPTER 1 
Marketing authorization 
Article 6 
1. No medicinal product may be placed on the 
market of a Member State unless a marketing 
authorization has been issued by the competent 
authorities of that Member State in accordance 
with this Directive or an authorization has been 
granted in accordance with Regulation (EEC) No 
2309/93. 
2. The authorisation referred to in paragraph 1 
shall also be required for radionuclide generators, 
radionuclide kits, radionuclide precursor 
radiopharmaceuticals and industrially prepared 
radiopharmaceuticals. 
 
Article 7 
A marketing authorization shall not be required 
for a radiopharmaceutical prepared at the time of 
use by a person or by an establishment 
authorized, according to national legislation, to 
use such medicinal products in an approved 
health care establishment exclusively from 
authorized radionuclide generators, radionuclide 
kits or radionuclide precursors in accordance with 
the manufacturer's instructions. 
 
Article 8 
1. In order to obtain an authorization to place a 
medicinal product on the market regardless of the 
procedure established by Regulation (EEC) No 
2309/93, an application shall be made to the 
competent authority of the Member State 
concerned. 
2. A marketing authorization may only be 
granted to an applicant established in the 
Community. 
3. The application shall be accompanied by the 
following particulars and documents, submitted 
in accordance with Annex I: 
(a) Name or corporate name and permanent 
address of the applicant and, where applicable, of 
the manufacturer. 
(b) Name of the medicinal product. 
(c) Qualitative and quantitative particulars of all 
the constituents of the medicinal product in usual 
terminology, but excluding empirical chemical 
formulae, with mention of the international 

non-proprietary name recommended by the World 
Health Organization where such name exists. 
(d) Description of the manufacturing method. 
(e) Therapeutic indications, contra-indications 
and adverse reactions. 
(f) Posology, pharmaceutical form, method and 
route of administration and expected shelf life. 
(g) If applicable, reasons for any precautionary 
and safety measures to be taken for the storage of 
the medicinal product, its administration to 
patients and for the disposal of waste products, 
together with an indication of any potential risks 
presented by the medicinal product for the 
environment. 
(h) Description of the control methods employed 
by the manufacturer (qualitative and 
quantitative analysis of the constituents and of 
the finished product, special tests, e.g. sterility 
tests, tests for the presence of pyrogenic 
substances, the presence of heavy metals, 
stability tests, biological and toxicity tests, 
controls carried out at an intermediate stage of 
the manufacturing process). 
(i) Results of: 
- physico-chemical, biological or microbiological 
tests, 
- toxicological and pharmacological tests, 
- clinical trials. 
(j) A summary, in accordance with Article 11, of 
the product characteristics, one or more 
specimens or mock-ups of the outer packaging 
and the immediate packaging of the medicinal 
product, together with a package leaflet. 
(k) A document showing that the manufacturer is 
authorised in his own country to produce 
medicinal products. 
(l) Copies of any authorisation obtained in 
another Member State or in a third country to 
place the medicinal product on the market, 
together with a list of those Member States in 
which an application for authorisation submitted 
in accordance with this Directive is under 
examination. Copies of the summary of the 
product characteristics proposed by the applicant 
in accordance with Article 11 or approved by the 
competent authorities of the Member State in 
accordance with Article 21. Copies of the package 
leaflet proposed in accordance with Article 59 or 
approved by the competent authorities of the 
Member State in accordance with Article 61. 
Details of any decision to refuse authorization, 
whether in the Community or in a third country, 
and the reasons for such a decision. 
This information shall be updated on a regular 
basis. 
 
Article 9 
In addition to the requirements set out in Articles 
8 and 10(1), an application for authorization to 
market a radionuclide generator shall also 
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contain the following information and particulars: 
- a general description of the system together 
with a detailed description of the components of 
the system which may affect the composition or 
quality of the daughter nucleid preparation, 
- qualitative and quantitative particulars of the 
eluate or the sublimate. 
 
Article 10 
1. In derogation of Article 8(3)(i), and without 
prejudice to the law relating to the protection of 
industrial and commercial property: 
(a) The applicant shall not be required to provide 
the results of toxicological and pharmacological 
tests or the results of clinical trials if he can 
demonstrate: 
(i) either that the medicinal product is essentially 
similar to a medicinal product authorized in the 
Member State concerned by the application and 
that the holder of the marketing authorization for 
the original medicinal product has consented to 
the toxicological, pharmacological and/or clinical 
references contained in the file on the original 
medicinal product being used for the purpose of 
examining the application in question; 
(ii) or that the constituent or constituents of the 
medicinal product have a well established 
medicinal use, with recognized efficacy and an 
acceptable level of safety, by means of a detailed 
scientific bibliography; 
(iii) or that the medicinal product is essentially 
similar to a medicinal product which has been 
authorized within the Community, in accordance 
with Community provisions in force, for not less 
than six years and is marketed in the Member 
State for which the application is made. This 
period shall be extended to 10 years in the case of 
high-technology medicinal products having been 
authorised according to the procedure laid down 
in Article 2(5) of Council Directive 87/22/EEC(21). 
Furthermore, a Member State may also extend 
this period to 10 years by a single Decision 
covering all the medicinal products marketed on 
its territory where it considers this necessary in 
the interest of public health. Member States are 
at liberty not to apply the six-year period beyond 
the date of expiry of a patent protecting the 
original medicinal product. 
However, where the medicinal product is 
intended for a different therapeutic use from that 
of the other medicinal products marketed or is to 
be administered by different routes or in different 
doses, the results of appropriate toxicological and 
pharmacological tests and/or of appropriate 
clinical trials must be provided. 
(b) In the case of new medicinal products 
containing known constituents not hitherto used 
in combination for therapeutic purposes, the 
results of toxicological and pharmacological tests 
and of clinical trials relating to that combination 

must be provided, but it shall not be necessary to 
provide references relating to each individual 
constituent. 
2. Annex I shall apply by analogy where, 
pursuant to point (ii) of paragraph 1, (a), 
bibliographic references to published data are 
submitted. 
 
Article 11 
The summary of the product characteristics shall 
contain the following information: 
1. Name of the medicinal product. 
2. Qualitative and quantitative composition in 
terms of the active substances and constituents of 
the excipient, knowledge of which is essential for 
proper administration of the medicinal product. 
The usual common name or chemical description 
shall be used. 
3. Pharmaceutical form. 
4. Pharmacological properties and, in so far as 
this information is useful for therapeutic 
purposes, pharmacokinetic particulars. 
5. Clinical particulars: 
5.1. therapeutic indications, 
5.2. contra-indications, 
5.3. adverse reactions (frequency and 
seriousness), 
5.4. special precautions for use and, in the case of 
immunological medicinal products, any special 
precautions to be taken by persons handling such 
products and administering them to patients, 
together with any precautions to be taken by the 
patient, 
5.5. use during pregnancy and lactation, 
5.6. interaction with other medicaments and 
other forms of interaction, 
5.7. posology and method of administration for 
adults and, where necessary, for children, 
5.8. overdose (symptoms, emergency procedures, 
antidotes), 
5.9. special warnings, 
5.10. effects on ability to drive and to use 
machines. 
6. Pharmaceutical particulars: 
6.1. major incompatibilities, 
6.2. shelf life, when necessary after reconstitution 
of the medicinal product or when the immediate 
packaging is opened for the first time, 
6.3. special precautions for storage, 
6.4. nature and contents of the immediate 
packaging, 
6.5. special precautions for disposal of unused 
medicinal products or waste materials derived 
from such medicinal products, if appropriate. 
7. Name or corporate name and permanent 
address of the marketing authorization holder. 
8. For radiopharmaceuticals, full details of 
internal radiation dosimetry. 
9. For radiopharmaceuticals, additional detailed 
instructions for extemporaneous preparation and 
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quality control of such preparation and, where 
appropriate, maximum storage time during which 
any intermediate preparation such as an eluate 
or the ready-to-use pharmaceutical will conform 
with its specifications. 
 
Article 12 
1. Member States shall take all appropriate 
measures to ensure that the documents and 
particulars listed in Article 8(3)(h) and (i), and 
Article 10(1)(a)(ii) are drawn up by experts with 
the necessary technical or professional 
qualifications before they are submitted to the 
competent authorities. These documents and 
particulars shall be signed by the experts. 
2. The duties of the experts according to their 
respective qualifications shall be: 
(a) to perform tasks falling within their respective 
disciplines (analysis, pharmacology and similar 
experimental sciences, clinical trials) and to 
describe objectively the results obtained 
(qualitatively and quantitatively); 
(b) to describe their observations in accordance 
with Annex I, and to state, in particular: 
- in the case of the analyst, whether the medicinal 
product is consistent with the declared 
composition, giving any substantiation of the 
control methods employed by the manufacturer; 
- in the case of the pharmacologist or the 
specialist with similar experimental competence, 
the toxicity of the medicinal product and the 
pharmacological properties observed; 
- in the case of the clinician, whether he has been 
able to ascertain effects on persons treated with 
the medicinal product which correspond to the 
particulars given by the applicant in accordance 
with Articles 8 and 10, whether the patient 
tolerates the medicinal product well, the posology 
the clinician advises and any contra-indications 
and adverse reactions; 
(c) where applicable, to state the grounds for 
using the bibliography mentioned in point (a)(ii) 
of Article 10(1). 
3. Detailed reports by the experts shall form part 
of the particulars accompanying the application 
which the applicant submits to the competent 
authorities. 
 
CHAPTER 2 
Specific provisions applicable to homeopathic 
medicinal products 
Article 13 
1. Member States shall ensure that homeopathic 
medicinal products manufactured and placed on 
the market within the Community are registered 
or authorized in accordance with Articles 14, 15 
and 16, except where the products are covered by 
a registration or authorization which was granted 
under national law on or before 31 December 
1993 (and whether or not that registration or 

authorization has been renewed after that date). 
Each Member State shall take due account of 
registrations and authorizations previously 
granted by another Member State. 
2. A Member State may refrain from establishing 
a special, simplified registration procedure for the 
homeopathic medicinal products referred to in 
Article 14. A Member State shall inform the 
Commission accordingly. The Member State 
concerned shall allow the use in its territory of 
homeopathic medicinal products registered by 
other Member States in accordance with Articles 
14 and 15. 
 
Article 14 
1. Only homeopathic medicinal products which 
satisfy all of the following conditions may be 
subject to a special, simplified registration 
procedure: 
- they are administered orally or externally, 
- no specific therapeutic indication appears on the 
labelling of the medicinal product or in any 
information relating thereto, 
- there is a sufficient degree of dilution to 
guarantee the safety of the medicinal product; in 
particular, the medicinal product may not contain 
either more than one part per 10000 of the 
mother tincture or more than 1/100th of the 
smallest dose used in allopathy with regard to 
active substances whose presence in an allopathic 
medicinal product results in the obligation to 
submit a doctor's prescription. 
At the time of registration, Member States shall 
determine the classification for the dispensing of 
the medicinal product. 
2. The criteria and rules of procedure provided for 
in Article 4(4), Article 17(1) and Articles 22 to 26, 
112, 116 and 125 shall apply by analogy to the 
special, simplified registration procedure for 
homeopathic medicinal products, with the 
exception of the proof of therapeutic efficacy. 
3. The proof of therapeutic efficacy shall not be 
required for homeopathic medicinal products 
registered in accordance with paragraph 1 of this 
Article, or, where appropriate, admitted in 
accordance with Article 13(2). 
 
Article 15 
An application for special, simplified registration 
may cover a series of medicinal products derived 
from the same homeopathic stock or stocks. The 
following documents shall be included with the 
application in order to demonstrate, in particular, 
the pharmaceutical quality and the 
batch-to-batch homogeneity of the products 
concerned: 
- scientific name or other name given in a 
pharmacopoeia of the homeopathic stock or stocks, 
together with a statement of the various routes of 
administration, pharmaceutical forms and degree 
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of dilution to be registered, 
- dossier describing how the homeopathic stock or 
stocks is/are obtained and controlled, and 
justifying its/their homeopathic nature, on the 
basis of an adequate bibliography, 
- manufacturing and control file for each 
pharmaceutical form and a description of the 
method of dilution and potentization, 
- manufacturing authorization for the medicinal 
product concerned, 
- copies of any registrations or authorizations 
obtained for the same medicinal product in other 
Member States, 
- one or more specimens or mock-ups of the outer 
packaging and the immediate packaging of the 
medicinal products to be registered, 
- data concerning the stability of the medicinal 
product. 
 
Article 16 
1. Homeopathic medicinal products other than 
those referred to in Article 14(1) shall be 
authorized and labelled in accordance with 
Articles 8, 10 and 11. 
2. A Member State may introduce or retain in its 
territory specific rules for the toxicological and 
pharmacological tests and clinical trials of 
homeopathic medicinal products other than those 
referred to in Article 14(1) in accordance with the 
principles and characteristics of homeopathy as 
practised in that Member State. 
In this case, the Member State concerned shall 
notify the Commission of the specific rules in 
force. 
3. Title IX shall apply to homeopathic medicinal 
products, with the exception of those referred to 
in Article 14(1). 
 
CHAPTER 3 
Procedures relevant to the marketing 
authorization 
Article 17 
1. Member States shall take all appropriate 
measures to ensure that the procedure for 
granting an authorization to place a medicinal 
product on the market is completed within 210 
days of the submission of a valid application. 
2. Where a Member State notes that an 
application for authorization is already under 
active examination in another Member State in 
respect of that medicinal product, the Member 
State concerned may decide to suspend the 
detailed examination of the application in order 
to await the assessment report prepared by the 
other Member State in accordance with Article 
21(4). 
The Member State concerned shall inform the 
other Member State and the applicant of its 
decision to suspend detailed examination of the 
application in question. As soon as it has 

completed the examination of the application and 
reached a decision, the other Member State shall 
forward a copy of its assessment report to the 
Member State concerned. 
 
Article 18 
Where a Member State is informed in accordance 
with Article 8(3)(l) that another Member State 
has authorized a medicinal product which is the 
subject of an application for authorization in the 
Member State concerned, that Member State 
shall forthwith request the authorities of the 
Member State which has granted the 
authorization to forward to it the assessment 
report referred to in Article 21(4). 
Within 90 days of the receipt of the assessment 
report, the Member State concerned shall either 
recognize the decision of the first Member State 
and the summary of the product characteristics 
as approved by it or, if it considers that there are 
grounds for supposing that the authorization of 
the medicinal product concerned may present a 
risk to public health, it shall apply the procedures 
set out in Articles 29 to 34. 
 
Article 19 
In order to examine the application submitted in 
accordance with Articles 8 and 10(1), the 
competent authority of the Member State: 
1. must verify whether the particulars submitted 
in support of the application comply with the said 
Articles 8 and 10(1) and examine whether the 
conditions for issuing an authorization to place 
medicinal products on the market (marketing 
authorization) are complied with. 
2. may submit the medicinal product, its starting 
materials and, if need be, its intermediate 
products or other constituent materials, for 
testing by a State laboratory or by a laboratory 
designated for that purpose in order to ensure 
that the control methods employed by the 
manufacturer and described in the particulars 
accompanying the application in accordance with 
Article 8(3)(h) are satisfactory. 
3. may, where appropriate, require the applicant 
to supplement the particulars accompanying the 
application in respect of the items listed in the 
Articles 8(3) and 10(1). Where the competent 
authority avails itself of this option, the time 
limits laid down in Article 17 shall be suspended 
until such time as the supplementary information 
required has been provided. Likewise, these time 
limits shall be suspended for the time allowed the 
applicant, where appropriate, for giving oral or 
written explanation. 
 
Article 20 
Member States shall take all appropriate 
measures to ensure that: 
(a) the competent authorities verify that 
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manufacturers and importers of medicinal 
products coming from third countries are able to 
carry out manufacture in compliance with the 
particulars supplied pursuant to Article 8(3)(d), 
and/or to carry out controls according to the 
methods described in the particulars 
accompanying the application in accordance with 
Article 8(3)(h); 
(b) the competent authorities may allow 
manufacturers and importers of medicinal 
products coming from third countries, in 
exceptional and justifiable cases, to have certain 
stages of manufacture and/or certain of the 
controls referred to in (a) carried out by third 
parties; in such cases, the verifications by the 
competent authorities shall also be made in the 
establishment designated. 
 
Article 21 
1. When the marketing authorization is issued, 
the holder shall be informed, by the competent 
authorities of the Member State concerned, of the 
summary of the product characteristics as 
approved by it. 
2. The competent authorities shall take all 
necessary measures to ensure that the 
information given in the summary is in 
conformity with that accepted when the 
marketing authorization is issued or 
subsequently. 
3. The competent authorities shall forward to the 
Agency a copy of the authorization together with 
the summary of the product characteristics. 
4. The competent authorities shall draw up an 
assessment report and comments on the dossier 
as regards the results of the analytical and 
pharmacotoxicological tests and the clinical trials 
of the medicinal product concerned. The 
assessment report shall be updated whenever 
new information becomes available which is of 
importance for the evaluation of the quality, 
safety or efficacy of the medicinal product 
concerned. 
 
Article 22 
In exceptional circumstances, and following 
consultation with the applicant, an authorization 
may be granted subject to certain specific 
obligations, including: 
- the carrying out of further studies following the 
granting of authorization, 
- the notification of adverse reactions to the 
medicinal product. 
These exceptional decisions may be adopted only 
for objective and verifiable reasons and shall be 
based on one of the causes referred to in Part 4 
(G) of Annex I. 
 
Article 23 
After an authorization has been issued, the 

authorization holder must, in respect of the 
methods of manufacture and control provided for 
in Article 8(3)(d) and (h), take account of scientific 
and technical progress and introduce any changes 
that may be required to enable the medicinal 
product to be manufactured and checked by 
means of generally accepted scientific methods. 
These changes shall be subject to the approval of 
the competent authority of the Member State 
concerned. 
 
Article 24 
Authorization shall be valid for five years and 
shall be renewable for five-year periods, on 
application by the holder at least three months 
before the expiry date and after consideration by 
the competent authority of a dossier containing in 
particular details of the data on 
pharmacovigilance and other information 
relevant to the monitoring of the medicinal 
product. 
 
Article 25 
Authorization shall not affect the civil and 
criminal liability of the manufacturer and, where 
applicable, of the marketing authorization holder. 
 
Article 26 
The marketing authorisation shall be refused if, 
after verification of the particulars and 
documents listed in Articles 8 and 10(1), it proves 
that: 
(a) the medicinal product is harmful in the 
normal conditions of use, or 
(b) that its therapeutic efficacy is lacking or is 
insufficiently substantiated by the applicant, or 
(c) that its qualitative and quantitative 
composition is not as declared. 
Authorisation shall likewise be refused if the 
particulars and documents submitted in support 
of the application do not comply with Articles 8 
and 10(1). 
 
CHAPTER 4 
Mutual recognition of authorizations 
Article 27 
1. In order to facilitate the adoption of common 
decisions by Member States on the authorization 
of medicinal products on the basis of the scientific 
criteria of quality, safety and efficacy, and to 
achieve thereby the free movement of medicinal 
products within the Community, a Committee for 
Proprietary Medicinal Products, hereinafter 
referred to as "the Committee", is hereby set up. 
The Committee shall be part of the Agency. 
2. In addition to the other responsibilities 
conferred upon it by Community law, the 
Committee shall examine any question relating to 
the granting, variation, suspension or withdrawal 
of marketing authorization which is submitted to 
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it in accordance with this Directive. 
3. The Committee shall draw up its own Rules of 
Prodecure. 
 
Article 28 
1. Before submitting the application for 
recognition of a marketing authorization, the 
holder of the authorization shall inform the 
Member State which granted the authorization 
on which the application is based (hereinafter 
"reference Member State"), that an application is 
to be made in accordance with this Directive and 
shall notify it of any additions to the original 
dossier; that Member State may require the 
applicant to provide it with all the particulars 
and documents necessary to enable it to check 
that the dossiers filed are identical. 
In addition the holder of the authorization shall 
request the reference Member State to prepare an 
assessment report in respect of the medicinal 
product concerned, or, if necessary, to update any 
existing assessment report. That Member State 
shall prepare the assessment report, or update it, 
within 90 days of the receipt of the request. 
At the same time as the application is submitted 
in accordance with paragraph 2, the reference 
Member State shall forward the assessment 
report to the Member State or Member States 
concerned by the application. 
2. In order to obtain the recognition according to 
the procedures laid down in this Chapter in one 
or more of the Member States of a marketing 
authorization issued by a Member State, the 
holder of the authorization shall submit an 
application to the competent authorities of the 
Member State or Member States concerned, 
together with the information and particulars 
referred to in Articles 8, 10(1) and 11. He shall 
testify that the dossier is identical to that 
accepted by the reference Member State, or shall 
identify any additions or amendments it may 
contain. In the latter case, he shall certify that 
the summary of the product characteristics 
proposed by him in accordance with Article 11 is 
identical to that accepted by the reference 
Member State in accordance with Article 21. 
Moreover, he shall certify that all the dossiers 
filed as part of the procedure are identical. 
3. The holder of the marketing authorization 
shall communicate the application to the Agency, 
inform it of the Member States concerned and of 
the dates of submission of the application and 
send it a copy of the authorization granted by the 
reference Member State. He shall also send the 
Agency copies of any such authorization which 
may have been granted by the other Member 
States in respect of the medicinal product 
concerned, and shall indicate whether any 
application for authorization is currently under 
consideration in any Member State. 

4. Save in the exceptional case provided for in 
Article 29(1), each Member State shall recognize 
the marketing authorization granted by the 
reference Member State within 90 days of receipt 
of the application and the assessment report. It 
shall inform the reference Member State which 
granted the initial authorization, the other 
Member States concerned by the application, the 
Agency, and the marketing authorization holder. 
 
Article 29 
1. Where a Member State considers that there are 
grounds for supposing that the marketing 
authorization of the medicinal product concerned 
may present a risk to public health, it shall 
forthwith inform the applicant, the reference 
Member State which granted the initial 
authorization, any other Member States 
concerned by the application and the Agency. The 
Member State shall state its reasons in detail and 
shall indicate what action may be necessary to 
correct any defect in the application. 
2. All the Member States concerned shall use 
their best endeavours to reach agreement on the 
action to be taken in respect of the application. 
They shall provide the applicant with the 
opportunity to make his point of view known 
orally or in writing. However, if the Member 
States have not reached agreement within the 
time limit referred to in Article 28(4) they shall 
forthwith refer the matter to the Agency with 
regard to the Committee's reference for the 
application of the procedure laid down in Article 
32. 
3. Within the time limit referred to in Article 
28(4), the Member States concerned shall provide 
the Committee with a detailed statement of the 
matters on which they have been unable to reach 
agreement and the reasons for their 
disagreement. The applicant shall be provided 
with a copy of this information. 
4. As soon as he is informed that the matter has 
been referred to the Committee, the applicant 
shall forthwith forward to the Committee a copy 
of the information and particulars referred to in 
Article 28(2). 
 
Article 30 
If several applications submitted in accordance 
with Articles 8, 10(1) and Article 11 have been 
made for marketing authorization for a particular 
medicinal product, and Member States have 
adopted divergent decisions concerning the 
authorization of the medicinal product or its 
suspension or withdrawal, a Member State, or the 
Commission, or the marketing authorization 
holder may refer the matter to the Committee for 
application of the procedure laid down in Article 
32. 
The Member State concerned, the marketing 
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authorization holder or the Commission shall 
clearly identify the question which is referred to 
the Committee for consideration and, where 
appropriate, shall inform the holder. 
The Member State and the marketing 
authorization holder shall forward to the 
Committee all available information relating to 
the matter in question. 
 
Article 31 
The Member States or the Commission or the 
applicant or holder of the marketing 
authorization may, in specific cases where the 
interests of the Community are involved, refer 
the matter to the Committee for the application of 
the procedure laid down in Article 32 before 
reaching a decision on a request for a marketing 
authorization or on the suspension or withdrawal 
of an authorization, or on any other variation to 
the terms of a marketing authorization which 
appears necessary, in particular to take account 
of the information collected in accordance with 
Title IX. 
The Member State concerned or the Commission 
shall clearly identify the question which is 
referred to the Committee for consideration and 
shall inform the marketing authorization holder. 
The Member States and the marketing 
authorization holder shall forward to the 
Committee all available information relating to 
the matter in question. 
 
Article 32 
1. When reference is made to the procedure 
described in this Article, the Committee shall 
consider the matter concerned and issue a 
reasoned opinion within 90 days of the date on 
which the matter was referred to it. 
However, in cases submitted to the Committee in 
accordance with Articles 30 and 31, this period 
may be extended by 90 days. 
In case of urgency, on a proposal from its 
Chairman, the Committee may agree to a shorter 
deadline. 
2. In order to consider the matter, the Committee 
may appoint one of its members to act as 
rapporteur. The Committee may also appoint 
individual experts to advise it on specific 
questions. When appointing experts, the 
Committee shall define their tasks and specify 
the time-limit for the completion of these tasks. 
3. In the cases referred to in Articles 29 and 30, 
before issuing its opinion, the Committee shall 
provide the marketing authorization holder with 
an opportunity to present written or oral 
explanations. 
In the case referred to in Article 31, the 
marketing authorization holder may be asked to 
explain himself orally or in writing. 
If it considers it appropriate, the Committee may 

invite any other person to provide information 
relating to the matter before it. 
The Committee may suspend the time limit 
referred to in paragraph 1 in order to allow the 
marketing authorization holder to prepare 
explanations. 
4. The Agency shall forthwith inform the 
marketing authorization holder where the 
opinion of the Committee is that: 
- the application does not satisfy the criteria for 
authorization, or 
- the summary of the product characteristics 
proposed by the applicant in accordance with 
Article 11 should be amended, or 
- the authorization should be granted subject to 
conditions, with regard to conditions considered 
essential for the safe and effective use of the 
medicinal product including pharmacovigilance, 
or 
- a marketing authorization should be suspended, 
varied or withdrawn. 
Within 15 days of the receipt of the opinion, the 
marketing authorization holder may notify the 
Agency in writing of his intention to appeal. In 
that case, he shall forward the detailed grounds 
for appeal to the Agency within 60 days of receipt 
of the opinion. Within 60 days of receipt of the 
grounds for appeal, the Committee shall consider 
whether its opinion should be revised, and the 
conclusions reached on the appeal shall be 
annexed to the assessment report referred to in 
paragraph 5. 
5. Within 30 days of its adoption, the Agency shall 
forward the final opinion of the Committee to the 
Member States, the Commission and the 
marketing authorization holder together with a 
report describing the assessment of the medicinal 
product and stating the reasons for its 
conclusions. 
In the event of an opinion in favour of granting or 
maintaining an authorization to place the 
medicinal product concerned on the market, the 
following documents shall be annexed to the 
opinion. 
(a) a draft summary of the product characteristics, 
as referred to in Article 11; 
(b) any conditions affecting the authorization 
within the meaning of paragraph 4. 
 
Article 33 
Within 30 days of the receipt of the opinion, the 
Commission shall prepare a draft of the decision 
to be taken in respect of the application, taking 
into account Community law. 
In the event of a draft decision which envisages 
the granting of marketing authorization, the 
documents referred to in Article 32(5)(a) and (b) 
shall be annexed. 
Where, exceptionally, the draft decision is not in 
accordance with the opinion of the Agency, the 
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Commission shall also annex a detailed 
explanation of the reasons for the differences. 
The draft decision shall be forwarded to the 
Member States and the applicant. 
 
Article 34 
1. A final decision on the application shall be 
adopted in accordance with the procedure 
referred to in Article 121(2). 
2. The rules of procedure of the Standing 
Committee established by Article 121(1) shall be 
adjusted to take account of the tasks incumbent 
upon it in accordance with this Chapter. 
These adjustments shall involve the following: 
- except in cases referred to in the third 
paragraph of Article 33, the opinion of the 
Standing Committee shall be obtained in writing, 
- each Member State is allowed at least 28 days to 
forward written observations on the draft 
decision to the Commission, 
- each Member State is able to require in writing 
that the draft decision be discussed by the 
Standing Committee, giving its reasons in detail. 
Where, in the opinion of the Commission, the 
written observations of a Member State raise 
important new questions of a scientific or 
technical nature which have not been addressed 
in the opinion of the Agency, the Chairman shall 
suspend the procedure and refer the application 
back to the Agency for further consideration. 
The provisions necessary for the implementation 
of this paragraph shall be adopted by the 
Commission in accordance with the procedure 
referred to in Article 121(2). 
3. A decision as referred to in paragraph 1 shall 
be addressed to the Member States concerned by 
the matter and reported to the marketing 
authorization holder. The Member States shall 
either grant or withdraw marketing 
authorization, or vary the terms of a marketing 
authorization as necessary to comply with the 
decision within 30 days of its notification. They 
shall inform the Commission and the Agency 
thereof. 
 
Article 35 
1. Any application by the marketing 
authorization holder to vary a marketing 
authorization which has been granted in 
accordance with the provisions of this Chapter 
shall be submitted to all the Member States 
which have previously authorized the medicinal 
product concerned. 
The Commission shall, in consultation with the 
Agency, adopt appropriate arrangements for the 
examination of variations to the terms of a 
marketing authorization. 
These arrangements shall include a notification 
system or administration procedures concerning 
minor variations and define precisely the concept 

of "a minor variation". 
These arrangements shall be adopted by the 
Commission in the form of an implementing 
Regulation in accordance with the procedure 
referred to in Article 121(2). 
2. In case of arbitration submitted to the 
Commission, the procedure laid down in Articles 
32, 33 and 34 shall apply by analogy to variations 
made to marketing authorizations. 
 
Article 36 
1. Where a Member State considers that the 
variation of a marketing authorization which has 
been granted in accordance with the provisions of 
this Chapter or its suspension or withdrawal is 
necessary for the protection of public health, the 
Member State concerned shall forthwith refer the 
matter to the Agency for the application of the 
procedures laid down in Articles 32, 33 and 34. 
2. Without prejudice to the provisions of Article 
31, in exceptional cases, where urgent action is 
essential to protect public health, until a 
definitive decision is adopted a Member State 
may suspend the marketing and the use of the 
medicinal product concerned on its territory. It 
shall inform the Commission and the other 
Member States no later than the following 
working day of the reasons for its action. 
 
Article 37 
Articles 35 and 36 shall apply by analogy to 
medicinal products authorized by Member States 
following an opinion of the Committee given in 
accordance with Article 4 of Directive 87/22/EEC 
before 1 January 1995. 
 
Article 38 
1. The Agency shall publish an annual report on 
the operation of the procedures laid down in this 
Chapter and shall forward that report to the 
European Parliament and the Council for 
information. 
2. By 1 January 2001, the Commission shall 
publish a detailed review of the operation of the 
procedures laid down in this Chapter and shall 
propose any amendments which may be 
necessary to improve these procedures. 
The Council shall decide, under the conditions 
provided for in the Treaty, on the Commission 
proposal within one year of its submission. 
 
Article 39 
The provisions referred to in Articles 27 to 34 
shall not apply to the homeopathic medicinal 
products referred to in Article 16(2). 
 
TITLE IV 
MANUFACTURE AND IMPORTATION 
Article 40 
1. Member States shall take all appropriate 
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measures to ensure that the manufacture of the 
medicinal products within their territory is 
subject to the holding of an authorization. This 
manufacturing authorization shall be required 
nothwithstanding that the medicinal products 
manufactured are intended for export. 
2. The authorization referred to in paragraph 1 
shall be required for both total and partial 
manufacture, and for the various processes of 
dividing up, packaging or presentation. 
However, such authorization shall not be 
required for preparation, dividing up, changes in 
packaging or presentation where these processes 
are carried out, solely for retail supply, by 
pharmacists in dispensing pharmacies or by 
persons legally authorized in the Member States 
to carry out such processes. 
3. Authorization referred to in paragraph 1 shall 
also be required for imports coming from third 
countries into a Member State; this Title and 
Article 118 shall have corresponding application 
to such imports as they have to manufacture. 
 
Article 41 
In order to obtain the manufacturing 
authorization, the applicant shall meet at least 
the following requirements: 
(a) specify the medicinal products and 
pharmaceutical forms which are to be 
manufactured or imported and also the place 
where they are to be manufactured and/or 
controlled; 
(b) have at his disposal, for the manufacture or 
import of the above, suitable and sufficient 
premises, technical equipment and control 
facilities complying with the legal requirements 
which the Member State concerned lays down as 
regards both manufacture and control and the 
storage of medicinal products, in accordance with 
Article 20; 
(c) have at his disposal the services of at least one 
qualified person within the meaning of Article 48. 
The applicant shall provide particulars in support 
of the above in his application. 
 
Article 42 
1. The competent authority of the Member State 
shall issue the manufacturing authorization only 
after having made sure of the accuracy of the 
particulars supplied pursuant to Article 41, by 
means of an inquiry carried out by its agents. 
2. In order to ensure that the requirements 
referred to in Article 41 are complied with, 
authorization may be made conditional on the 
carrying out of certain obligations imposed either 
when authorization is granted or at a later date. 
3. The authorization shall apply only to the 
premises specified in the application and to the 
medicinal products and pharmaceutical forms 
specified in that same application. 

 
Article 43 
The Member States shall take all appropriate 
measures to ensure that the time taken for the 
procedure for granting the manufacturing 
authorization does not exceed 90 days from the 
day on which the competent authority receives 
the application. 
 
Article 44 
If the holder of the manufacturing authorization 
requests a change in any of the particulars 
referred to in points (a) and (b) of the first 
paragraph of Article 41, the time taken for the 
procedure relating to this request shall not exceed 
30 days. In exceptional cases this period of time 
may be extended to 90 days. 
 
Article 45 
The competent authority of the Member State 
may require from the applicant further 
information concerning the particulars supplied 
pursuant to Article 41 and concerning the 
qualified person referred to in Article 48; where 
the competent authority concerned exercises this 
right, application of the time-limits referred to in 
Article 43 and 44 shall be suspended until the 
additional data required have been supplied. 
 
Article 46 
The holder of a manufacturing authorization 
shall at least be obliged: 
(a) to have at his disposal the services of staff who 
comply with the legal requirements existing in 
the Member State concerned both as regards 
manufacture and controls; 
(b) to dispose of the authorized medicinal 
products only in accordance with the legislation of 
the Member States concerned; 
(c) to give prior notice to the competent authority 
of any changes he may wish to make to any of the 
particulars supplied pursuant to Article 41; the 
competent authority shall, in any event, be 
immediately informed if the qualified person 
referred to in Article 48 is replaced unexpectedly; 
(d) to allow the agents of the competent authority 
of the Member State concerned access to his 
premises at any time; 
(e) to enable the qualified person referred to in 
Article 48 to carry out his duties, for example by 
placing at his disposal all the necessary facilities; 
(f) to comply with the principles and guidelines of 
good manufacturing practice for medicinal 
products as laid down by Community law. 
 
Article 47 
The principles and guidelines of good 
manufacturing practices for medicinal products 
referred to in Article 46(f) shall be adopted in the 
form of a directive, in accordance with the 
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procedure referred to in Article 121(2). 
Detailed guidelines in line with those principles 
will be published by the Commission and revised 
necessary to take account of technical and 
scientific progress. 
 
Article 48 
1. Member States shall take all appropriate 
measures to ensure that the holder of the 
manufacturing authorization has permanently 
and continuously at his disposal the services of at 
least one qualified person, in accordance with the 
conditions laid down in Article 49, responsible in 
particular for carrying out the duties specified in 
Article 51. 
2. If he personally fulfils the conditions laid down 
in Article 49, the holder of the authorization may 
himself assume the responsibility referred to in 
paragraph 1. 
 
Article 49 
1. Member States shall ensure that the qualified 
person referred to in Article 48 fulfils the 
minimum conditions of qualification set out in 
paragraphs 2 and 3. 
2. A qualified person shall be in possession of a 
diploma, certificate or other evidence of formal 
qualifications awarded on completion of a 
university course of study, or a course recognized 
as equivalent by the Member State concerned, 
extending over a period of at least four years of 
theoretical and practical study in one of the 
following scientific disciplines: pharmacy, 
medicine, veterinary medicine, chemistry, 
pharmaceutical chemistry and technology, 
biology. 
However, the minimum duration of the university 
course may be three and a half years where the 
course is followed by a period of theoretical and 
practical training of a minimum duration of one 
year and including a training period of at least six 
months in a pharmacy open to the public, 
corroborated by an examination at university 
level. 
Where two university courses or two courses 
recognized by the State as equivalent co-exist in a 
Member State and where one of these extends 
over four years and the other over three years, 
the three-year course leading to a diploma, 
certificate or other evidence of formal 
qualifications awarded on completion of a 
university course or its recognized equivalent 
shall be considered to fulfil the condition of 
duration referred to in the second subparagraph 
in so far as the diplomas, certificates or other 
evidence of formal qualifications awarded on 
completion of both courses are recognized as 
equivalent by the State in question. 
The course shall include theoretical and practical 
study bearing upon at least the following basic 

subjects: 
- Applied physics 
- General and inorganic chemistry 
- Organic chemistry 
- Analytical chemistry 
- Pharmaceutical chemistry, including analysis of 
medicinal products 
- General and applied biochemistry (medical) 
- Physiology 
- Microbiology 
- Pharmacology 
- Pharmaceutical technology 
- Toxicology 
- Pharmacognosy (study of the composition and 
effects of the natural active substances of plant 
and animal origin). 
Studies in these subjects should be so balanced as 
to enable the person concerned to fulfil the 
obligations specified in Article 51. 
In so far as certain diplomas, certificates or other 
evidence of formal qualifications mentioned in the 
first subparagraph do not fulfil the criteria laid 
down in this paragraph, the competent authority 
of the Member State shall ensure that the person 
concerned provides evidence of adequate 
knowledge of the subjects involved. 
3. The qualified person shall have acquired 
practical experience over at least two years, in 
one or more undertakings which are authorized to 
manufacture medicinal products, in the activities 
of qualitative analysis of medicinal products, of 
quantitative analysis of active substances and of 
the testing and checking necessary to ensure the 
quality of medicinal products. 
The duration of practical experience may be 
reduced by one year where a university course 
lasts for at least five years and by a year and a 
half where the course lasts for at least six years. 
 
Article 50 
1. A person engaging in the activities of the 
person referred to in Article 48 from the time of 
the application of Directive 75/319/EEC, in a 
Member State without complying with the 
provisions of Article 49 shall be eligible to 
continue to engage in those activities in the State 
concerned. 
2. The holder of a diploma, certificate or other 
evidence of formal qualifications awarded on 
completion of a university course - or a course 
recognized as equivalent by the Member State 
concerned - in a scientific discipline allowing him 
to engage in the activities of the person referred 
to in Article 48 in accordance with the laws of 
that State may - if he began his course prior to 21 
May 1975 - be considered as qualified to carry out 
in that State the duties of the person referred to 
in Article 48 provided that he has previously 
engaged in the following activities for at least two 
years before 21 May 1985 following notification of 
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this directive in one or more undertakings 
authorized to manufacture: production 
supervision and/or qualitative and quantitative 
analysis of active substances, and the necessary 
testing and checking under the direct authority of 
the person referred to in Article 48 to ensure the 
quality of the medicinal products. 
If the person concerned has acquired the practical 
experience referred to in the first subparagraph 
before 21 May 1965, a further one year's practical 
experience in accordance with the conditions 
referred to in the first subparagraph will be 
required to be completed immediately before he 
engages in such activities. 
 
Article 51 
1. Member States shall take all appropriate 
measures to ensure that the qualified person 
referred to in Article 48, without prejudice to his 
relationship with the holder of the manufacturing 
authorization, is responsible, in the context of the 
procedures referred to in Article 52, for securing: 
(a) in the case of medicinal products 
manufactured within the Member States 
concerned, that each batch of medicinal products 
has been manufactured and checked in 
compliance with the laws in force in that Member 
State and in accordance with the requirements of 
the marketing authorization; 
(b) in the case of medicinal products coming from 
third countries, that each production batch has 
undergone in the importing Member State a full 
qualitative analysis, a quantitative analysis of at 
least all the active constituents and all the other 
tests or checks necessary to ensure the quality of 
medicinal products in accordance with the 
requirements of the marketing authorization. 
The batches of medicinal products which have 
undergone such controls in a Member State shall 
be exempt from the controls if they are marketed 
in another Member State, accompanied by the 
control reports signed by the qualified person. 
2. In the case of medicinal products imported 
from a third country, where appropriate 
arrangements have been made by the Community 
with the exporting country to ensure that the 
manufacturer of the medicinal product applies 
standards of good manufacturing practice at least 
equivalent to those laid down by the Community, 
and to ensure that the controls referred to under 
point (b) of the first subparagraph of paragraph 1 
have been carried out in the exporting country, 
the qualified person may be relieved of 
responsibility for carrying out those controls. 
3. In all cases and particularly where the 
medicinal products are released for sale, the 
qualified person must certify in a register or 
equivalent document provided for that purpose, 
that each production batch satisfies the 
provisions of this Article; the said register or 

equivalent document must be kept up to date as 
operations are carried out and must remain at the 
disposal of the agents of the competent authority 
for the period specified in the provisions of the 
Member State concerned and in any event for at 
least five years. 
 
Article 52 
Member States shall ensure that the duties of 
qualified persons referred to in Article 48 are 
fulfilled, either by means of appropriate 
administrative measures or by making such 
persons subject to a professional code of conduct. 
Member States may provide for the temporary 
suspension of such a person upon the 
commencement of administrative or disciplinary 
procedures against him for failure to fulfil his 
obligations. 
 
Article 53 
The provisions of this Title shall also apply to 
homeopathic medicinal products. 
 
TITLE V 
LABELLING AND PACKAGE LEAFLET 
Article 54 
The following particulars shall appear on the 
outer packaging of medicinal products or, where 
there is no outer packaging, on the immediate 
packaging: 
(a) the name of the medicinal product followed by 
the common name where the product contains 
only one active substance and if its name is an 
invented name; where a medicinal product is 
available in several pharmaceutical forms and/or 
several strengths, the pharmaceutical form 
and/or the strength (baby, child or adult as 
appropriate) must be included in the name of the 
medicinal product; 
(b) a statement of the active substances expressed 
qualitatively and quantitatively per dosage unit 
or according to the form of administration for a 
given volume or weight, using their common 
names; 
(c) the pharmaceutical form and the contents by 
weight, by volume or by number of doses of the 
product; 
(d) a list of those excipients known to have a 
recognized action or effect and included in the 
guidelines published pursuant to Article 65. 
However, if the product is injectable, or a topical 
or eye preparation, all excipients must be stated; 
(e) the method and, if necessary, the route of 
administration; 
(f) a special warning that the medicinal product 
must be stored out of reach of children; 
(g) a special warning, if this is necessary for the 
medicinal product; 
(h) the expiry date in clear terms (month/year); 
(i) special storage precautions, if any; 
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(j) special precautions for disposal of unused 
medicinal products or waste materials from 
medicinal products, if appropriate; 
(k) the name and address of the holder of the 
authorization for placing the medicinal product 
on the market; 
(l) the number of the authorization for placing the 
medicinal product on the market; 
(m) the manufacturer's batch number; 
(n) in the case of self-medication, instructions on 
the use of the medicinal products. 
 
Article 55 
1. The particulars laid down in Articles 54 and 62 
shall appear on immediate packagings other than 
those referred to in paragraphs 2 and 3. 
2. The following particulars at least shall appear 
on immediate packagings which take the form of 
blister packs and are placed in an outer 
packaging that complies with the requirements 
laid down in Articles 54 and 62. 
- the name of the medicinal product as laid down 
in Article 54(a), 
- the name of the holder of the authorization for 
placing the product on the market, 
- the expiry date, 
- the batch number. 
3. The following particulars at least shall appear 
on small immediate packaging units on which the 
particulars laid down in Articles 54 and 62 cannot 
be displayed: 
- the name of the medicinal product and, if 
necessary, the strength and the route of 
administration, 
- the method of administration, 
- the expiry date, 
- the batch number, 
- the contents by weight, by volume or by unit. 
 
Article 56 
The particulars referred to in Articles 54, 55 and 
62 shall be easily legible, clearly comprehensible 
and indelible. 
 
Article 57 
Notwithstanding Article 60, Member States may 
require the use of certain forms of labelling of the 
medicinal product making it possible to ascertain: 
- the price of the medicinal product, 
- the reimbursement conditions of social security 
organizations, 
- the legal status for supply to the patient, in 
accordance with Title VI, 
- identification and authenticity. 
 
Article 58 
The inclusion in the packaging of all medicinal 
products of a package leaflet shall be obligatory 
unless all the information required by Articles 59 
and 62 is directly conveyed on the outer 

packaging or on the immediate packaging. 
 
Article 59 
1. The package leaflet shall be drawn up in 
accordance with the summary of the product 
characteristics; it shall include, in the following 
order: 
(a) for the identification of the medicinal product: 
- the name of the medicinal product, followed by 
the common name if the product contains only 
one active substance and if its name is an 
invented name; where a medicinal product is 
available in several pharmaceutical forms and/or 
several strengths, the pharmaceutical form 
and/or the strength (for example, baby, child, 
adult) must be included in the name of the 
medicinal product, 
- a full statement of the active substances and 
excipients expressed qualitatively and a 
statement of the active substances expressed 
quantitatively, using their common names, in the 
case of each presentation of the medicinal 
product, 
- the pharmaceutical form and the contents by 
weight, by volume or by number of doses of the 
product, in the case of each presentation of the 
product, 
- the pharmaco-therapeutic group, or type of 
activity in terms easily comprehensible for the 
patient, 
- the name and address of the holder of the 
authorization for placing the medicinal product 
on the market and of the manufacturer; 
(b) the therapeutic indications; 
(c) list of information which is necessary before 
taking the medicinal product: 
- contra-indications, 
- appropriate precautions for use, 
- forms of interaction with other medicinal 
products and other forms of interaction 
(e.g. alcohol, tobacco, foodstuffs) which may affect 
the action of the medicinal product, 
- special warnings; 
this list must: 
- take into account the particular condition of 
certain categories of users (e.g. children, pregnant 
or breastfeeding women, the elderly, persons with 
specific pathological conditions), 
- mention, if appropriate, potential effects on the 
ability to drive vehicles or to operate machinery, 
- detail those excipients, knowledge of which is 
important for the safe and effective use of the 
medicinal product and included in the guidelines 
published pursuant to Article 65; 
(d) the necessary and usual instructions for 
proper use, in particular: 
- the dosage, 
- the method and, if necessary, route of 
administration, 
- the frequency of administration, specifying if 
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necessary, the appropriate time at which the 
medicinal product may or must be administered, 
and, as appropriate, depending on the nature of 
the product: 
- the duration of treatment, where it should be 
limited, 
- the action to be taken in the case of an overdose 
(e.g., symptoms, emergency procedures), 
- the course of action to take when one or more 
doses have not been taken, 
- indication, if necessary, of the risk of withdrawal 
effects; 
(e) a description of the undesirable effects which 
can occur under normal use of the medicinal 
product and, if necessary, the action to be taken 
in such a case; the patient should be expressly 
invited to communicate any undesirable effect 
which is not mentioned in the leaflet to his doctor 
or to his pharmacist; 
(f) a reference to the expiry date indicated on the 
label, with: 
- a warning against using the product after this 
date, 
- where appropriate, special storage precautions, 
- if necessary, a warning against certain visible 
signs of deterioration; 
(g) the date on which the package leaflet was last 
revised. 
2. Notwithstanding paragraph 1(b), the authority 
competent may decide that certain therapeutic 
indications shall not be mentioned in the package 
leaflet, where the dissemination of such 
information might have serious disadvantages for 
the patient. 
 
Article 60 
Member States may not prohibit or impede the 
placing on the market of medicinal products 
within their territory on grounds connected with 
labelling or the package leaflet where these 
comply with the requirements of this Title. 
 
Article 61 
1. One or more specimens or mock-ups of the 
outer packaging and the immediate packaging of 
a medicinal product, together with the draft 
package leaflet, shall be submitted to the 
authorities competent for authorizing marketing 
when the marketing authorization is requested. 
2. The competent authority shall refuse the 
marketing authorization if the labelling or the 
package leaflet do not comply with the provisions 
of this Title or if they are not in accordance with 
the particulars listed in the summary of product 
characteristics. 
3. All proposed changes to an aspect of the 
labelling or the package leaflet covered by this 
Title and not connected with the summary of 
product characteristics shall be submitted to the 
authorities competent for authorizing marketing. 

If the competent authorities have not opposed a 
proposed change within 90 days following the 
introduction of the request, the applicant may put 
the change into effect. 
4. The fact that the competent authority do not 
refuse a marketing authorization pursuant to 
paragraph 2 or a change to the labelling or the 
package leaflet pursuant to paragraph 3 does not 
alter the general legal liability of the 
manufacturer or as appropriate the marketing 
authorization holder. 
 
Article 62 
The outer packaging and the package leaflet may 
include symbols or pictograms designed to clarify 
certain information mentioned in Articles 54 and 
59(1) and other information compatible with the 
summary of the product characteristics which is 
useful for health education, to the exclusion of 
any element of a promotional nature. 
 
Article 63 
1. The particulars for labelling listed in Articles 
54, 59 and 62 shall appear in the official language 
or languages of the Member State where the 
product is placed on the market. 
The first subparagraph shall not prevent these 
particulars from being indicated in several 
languages, provided that the same particulars 
appear in all the languages used. 
2. The package leaflet must be written in clear 
and understandable terms for the users and be 
clearly legible in the official language or 
languages of the Member State where the 
medicinal product is placed on the market. 
The first subparagraph shall not prevent the 
package leaflet being printed in several 
languages, provided that the same information is 
given in all the languages used. 
3. The competent authorities may exempt labels 
and package leaflets for specific medicinal 
products from the obligation that certain 
particulars shall appear and that the leaflet must 
be in the official language or languages of the 
Member State where the product is placed on the 
market, when the product is not intended to be 
delivered to the patient for self-administration. 
 
Article 64 
Where the provisions of this Title are not 
complied with, and a notice served on the person 
concerned has remained without effect, the 
competent authorities of the Member States may 
suspend the marketing authorization, until the 
labelling and the package leaflet of the medicinal 
product in question have been made to comply 
with the requirements of this Title. 
 
Article 65 
As necessary, the Commission shall publish 

215



guidelines concerning in particular: 
- the formulation of certain special warnings for 
certain categories of medicinal products, 
- the particular information needs relating to 
self-medication, 
- the legibility of particulars on the labelling and 
package leaflet, 
- methods for the identification and 
authentication of medicinal products, 
- the list of excipients which must feature on the 
labelling of medicinal products and the way these 
excipients must be indicated. 
These guidelines shall be adopted in the form of a 
Directive, in accordance with the procedure 
referred to in Article 121(2). 
 
Article 66 
1. The outer carton and the container of medicinal 
products containing radionuclides shall be 
labelled in accordance with the regulations for the 
safe transport of radioactive materials laid down 
by the International Atomic Energy Agency. 
Moreover, the labelling shall comply with the 
provisions set out in paragraphs 2 and 3. 
2. The label on the shielding shall include the 
particulars mentioned in Article 54. In addition, 
the labelling on the shielding shall explain in full, 
the codings used on the vial and shall indicate, 
where necessary, for a given time and date, the 
amount of radioactivity per dose or per vial and 
the number of capsules, or, for liquids, the 
number of millilitres in the container. 
3. The vial shall be labelled with the following 
information: 
- the name or code of the medicinal product, 
including the name or chemical symbol of the 
radionuclide, 
- the batch identification and expiry date, 
- the international symbol for radioactivity, 
- the name of the manufacturer, 
- the amount of radioactivity as specified in 
paragraph 2. 
 
Article 67 
The competent authority shall ensure that a 
detailed instruction leaflet is enclosed with the 
packaging of radiopharmaceuticals, radionuclide 
generators, radionuclide kits or radionuclide 
precursors. The text of this leaflet shall be 
established in accordance with the provisions of 
Article 59. In addition, the leaflet shall include 
any precautions to be taken by the user and the 
patient during the preparation and 
administration of the medicinal product and 
special precautions for the disposal of the 
packaging and its unused contents. 
 
Article 68 
Without prejudice to the provisions of Article 69, 
homeopathic medicinal products shall be labelled 

in accordance with the provisions of this title and 
shall be identified by a reference on their labels, 
in clear and legible form, to their homeopathic 
nature. 
 
Article 69 
1. In addition to the clear mention of the words 
"homeopathic medicinal product", the labelling 
and, where appropriate, the package insert for 
the medicinal products referred to in Article 14(1) 
shall bear the following, and no other, 
information: 
- the scientific name of the stock or stocks 
followed by the degree of dilution, making use of 
the symbols of the pharmacopoeia used in 
accordance with Article 1(5), 
- name and address of the registration holder and, 
where appropriate, of the manufacturer, 
- method of administration and, if necessary, 
route, 
- expiry date, in clear terms (month, year), 
- pharmaceutical form, 
- contents of the sales presentation, 
- special storage precautions, if any, 
- a special warning if necessary for the medicinal 
product, 
- manufacturer's batch number, 
- registration number, 
- "homeopathic medicinal product without 
approved therapeutic indications", 
- a warning advising the user to consult a doctor if 
the symptoms persist during the use of the 
medicinal product. 
2. Notwithstanding paragraph 1, Member States 
may require the use of certain types of labelling 
in order to show: 
- the price of the medicinal product, 
- the conditions for refunds by social security 
bodies. 
 
TITLE VI 
CLASSIFICATION OF MEDICINAL 
PRODUCTS 
Article 70 
1. When a marketing authorization is granted, 
the competent authorities shall specify the 
classification of the medicinal product into: 
- a medicinal product subject to medical 
prescription, 
- a medicinal product not subject to medical 
prescription. 
To this end, the criteria laid down in Article 71(1) 
shall apply. 
2. The competent authorities may fix 
sub-categories for medicinal products which are 
available on medical prescription only. In that 
case, they shall refer to the following 
classification: 
(a) medicinal products on renewable or 
non-renewable medical prescription; 
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(b) medicinal products subject to special medical 
prescription; 
(c) medicinal products on restricted medical 
prescription, reserved for use in certain 
specialized areas. 
 
Article 71 
1. Medicinal products shall be subject to medical 
prescription where they: 
- are likely to present a danger either directly or 
indirectly, even when used correctly, if utilized 
without medical supervision, or 
- are frequently and to a very wide extent used 
incorrectly, and as a result are likely to present a 
direct or indirect danger to human health, or 
- contain substances or preparations thereof, the 
activity and/or adverse reactions of which require 
further investigation, or 
- are normally prescribed by a doctor to be 
administered parenterally. 
2. Where Member States provide for the 
sub-category of medicinal products subject to 
special medical prescription, they shall take 
account of the following factors: 
- the medicinal product contains, in a non-exempt 
quantity, a substance classified as a narcotic or a 
psychotropic substance within the meaning of the 
international conventions in force, such as the 
United Nations Conventions of 1961 and 1971, or 
- the medicinal product is likely, if incorrectly 
used, to present a substantial risk of medicinal 
abuse, to lead to addiction or be misused for 
illegal purposes, or 
- the medicinal product contains a substance 
which, by reason of its novelty or properties, could 
be considered as belonging to the group envisaged 
in the second indent as a precautionary measure. 
3. Where Member States provide for the 
sub-category of medicinal products subject to 
restricted prescription, they shall take account of 
the following factors: 
- the medicinal product, because of its 
pharmaceutical characteristics or novelty or in 
the interests of public health, is reserved for 
treatments which can only be followed in a 
hospital environment, 
- the medicinal product is used in the treatment of 
conditions which must be diagnosed in a hospital 
environment or in institutions with adequate 
diagnostic facilities, although administration and 
follow-up may be carried out elsewhere, or 
- the medicinal product is intended for 
outpatients but its use may produce very serious 
adverse reactions requiring a prescription drawn 
up as required by a specialist and special 
supervision throughout the treatment. 
4. A competent authority may waive application 
of paragraphs 1, 2 and 3 having regard to: 
(a) the maximum single dose, the maximum daily 
dose, the strength, the pharmaceutical form, 

certain types of packaging; and/or 
(b) other circumstances of use which it has 
specified. 
5. If a competent authority does not designate 
medicinal products into sub-categories referred to 
in Article 70(2), it shall nevertheless take into 
account the criteria referred to in paragraphs 2 
and 3 of this Article in determining whether any 
medicinal product shall be classified as a 
prescription-only medicine. 
 
Article 72 
Medicinal products not subject to prescription 
shall be those which do not meet the criteria 
listed in Article 71. 
 
Article 73 
The competent authorities shall draw up a list of 
the medicinal products subject, on their territory, 
to medical prescription, specifying, if necessary, 
the category of classification. They shall update 
this list annually. 
 
Article 74 
On the occasion of the five-yearly renewal of the 
marketing authorization or when new facts are 
brought to their notice, the competent authorities 
shall examine and, as appropriate, amend the 
classification of a medicinal product, by applying 
the criteria listed in Article 71. 
 
Article 75 
Each year, Member States shall communicate to 
the Commission and to the other Member States, 
the changes that have been made to the list 
referred to in Article 73. 
 
TITLE VII 
WHOLESALE DISTRIBUTION OF MEDICINAL 
PRODUCTS 
Article 76 
Without prejudice to Article 6, Member States 
shall take all appropriate action to ensure that 
only medicinal products in respect of which a 
marketing authorization has been granted in 
accordance with Community law are distributed 
on their territory. 
 
Article 77 
1. Member States shall take all appropriate 
measures to ensure that the wholesale 
distribution of medicinal products is subject to 
the possession of an authorization to engage in 
activity as a wholesaler in medicinal products, 
stating the place for which it is valid. 
2. Where persons authorized or entitled to supply 
medicinal products to the public may also, under 
national law, engage in wholesale business, such 
persons shall be subject to the authorization 
provided for in paragraph 1. 
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3. Possession of a manufacturing authorization 
shall include authorization to distribute by 
wholesale the medicinal products covered by that 
authorization. Possession of an authorization to 
engage in activity as a wholesaler in medicinal 
products shall not give dispensation from the 
obligation to possess a manufacturing 
authorization and to comply with the conditions 
set out in that respect, even where the 
manufacturing or import business is secondary. 
4. At the request of the Commission or any 
Member State, Member States shall supply all 
appropriate information concerning the 
individual authorizations which they have 
granted under paragraph 1. 
5. Checks on the persons authorized to engage in 
the activity of wholesaler in medicinal products 
and the inspection of their premises, shall be 
carried out under the responsibility of the 
Member State which granted the authorization. 
6. The Member State which granted the 
authorization referred to in paragraph 1 shall 
suspend or revoke that authorization if the 
conditions of authorization cease to be met. It 
shall forthwith inform the other Member States 
and the Commission thereof. 
7. Should a Member State consider that, in 
respect of a person holding an authorization 
granted by another Member State under the 
terms of paragraph 1, the conditions of 
authorization are not, or are no longer met, it 
shall forthwith inform the Commission and the 
other Member State involved. The latter shall 
take the measures necessary and shall inform the 
Commission and the first Member State of the 
decisions taken and the reasons for those 
decisions. 
 
Article 78 
Member States shall ensure that the time taken 
for the procedure for examining the application 
for the distribution authorization does not exceed 
90 days from the day on which the competent 
authority of the Member State concerned receives 
the application. 
The competent authority may, if need be, require 
the applicant to supply all necessary information 
concerning the conditions of authorization. Where 
the authority exercises this option, the period laid 
down in the first paragraph shall be suspended 
until the requisite additional data have been 
supplied. 
 
Article 79 
In order to obtain the distribution authorization, 
applicants must fulfil the following minimum 
requirements: 
(a) they must have suitable and adequate 
premises, installations and equipment, so as to 
ensure proper conservation and distribution of 

the medicinal products; 
(b) they must have staff, and in particular, a 
qualified person designated as responsible, 
meeting the conditions provided for by the 
legislation of the Member State concerned; 
(c) they must undertake to fulfil the obligations 
incumbent on them under the terms of Article 80. 
 
Article 80 
Holders of the distribution authorization must 
fulfil the following minimum requirements: 
(a) they must make the premises, installations 
and equipment referred to in Article 79(a) 
accessible at all times to the persons responsible 
for inspecting them; 
(b) they must obtain their supplies of medicinal 
products only from persons who are themselves in 
possession of the distribution authorization or 
who are exempt from obtaining such 
authorization under the terms of Article 77(3); 
(c) they must supply medicinal products only to 
persons who are themselves in possession of the 
distribution authorization or who are authorized 
or entitled to supply medicinal products to the 
public in the Member State concerned; 
(d) they must have an emergency plan which 
ensures effective implementation of any recall 
from the market ordered by the competent 
authorities or carried out in cooperation with the 
manufacturer or marketing authorization holder 
for the medicinal product concerned; 
(e) they must keep records either in the form of 
purchase/sales invoices, or on computer, or in any 
other form, giving for any transaction in 
medicinal products received or dispatched at least 
the following information: 
- date, 
- name of the medicinal product, 
- quantity received or supplied, 
- name and address of the supplier or consignee, 
as appropriate; 
(f) they must keep the records referred to under 
(e) available to the competent authorities, for 
inspection purposes, for a period of five years; 
(g) they must comply with the principles and 
guidelines of good distribution practice for 
medicinal products as laid down in Article 84. 
 
Article 81 
With regard to the supply of medicinal products 
to pharmacists and persons authorized or entitled 
to supply medicinal products to the public, 
Member States shall not impose upon the holder 
of a distribution authorization which has been 
granted by another Member State, any obligation, 
in particular public service obligations, more 
stringent than those they impose on persons 
whom they have themselves authorized to engage 
in equivalent activities. 
The said obligations should, moreover, be 
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justified, in keeping with the Treaty, on grounds 
of public health protection and be proportionate 
in relation to the objective of such protection. 
 
Article 82 
For all supplies of medicinal products to a person 
authorized or entitled to supply medicinal 
products to the public in the Member State 
concerned, the authorized wholesaler must 
enclose a document that makes it possible to 
ascertain: 
- the date, 
- the name and pharmaceutical form of the 
medicinal product, 
- the quantity supplied, 
- the name and address of the supplier and 
consignor. 
Member States shall take all appropriate 
measures to ensure that persons authorized or 
entitled to supply medicinal products to the 
public are able to provide information that makes 
it possible to trace the distribution path of every 
medicinal product. 
 
Article 83 
The provisions of this Title shall not prevent the 
application of more stringent requirements laid 
down by Member States in respect of the 
wholesale distribution of: 
- narcotic or psychotropic substances within their 
territory, 
- medicinal products derived from blood, 
- immunological medicinal products, 
- radiopharmaceuticals. 
 
Article 84 
The Commission shall publish guidelines on good 
distribution practice. To this end, it shall consult 
the Committee for Proprietary Medicinal 
Products and the Pharmaceutical Committee 
established by Council Decision 75/320/EEC(22). 
 
Article 85 
The provisions of this Title shall apply to 
homeopathic medicinal products, with the 
exception of those referred to in Article 14(1). 
 
TITLE VIII 
ADVERTISING 
Article 86 
1. For the purposes of this Title, "advertising of 
medicinal products" shall include any form of 
door-to-door information, canvassing activity or 
inducement designed to promote the prescription, 
supply, sale or consumption of medicinal 
products; it shall include in particular: 
- the advertising of medicinal products to the 
general public, 
- advertising of medicinal products to persons 
qualified to prescribe or supply them, 

- visits by medical sales representatives to 
persons qualified to prescribe medicinal products, 
- the supply of samples, 
- the provision of inducements to prescribe or 
supply medicinal products by the gift, offer or 
promise of any benefit or bonus, whether in 
money or in kind, except when their intrinsic 
value is minimal, 
- sponsorship of promotional meetings attended 
by persons qualified to prescribe or supply 
medicinal products, 
- sponsorship of scientific congresses attended by 
persons qualified to prescribe or supply medicinal 
products and in particular payment of their 
travelling and accommodation expenses in 
connection therewith. 
2. The following are not covered by this Title: 
- the labelling and the accompanying package 
leaflets, which are subject to the provisions of 
Title V, 
- correspondence, possibly accompanied by 
material of a non-promotional nature, needed to 
answer a specific question about a particular 
medicinal product, 
- factual, informative announcements and 
reference material relating, for example, to pack 
changes, adverse-reaction warnings as part of 
general drug precautions, trade catalogues and 
price lists, provided they include no product 
claims, 
- statements relating to human health or diseases, 
provided there is no reference, even indirect, to 
medicinal products. 
 
Article 87 
1. Member States shall prohibit any advertising 
of a medicinal product in respect of which a 
marketing authorization has not been granted in 
accordance with Community law. 
2. All parts of the advertising of a medicinal 
product must comply with the particulars listed 
in the summary of product characteristics. 
3. The advertising of a medicinal product: 
- shall encourage the rational use of the medicinal 
product, by presenting it objectively and without 
exaggerating its properties, 
- shall not be misleading. 
 
Article 88 
1. Member States shall prohibit the advertising to 
the general public of medicinal products which: 
- are available on medical prescription only, in 
accordance with Title VI, 
- contain psychotropic or narcotic substances, 
such as the United Nations Conventions of 1961 
and 1971, 
- may not be advertised to the general public in 
accordance with the second subparagraph of 
paragraph 2. 
2. Medicinal products may be advertised to the 
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general public which, by virtue of their 
composition and purpose, are intended and 
designed for use without the intervention of a 
medical practitioner for diagnostic purposes or for 
the prescription or monitoring of treatment, with 
the advice of the pharmacist, if necessary. 
Member States shall prohibit the mentioning in 
advertising to the general public of therapeutic 
indications such as: 
- tuberculosis, 
- sexually transmitted diseases, 
- other serious infectious diseases, 
- cancer and other tumoral diseases, 
- chronic insomnia, 
- diabetes and other metabolic illnesses. 
3. Member States shall be able to ban, on their 
territory, advertising to the general public of 
medicinal products the cost of which may be 
reimbursed. 
4. The prohibition referred to in paragraph 1 shall 
not apply to vaccination campaigns carried out by 
the industry and approved by the competent 
authorities of the Member States. 
5. The prohibition referred to in paragraph 1 shall 
apply without prejudice to Article 14 of Directive 
89/552/EEC. 
6. Member States shall prohibit the direct 
distribution of medicinal products to the public by 
the industry for promotional purposes; they may, 
however, authorize such distribution in special 
cases for other purposes. 
 
Article 89 
1. Without prejudice to Article 88, all advertising 
to the general public of a medicinal product shall: 
(a) be set out in such a way that it is clear that the 
message is an advertisement and that the product 
is clearly identified as a medicinal product; 
(b) include the following minimum information: 
- the name of the medicinal product, as well as 
the common name if the medicinal product 
contains only one active substance, 
- the information necessary for correct use of the 
medicinal product, 
- an express, legible invitation to read carefully 
the instructions on the package leaflet or on the 
outer packaging, as the case may be. 
2. Member States may decide that the advertising 
of a medicinal product to the general public may, 
notwithstanding paragraph 1, include only the 
name of the medicinal product if it is intended 
solely as a reminder. 
 
Article 90 
The advertising of a medicinal product to the 
general public shall not contain any material 
which: 
(a) gives the impression that a medical 
consultation or surgical operation is unnecessary, 
in particular by offering a diagnosis or by 

suggesting treatment by mail; 
(b) suggests that the effects of taking the 
medicine are guaranteed, are unaccompanied by 
adverse reactions or are better than, or 
equivalent to, those of another treatment or 
medicinal product; 
(c) suggests that the health of the subject can be 
enhanced by taking the medicine; 
(d) suggests that the health of the subject could be 
affected by not taking the medicine; this 
prohibition shall not apply to the vaccination 
campaigns referred to in Article 88(4); 
(e) is directed exclusively or principally at 
children; 
(f) refers to a recommendation by scientists, 
health professionals or persons who are neither of 
the foregoing but who, because of their celebrity, 
could encourage the consumption of medicinal 
products; 
(g) suggests that the medicinal product is a 
foodstuff, cosmetic or other consumer product; 
(h) suggests that the safety or efficacy of the 
medicinal product is due to the fact that it is 
natural; 
(i) could, by a description or detailed 
representation of a case history, lead to erroneous 
self-diagnosis; 
(j) refers, in improper, alarming or misleading 
terms, to claims of recovery; 
(k) uses, in improper, alarming or misleading 
terms, pictorial representations of changes in the 
human body caused by disease or injury, or of the 
action of a medicinal product on the human body 
or parts thereof; 
(l) mentions that the medicinal product has been 
granted a marketing authorization. 
 
Article 91 
1. Any advertising of a medicinal product to 
persons qualified to prescribe or supply such 
products shall include: 
- essential information compatible with the 
summary of product characteristics; 
- the supply classification of the medicinal 
product. 
Member States may also require such advertising 
to include the selling price or indicative price of 
the various presentations and the conditions for 
reimbursement by social security bodies. 
2. Member States may decide that the advertising 
of a medicinal product to persons qualified to 
prescribe or supply such products may, 
notwithstanding paragraph 1, include only the 
name of the medicinal product, if it is intended 
solely as a reminder. 
 
Article 92 
1. Any documentation relating to a medicinal 
product which is transmitted as part of the 
promotion of that product to persons qualified to 
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prescribe or supply it shall include, as a minimum, 
the particulars listed in Article 91(1) and shall 
state the date on which it was drawn up or last 
revised. 
2. All the information contained in the 
documentation referred to in paragraph 1 shall be 
accurate, up-to-date, verifiable and sufficiently 
complete to enable the recipient to form his or her 
own opinion of the therapeutic value of the 
medicinal product concerned. 
3. Quotations as well as tables and other 
illustrative matter taken from medical journals or 
other scientific works for use in the 
documentation referred to in paragraph 1 shall be 
faithfully reproduced and the precise sources 
indicated. 
 
Article 93 
1. Medical sales representatives shall be given 
adequate training by the firm which employs 
them and shall have sufficient scientific 
knowledge to be able to provide information 
which is precise and as complete as possible about 
the medicinal products which they promote. 
2. During each visit, medical sales 
representatives shall give the persons visited, or 
have available for them, summaries of the 
product characteristics of each medicinal product 
they present together, if the legislation of the 
Member State so permits, with details of the price 
and conditions for reimbursement referred to in 
Article 91(1). 
3. Medical sales representatives shall transmit to 
the scientific service referred to in Article 98(1) 
any information about the use of the medicinal 
products they advertise, with particular reference 
to any adverse reactions reported to them by the 
persons they visit. 
 
Article 94 
1. Where medicinal products are being promoted 
to persons qualified to prescribe or supply them, 
no gifts, pecuniary advantages or benefits in kind 
may be supplied, offered or promised to such 
persons unless they are inexpensive and relevant 
to the practice of medicine or pharmacy. 
2. Hospitality at sales promotion shall always be 
reasonable in level and secondary to the main 
purpose of the meeting and must not be extended 
to other than health professionals. 
3. Persons qualified to prescribe or supply 
medicinal products shall not solicit or accept any 
inducement prohibited under paragraph 1 or 
contrary to paragraph 2. 
4. Existing measures or trade practices in 
Member States relating to prices, margins and 
discounts shall not be affected by paragraphs 1, 2 
and 3. 
 
Article 95 

The provisions of Article 94(1) shall not prevent 
hospitality being offered, directly or indirectly, at 
events for purely professional and scientific 
purposes; such hospitality shall always be 
reasonable in level and remain subordinate to the 
main scientific objective of the meeting; it must 
not be extended to persons other than health 
professionals. 
 
Article 96 
1. Free samples shall be provided on an 
exceptional basis only to persons qualified to 
prescribe them and on the following conditions: 
(a) the number of samples for each medicinal 
product each year on prescription shall be 
limited; 
(b) any supply of samples shall be in response to a 
written request, signed and dated, from the 
prescribing agent; 
(c) those supplying samples shall maintain an 
adequate system of control and accountability; 
(d) each sample shall be identical with the 
smallest presentation on the market; 
(e) each sample shall be marked "free medical 
sample - not for sale" or shall show some other 
wording having the same meaning; 
(f) each sample shall be accompanied by a copy of 
the summary of product characteristics; 
(g) no samples of medicinal products containing 
psychotropic or narcotic substances within the 
meaning of international conventions, such as the 
United Nations Conventions of 1961 and 1971, 
may be supplied. 
2. Member States may also place further 
restrictions on the distribution of samples of 
certain medicinal products. 
 
Article 97 
1. Member States shall ensure that there are 
adequate and effective methods to monitor the 
advertising of medicinal products. Such methods, 
which may be based on a system of prior vetting, 
shall in any event include legal provisions under 
which persons or organizations regarded under 
national law as having a legitimate interest in 
prohibiting any advertisement inconsistent with 
this Title, may take legal action against such 
advertisement, or bring such advertisement 
before an administrative authority competent 
either to decide on complaints or to initiate 
appropriate legal proceedings. 
2. Under the legal provisions referred to in 
paragraph 1, Member States shall confer upon 
the courts or administrative authorities powers 
enabling them, in cases where they deem such 
measures to be necessary, taking into account all 
the interests involved, and in particular the 
public interest: 
- to order the cessation of, or to institute 
appropriate legal proceedings for an order for the 
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cessation of, misleading advertising, or 
- if misleading advertising has not yet been 
published but publication is imminent, to order 
the prohibition of, or to institute appropriate legal 
proceedings for an order for the prohibition of, 
such publication, 
even without proof of actual loss or damage or of 
intention or negligence on the part of the 
advertiser. 
3. Member States shall make provision for the 
measures referred to in the second subparagraph 
to be taken under an accelerated procedure, 
either with interim effect or with definitive effect. 
It shall be for each Member State to decide which 
of the two options set out in the first 
subparagraph to select. 
4. Member States may confer upon the courts or 
administrative authorities powers enabling them, 
with a view to eliminating the continuing effects 
of misleading advertising the cessation of which 
has been ordered by a final decision: 
- to require publication of that decision in full or 
in part and in such form as they deem adequate, 
- to require in addition the publication of a 
corrective statement. 
5. Paragraphs 1 to 4 shall not exclude the 
voluntary control of advertising of medicinal 
products by self-regulatory bodies and recourse to 
such bodies, if proceedings before such bodies are 
possible in addition to the judicial or 
administrative proceedings referred to in 
paragraph 1. 
 
Article 98 
1. The marketing authorization holder shall 
establish, within his undertaking, a scientific 
service in charge of information about the 
medicinal products which he places on the 
market. 
2. The marketing authorization holder shall: 
- keep available for, or communicate to, the 
authorities or bodies responsible for monitoring 
advertising of medicinal products, a sample of all 
advertisements emanating from his undertaking 
together with a statement indicating the persons 
to whom it is addressed, the method of 
dissemination and the date of first dissemination, 
- ensure that advertising of medicinal products by 
his undertaking conforms to the requirements of 
this Title, 
- verify that medical sales representatives 
employed by his undertaking have been 
adequately trained and fulfill the obligations 
imposed upon them by Article 93(2) and (3), 
- supply the authorities or bodies responsible for 
monitoring advertising of medicinal products 
with the information and assistance they require 
to carry out their responsibilities, 
- ensure that the decisions taken by the 
authorities or bodies responsible for monitoring 

advertising of medicinal products are 
immediately and fully complied with. 
 
Article 99 
Member States shall take the appropriate 
measures to ensure that the provisions of this 
Title are applied and shall determine in 
particular what penalties shall be imposed should 
the provisions adopted in the execution of Title be 
infringed. 
 
Article 100 
Advertising of the homeopathic medicinal 
products referred to in Article 13(2) and Article 
14(1) shall be subject to the provisions of this 
Title with the exception of Article 87(1). 
However, only the information specified in Article 
69(1) may be used in the advertising of such 
medicinal products. 
Moreover, each Member State may prohibit in its 
territory any advertising of the homeopathic 
medicinal products referred to in Article 13(2) 
and Article 14(1). 
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Act et seq.

Application for research or marketing permit

Application for an Investigational Device Exemption,

273



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 3 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

Clinical investigation

Investigator

Sponsor

Sponsor-investigator

Human subject

Institution
facility institution

Institutional review board

institutional review committee

Test article

Minimal risk

Legally authorized representative

Family member

Assent

274



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 4 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

Children

Parent

Ward

Permission

Guardian

275



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 5 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

276



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 6 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

277



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 7 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

278



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 8 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

Basic elements of informed consent.

279



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 9 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5
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short form

280



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 10 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

281



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 11 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

282



1/19/17, 19:27eCFR — Code of Federal Regulations

Page 12 of 12http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.1.50&rgn=div5

283



 
 

e-CFR 2017 1 17  
 

21 1 A 50 
 

21   
 

50   

 
 

A   
50.1  
50.3  

 
B  

50.20  
50.23  
50.24  
50.25  
50.27  

 
C [ ] 

 
D  

50.50 IRB  
50.51  
50.52 

 
50.53 

 
50.54 

 
50.55  
50.56  

 

284



21 U.S.C 321 343 346 346a 348 350a 350b 352 353 355 360 360c-360f
360h-360j 371 379e 381  
42 U.S.C. 216 241 262 263b-263n 

1980 5 30 45 FR 36390 
 

A  
 

50.1  
 
(a) 505(i) 520(g)

( 312 812 )
403 406

409 412 413 502 503 505 510 513
516 518 520 801 351 354
360F

 
 
(b) 
21 I  
 
[1980 5 30 45 FR 36390 1981 1 27 46 FR 8979 1998 5

13 63 FR 26697 1999 1 5 64 FR 399 2001 4 24 66 FR 20597
] 

 
50.3  

 
 

 
(a) ( 201 902 52 Stat. 1040

 ( )  (21 U.S.C. 301-392)) 
 

285



(b)  
 
(1) 71  
 
(2) 171 571  
 
(3) 

§170.30 §570.30  
 
(4) 

§180.1  
 
(5) 

406  
 
(6) 312  
 
(7) 314  
 
(8) 

320  
 
(9) 

330
 

 
(10) 

 
 
(11) [ ] 
 
(12) 601  
 

286



(13) 
601

 
 
(14) 

809  
 
(15) 812  
 
(16) 

513  
 
(17) 

514  
 
(18) 515  
 
(19) 515  
 
(20) 

358  
 
(21) 

§1010.4  
 
(22) 

§1010.5  
 
(23) 412(c)

 
 
(24) §101.69 §101.70

 
 
(25) 
§190.6  

287



 
(c) 1 505(i)

520(g)

58  
 
(d) 

 
 
(e) 

1
(

) ( )
 

 
(f) 

(
)  

 
(g) 

 
 
(h) ( )

520(g)  
 

 
(i) (IRB)

520(g)
(Institutional review committee)  

 

288



(j) (42 USC 262 263b-263n) 351
354 360F ( )

 
 
(k) 

 
 
(l) 

 
 
(m) ( )

1  
 
(n) 

 
 
(o) 

 
 
(p)  
 
(q) 

 
 
(r) 

 
 
(s) 

 
 
[1980 5 30 45 FR 36390 1981 1 27 46 FR 8950 1989 3 3

54 FR 9038 1991 6 18 56 FR 28028 1996 10 2 61 FR 51528  
1997 7 23 62 FR 39440 1999 1 5  64 FR 399 1999 10 20  

289



64 FR 56448 2001 4 24 66 FR 20597 2013 2 26 78 FR 12950
] 

 
B  

 
1981 1 27 46 FR 8951 

 
50.20  

 
§50.23 §50.24

 
 
[1981 1 27 46 FR 8951 1999 3 8  64 FR 10942 ] 
 

50.23  
(a) ( (b) )

 
 
(1)  
 
(2) 

 
 
(3)  
 
(4) 

290



 
 
(b) 

(a)
5

 
 
(c) (a) (b) 5 IRB

 
 
(d) (1)10 USC 1107(f)

(21 U.S.C. 
355(i)(4)) 505(i)(4)

FDA
(IND)

( )

(d)(1) (d)(4)
 

 
(i) 

IND  
 
(ii) 

 
 
(iii) 

 

291



 
(iv) 

 
 
(v) (d)(2) (d)(3)

(IRB)

§56.115(a)(2)  
 
(vi)  
 
(A) (

)  
 
(B)  
 
(C) 

 
 
(vii) 

 
 
(viii) 

(10 USC 1107(d) )
 

 
(ix) (d)(1)(viii)

 
 
(x) 312 FDA

 
 
(xi) 

 

292



 
(xii) 

 
 
(xiii) FDA

 
 
(xiv) 

 
 
(xv) 1

 
 
(xvi) (
(d)(1)(xv) )

FDA
 

 
(xvii) 

 
 
(xviii)  
 
(2) (d)(1)(v)
(IRB ) 3

IRB IND
1

§56.115(a)(2)
 

 
(3) (d)(1)(v)

 
 

293



(i)  
 
(ii) 
( ) 
 
(iii) 

 
 
(iv) 

50  
 
(4) 
FDA  
 
(5) FDA

 
 
(e) (1) 

( )

 
 
(i) 

 
 
(ii)  
 
(A) 

 
 
(B) 

 
 
(iii)  

294



 
(iv) 

 
 
(2) ( )

(e)(1)

5
 

 
(3) (e)(1) (e)(2)

5 IRB FDA
 

 
(4) 

§50.25 (§50.25(a)(8)
)

IRB  
 
(5) IRB §50.25(§50.25(a)(8) )

 
 
(6) 

 
 
[1981 1 27 46 FR 8951 1990 12 21 55 FR 52817 1999 1 5

64 FR 399 1999 10 5 64 FR 54188 2006 6 7 71 FR 32833
2011 6 24 76 FR 36993 ] 

 

295



50.24  
 
(a) IRB (IRB

IRB )IRB

 
 
(1) 

 
 
(2)  
 
(i) 

 
 
(ii) 

  
 
(iii)  
 
(3)  
 
(i)  
 
(ii) 

 
 
(iii) 

 
 
(4)  
 
(5) 

296



IRB
 

 
(6) IRB §50.25

IRB (a)(7)(v)

 
 
(7)  
 
(i) ( IRB

)  
 
(ii) 

 
 
(iii) 

 
 
(iv)  
 
(v) 

IRB  
 
(b) IRB

IRB

297



 
 
(c) (a) IRB (e)

3 IRB §56.115(b) FDA
 

 
(d) 

(IND)
(IDE) IND
IDE IND/IDE

§312.30 §812.35
 

 
(e) (a)

IRB IRB

FDA

IRB
 

 
[1996 10 2 61 FR 51528] 
 

50.25  
 
(a) 

 

298



 
(1) 

 
 
(2)  
 
(3) 

 
 
(4) 

 
 
(5) ( )  
(FDA)  
 
(6) 

 
 
(7) 

 
 
(8) 

 
 
(b) 1

 
 
(1) 

 
 
(2) 

 
 

299



(3)  
 
(4) 

 
 
(5) 

 
 
(6)  
 
(c) 42 U.S.C. 282(j)(1)(A)

402 (j)

http://www.ClinicalTrials.gov
Web Web

Web  
 
(d) 

 
 
(e) 

 
 
[1981 1 27 46 FR 8951 2011 1 4 76 FR 270 ] 
 

50.27  
 
(a) §56.109(c) IRB

 
 

300



(b) §56.109(c)  
 
(1) §50.25

 
 
(2) §50.25

IRB

 
 
[1981 1 27 46 FR 8951 1996 11 5 61 FR 57280 ] 
 

C [ ] 
 

D  
 2001 4 24 66 FR 20598 

 
50.50 IRB  

 
IRB 56 IRB

D
§50.51 §50.52 §50.53 D

 
 

50.51  
 

§50.1 §56.101
IRB

 
 

301



(a)  
 
(b) 50.55

 
 
[2013 2 26 78 FR 12951] 
 

50.52 
 

 

§50.1 §56.101 IRB
 

 
(a)  
 
(b) 

 
 
(b) §50.55

 
 
[2001 4 24 66 FR 20598 2013 2 26 78 FR 12951 ] 
 

50.53 
 

 

§50.1 §56.101 IRB
 

 
(a)  
 
(b) 

302



 
 
(c) 

 
 
(d) 50.55

 
 
[2001 4 24 66 FR 20598 2013 2 26 78 FR 12951 ] 
 

50.54 
 

 
IRB §50.1 §56.101

§50.51 §50.52 §50.53
 

 
(a) IRB

 
 
(b) 

 
 
(1) §50.51 §50.52 §50.53( )

 
 
(2)  
 
(i) 

 
 
(ii)  
 
(iii) 50.55

 

303



 
[2001 4 24 66 FR 20598 2013 2 26 78 FR 12951 ] 
 

50.55  
 
(a) IRB D IRB

 
 
(b) IRB

IRB

 
 
(c) IRB  
 
(1) 

 
 
(2) 

 
 
(d) IRB IRB

 
 
(1)  
 
(2)  
 
(3)  
 
(4)  
 
(e) IRB D
50

 

304



 
(1) IRB  §50.51 §50.52

 
 
(2) §50.53 §50.54

 
 
(f) §50.27

 
 
(g) IRB

 
 
[2001 4 24 66 FR 20598 2013 2 26 78 FR 12951 ] 
 

50.56  
 
(a) §50.53
§50.54

 
 
(1)  
 
(2) 

 
 
(b) (a) IRB

 
 
(1)  
 
(2) 1  
 
(3) 

305



 
 
(4) (IRB )

 
 
 

306



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 1 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

307



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 2 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

Applicability.

308



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 3 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

et seq.

Exemptions.

a
b

a b c

Bioavailability studies.

Unlabeled indication.

Guidance.

Act et seq.

Clinical investigation

Contract research organization
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FDA

IND
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Investigational new drug
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Subject
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Commercial distribution of an investigational new drug.

Prolonging an investigation.

General criteria for charging.

Charging in a clinical trial Charging for a sponsor's drug.

Duration of charging in a clinical trial.

Charging for expanded access to investigational drug for treatment use.

Costs recoverable when charging for an investigational drug.
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Phase 1.

Phase 2.

Phase 3.
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Cover sheet (Form FDA-1571).

A table of contents.

Introductory statement and general investigational plan.
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e
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Chemistry, manufacturing, and control information.

a Drug substance.
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b Drug product.

c

d Labeling.

e Environmental analysis requirements.

Pharmacology and toxicology information.

Pharmacology and drug disposition.

Toxicology. (a

b

Previous human experience with the investigational drug.
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Additional information.

Drug dependence and abuse potential.

Radioactive drugs.

Pediatric studies.

Other information.

Relevant information.

Information previously submitted.

Material in a foreign language.

Number of copies.

Numbering of IND submissions.

Identification of exception from informed consent.

New protocol.

Changes in a protocol.
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a

b

New investigator.

Content and format. i.e.

b

When submitted.

Requirement for information amendment.
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Content and format of an information amendment.

When submitted.

Definitions.

Adverse event

Life-threatening adverse event life-threatening suspected adverse reaction.

Serious adverse event serious suspected adverse reaction.

Suspected adverse reaction

Unexpected adverse event unexpected suspected adverse reaction.

Review of safety information.

IND safety reports.
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Serious and unexpected suspected adverse reaction.

Findings from other studies.

Findings from animal or in vitro testing.

Increased rate of occurrence of serious suspected adverse reactions.

Submission of IND safety reports.

Unexpected fatal or life-threatening suspected adverse reaction reports.

Reporting format or frequency.

Investigations of marketed drugs.

Reporting study endpoints.

Followup.
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Disclaimer.

Individual study information.

Summary information.
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General.

Grounds for imposition of clinical hold Clinical hold of a Phase 1 study under an IND.

i.e.
i.e.

Clinical hold of a Phase 2 or 3 study under an IND.

Clinical hold of an expanded access IND or expanded access protocol.

Final use.

Ongoing use.

Clinical hold of any study that is not designed to be adequate and well-controlled.
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Clinical hold of any investigation involving an exception from informed consent under §50.24 of this chapter.

Discussion of deficiency.

Imposition of clinical hold.

Resumption of clinical investigations.

Appeal.

Conversion of IND on clinical hold to inactive status.

324



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 19 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

General.

Grounds for termination Phase 1.

Phase 2 or 3.

Opportunity for sponsor response.
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Immediate termination of IND.

General.

“End-of-Phase 2” meetings and meetings held before submission of a marketing application.

End-of-Phase 2 meetings Purpose.
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Eligibility for meeting.

Timing.

Advance information.

Conduct of meeting.

“Pre-NDA” and “pre-BLA” meetings.

General.

Administrative and procedural issues.
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Scientific and medical disputes.

Selecting investigators.

Control of drug.

Obtaining information from the investigator.
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a

b

c

d

e

f

g

Curriculum vitae.

Clinical protocol.

Financial disclosure information.

Selecting monitors.
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FDA inspection.

Controlled substances.

Disposition of drug.

331



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 26 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

Case histories.

Record retention.

Progress reports.

Safety reports.

Final report.

Financial disclosure reports.
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Pre-investigational new drug (IND) meetings.

End-of-phase 1 meetings.
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Imports.

Exports.

i.e.

Situations where the investigational new drug is to be stockpiled in anticipation of a national emergency.
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1

2
1

3

HHS.SOC@hhs.gov.

1 2

Situations where the investigational new drug is to be used for a sudden and immediate national emergency.

1

2

HHS.SOC@hhs.gov.

Limitations.

Insulin and antibiotics.
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Acceptance of studies.

Supporting information.

338



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 33 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

Waivers.

Records.

For drug products regulated by CDER.

For biological products regulated by CDER.

For biological products regulated by CBER.
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Authorization to ship.

Termination of authorization to ship.
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Disposition of unused drug.

Scope.

Definitions.

Immediately life-threatening disease or condition

Serious disease or condition

Criteria.

Submission.
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Safeguards.

investigator

sponsor

sponsor-investigator

Investigators.

Sponsors.

Beginning treatment INDs.

Protocols.
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Clinical holds.

Criteria.

Submission.

Safeguards.

Emergency procedures.

ocod@fda.hhs.gov.

druginfo@fda.hhs.gov.
emergency.operations@fda.hhs.gov.

343



1/19/17, 19:22eCFR — Code of Federal Regulations

Page 38 of 39http://www.ecfr.gov/cgi-bin/text-idx?SID=df4e7bf401f6acf3e831835fdfa5fc17&mc=true&node=pt21.5.312&rgn=div5

Need for expanded access.

Drug not being developed.

Drug being developed.

Approved or related drug.

Criteria.

Submission.

Safeguards.

Criteria.
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Trial status.

Marketing status.

Evidence.

Submission.

Safeguard.
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Purpose.

Scope.

Autologous use

Establishment
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Homologous use

Human cells, tissues, or cellular or tissue-based products (HCT/Ps)

Manufacture means,

Minimal manipulation

Transfer

Biohazard legend

Blood component

Colloid
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Crystalloid

Directed reproductive donor

Donor

Donor medical history interview means

Physical assessment of a cadaveric donor

Plasma dilution

Quarantine

Relevant communicable disease agent or disease

Treponema pallidum.

Chlamydia trachomatis

Neisseria gonorrhea.

1

2
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Relevant medical records

Responsible person

Urgent medical need

Act

PHS Act

FDA

Adverse reaction

Available for distribution

Complaint

Distribution

Establish and maintain

HCT/P deviation

Importer of record

Processing
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Quality audit

Quality program

Recovery

Storage

Validation
process validation

Verification

Importer

United States agent

a

b

c
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a

b
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http://www.fda.gov/cber/tissue/tisreg.htm
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General.

Donor-eligibility determination required.

Prohibition on use.

Applicability of requirements.

General.

Review and approval.

Availability.

Departures from procedures.

Standard procedures.

Determination based on screening and testing.

Eligible donor.
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Accompanying records.

Summary of records.

Deletion of personal information.

Record retention requirements.
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Quarantine.

Identification of HCT/Ps in quarantine.

Shipping of HCT/Ps in quarantine.

Use in cases of urgent medical need.

Storage.

Limited uses of HCT/P from ineligible donor.
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Nonclinical use.

All donors.

Treponema pallidum

Donors of viable, leukocyte-rich cells or tissue.

Donors of reproductive cells or tissue.

Chlamydia trachomatis

Neisseria gonorrhea.

Ineligible donors.

Abbreviated procedure for repeat donors.
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Testing for relevant communicable diseases is required.

Timing of specimen collection.

Tests.

Chlamydia trachomatis Neisseria gonorrhea

Ineligible donors.

1

2

1

2
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All donors.

Treponema pallidum.

Donors of viable, leukocyte-rich cells or tissue.

Donors of reproductive cells or tissue.

Chlamydia trachomatis

Neisseria gonorrhea.

Retesting anonymous semen donors.

Dura mater.

Donor-eligibility determination not required.
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Exceptions for reproductive use.

Required labeling.

General.
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Core CGTP requirements.

Compliance with applicable requirements Manufacturing arrangements

Compliance with parts 210, 211, and 820 of this chapter.

Where appropriate.
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General.

Request for exemption or alternative.

Criteria for granting an exemption or alternative.

Form of request.

Operation under exemption or alternative.

Documentation.

Issuance of an exemption or alternative by the Director.

General.

Functions.
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Audits.

Computers.

General.

Competent performance of functions.

Training.

General.

Review and approval.

Availability.

Standard procedures.
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General.

Facility cleaning and sanitation.

Operations.

Procedures and records.

Environmental control.

Inspections.

Environmental monitoring.

Records.

General.

Procedures and schedules.

Calibration of equipment.
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Inspections.

Records.

Verification.

Reagents.

In-house reagents.

Records.

General.

Pooling.

In-process control and testing.

Dura mater.
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General.

Written representation.

Changes.

General.

Verification.

Labeling requirements.

Control of storage areas.

Temperature.

Expiration date.

Corrective action.

Acceptable temperature limits.
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Receipt.

Predistribution shipment.

Availability for distribution.

Packaging and shipping.

Procedures.

Return to inventory.

General.

Records management system.

Methods of retention.
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Length of retention.

Contracts and agreements.

General.

System of HCT/P tracking.

Distinct identification code.

Tracking from consignee to donor.

Tracking from donor to consignee or final disposition.

Consignees.

Requirements specific to dura mater donors.

Procedures.
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Complaint file.

Review and evaluation of complaints.

Adverse reaction reports.

http://www.fda.gov/medwatch http://www.hhs.gov/forms.

Reports of HCT/P deviations.
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45 CFR--PART 46 
View Printed Federal Register page 82 FR 7273 
in PDF format. 
Amendment(s) published January 19, 2017, in 82 
FR 7273 
Effective Dates: January 19, 2018 
2. Subpart A is revised as set forth at the end of 
the common preamble of this document. 
 
Subpart A—Basic HHS Policy for Protection of 
Human Research Subjects 
Sec. 
46.101   To what does this policy apply? 
46.102   Definitions for purposes of this policy. 
46.103   Assuring compliance with this 
policy—research conducted or supported by any 
Federal department or agency. 
46.104   Exempt research. 
46.105   [Reserved] 
46.106   [Reserved] 
46.107   IRB membership. 
46.108   IRB functions and operations. 
46.109   IRB review of research. 
46.110   Expedited review procedures for certain 
kinds of research involving no more than minimal 
risk, and for minor changes in approved research. 
46.111   Criteria for IRB approval of research. 
46.112   Review by institution. 
46.113   Suspension or termination of IRB 
approval of research. 
46.114   Cooperative research. 
46.115   IRB records. 
46.116   General requirements for informed 
consent. 
46.117   Documentation of informed consent. 
46.118   Applications and proposals lacking 
definite plans for involvement of human subjects. 
46.119   Research undertaken without the 
intention of involving human subjects. 
46.120   Evaluation and disposition of 
applications and proposals for research to be 
conducted or supported by a Federal department 
or agency. 
46.121   [Reserved] 
46.122   Use of Federal funds. 
46.123   Early termination of research support: 
Evaluation of applications and proposals. 
46.124   Conditions. 
 
§46.101   To what does this policy apply? 
(a) Except as detailed in §46.104, this policy 
applies to all research involving human subjects 
conducted, supported, or otherwise subject to 
regulation by any Federal department or agency 
that takes appropriate administrative action to 
make the policy applicable to such research. This 
includes research conducted by Federal civilian 

employees or military personnel, except that each 
department or agency head may adopt such 
procedural modifications as may be appropriate 
from an administrative standpoint. It also 
includes research conducted, supported, or 
otherwise subject to regulation by the Federal 
Government outside the United States. 
Institutions that are engaged in research 
described in this paragraph and institutional 
review boards (IRBs) reviewing research that is 
subject to this policy must comply with this 
policy. 
(b) [Reserved] 
(c) Department or agency heads retain final 
judgment as to whether a particular activity is 
covered by this policy and this judgment shall be 
exercised consistent with the ethical principles of 
the Belmont Report.62 
62The National Commission for the Protection of 
Human Subjects of Biomedical and Behavioral 
Research.- Belmont Report. Washington, DC: U.S. 
Department of Health and Human Services. 
1979. 
(d) Department or agency heads may require that 
specific research activities or classes of research 
activities conducted, supported, or otherwise 
subject to regulation by the Federal department 
or agency but not otherwise covered by this policy 
comply with some or all of the requirements of 
this policy. 
(e) Compliance with this policy requires 
compliance with pertinent federal laws or 
regulations that provide additional protections for 
human subjects. 
(f) This policy does not affect any state or local 
laws or regulations (including tribal law passed 
by the official governing body of an American 
Indian or Alaska Native tribe) that may 
otherwise be applicable and that provide 
additional protections for human subjects. 
(g) This policy does not affect any foreign laws or 
regulations that may otherwise be applicable and 
that provide additional protections to human 
subjects of research. 
(h) When research covered by this policy takes 
place in foreign countries, procedures normally 
followed in the foreign countries to protect human 
subjects may differ from those set forth in this 
policy. In these circumstances, if a department or 
agency head determines that the procedures 
prescribed by the institution afford protections 
that are at least equivalent to those provided in 
this policy, the department or agency head may 
approve the substitution of the foreign procedures 
in lieu of the procedural requirements provided in 
this policy. Except when otherwise required by 
statute, Executive Order, or the department or 
agency head, notices of these actions as they 
occur will be published in the Federal Register or 
will be otherwise published as provided in 
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department or agency procedures. 
(i) Unless otherwise required by law, department 
or agency heads may waive the applicability of 
some or all of the provisions of this policy to 
specific research activities or classes of research 
activities otherwise covered by this policy, 
provided the alternative procedures to be followed 
are consistent with the principles of the Belmont 
Report.63 Except when otherwise required by 
statute or Executive Order, the department or 
agency head shall forward advance notices of 
these actions to the Office for Human Research 
Protections, Department of Health and Human 
Services (HHS), or any successor office, or to the 
equivalent office within the appropriate Federal 
department or agency, and shall also publish 
them in the Federal Register or in such other 
manner as provided in department or agency 
procedures. The waiver notice must include a 
statement that identifies the conditions under 
which the waiver will be applied and a 
justification as to why the waiver is appropriate 
for the research, including how the decision is 
consistent with the principles of the Belmont 
Report. 
63Id. 
(j) Federal guidance on the requirements of this 
policy shall be issued only after consultation, for 
the purpose of harmonization (to the extent 
appropriate), with other Federal departments 
and agencies that have adopted this policy, unless 
such consultation is not feasible. 
(k) [Reserved] 
(l) Compliance dates and transition provisions: 
(1) For purposes of this section, the pre-2018 
Requirements means this subpart as published in 
the 2016 edition of the Code of Federal 
Regulations. 
(2) For purposes of this section, the 2018 
Requirements means the Federal Policy for the 
Protection of Human Subjects requirements 
contained in this subpart. The compliance date 
for §46.114(b) (cooperative research) of the 2018 
Requirements is January 20, 2020. 
(3) Research initially approved by an IRB, for 
which such review was waived pursuant to 
§46.101(i), or for which a determination was 
made that the research was exempt before 
January 19, 2018, shall comply with the pre-2018 
Requirements, except that an institution engaged 
in such research on or after January 19, 2018, 
may instead comply with the 2018 Requirements 
if the institution determines that such ongoing 
research will comply with the 2018 Requirements 
and an IRB documents such determination. 
(4) Research initially approved by an IRB, for 
which such review was waived pursuant to 
§46.101(i), or for which a determination was 
made that the research was exempt on or after 
January 19, 2018, shall comply with the 2018 

Requirements. 
(m) Severability: Any provision of this part held 
to be invalid or unenforceable by its terms, or as 
applied to any person or circumstance, shall be 
construed so as to continue to give maximum 
effect to the provision permitted by law, unless 
such holding shall be one of utter invalidity or 
unenforceability, in which event the provision 
shall be severable from this part and shall not 
affect the remainder thereof or the application of 
the provision to other persons not similarly 
situated or to other dissimilar circumstances. 
 
§§46.102   Definitions for purposes of this policy. 
(a) Certification means the official notification by 
the institution to the supporting Federal 
department or agency component, in accordance 
with the requirements of this policy, that a 
research project or activity involving human 
subjects has been reviewed and approved by an 
IRB in accordance with an approved assurance. 
(b) Clinical trial means a research study in which 
one or more human subjects are prospectively 
assigned to one or more interventions (which may 
include placebo or other control) to evaluate the 
effects of the interventions on biomedical or 
behavioral health-related outcomes. 
(c) Department or agency head means the head of 
any Federal department or agency, for example, 
the Secretary of HHS, and any other officer or 
employee of any Federal department or agency to 
whom the authority provided by these regulations 
to the department or agency head has been 
delegated. 
(d) Federal department or agency refers to a 
federal department or agency (the department or 
agency itself rather than its bureaus, offices or 
divisions) that takes appropriate administrative 
action to make this policy applicable to the 
research involving human subjects it conducts, 
supports, or otherwise regulates (e.g., the U.S. 
Department of Health and Human Services, the 
U.S. Department of Defense, or the Central 
Intelligence Agency). 
(e)(1) Human subject means a living individual 
about whom an investigator (whether 
professional or student) conducting research: 
(i) Obtains information or biospecimens through 
intervention or interaction with the individual, 
and uses, studies, or analyzes the information or 
biospecimens; or (ii) Obtains, uses, studies, 
analyzes, or generates identifiable private 
information or identifiable biospecimens. 
(2) Intervention includes both physical 
procedures by which information or biospecimens 
are gathered (e.g., venipuncture) and 
manipulations of the subject or the subject's 
environment that are performed for research 
purposes. 
(3) Interaction includes communication or 
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interpersonal contact between investigator and 
subject. 
(4) Private information includes information 
about behavior that occurs in a context in which 
an individual can reasonably expect that no 
observation or recording is taking place, and 
information that has been provided for specific 
purposes by an individual and that the individual 
can reasonably expect will not be made public 
(e.g., a medical record). 
(5) Identifiable private information is private 
information for which the identity of the subject 
is or may readily be ascertained by the 
investigator or associated with the information. 
(6) An identifiable biospecimen is a biospecimen 
for which the identity of the subject is or may 
readily be ascertained by the investigator or 
associated with the biospecimen. 
(7) Federal departments or agencies 
implementing this policy shall: 
(i) Upon consultation with appropriate experts 
(including experts in data matching and 
re-identification), reexamine the meaning of 
“identifiable private information,” as defined in 
paragraph (e)(5) of this section, and “identifiable 
biospecimen,” as defined in paragraph (e)(6) of 
this section. This reexamination shall take place 
within 1 year and regularly thereafter (at least 
every 4 years). This process will be conducted by 
collaboration among the Federal departments 
and agencies implementing this policy. If 
appropriate and permitted by law, such Federal 
departments and agencies may alter the 
interpretation of these terms, including through 
the use of guidance. 
(ii) Upon consultation with appropriate experts, 
assess whether there are analytic technologies or 
techniques that should be considered by 
investigators to generate “identifiable private 
information,” as defined in paragraph (e)(5) of 
this section, or an “identifiable biospecimen,” as 
defined in paragraph (e)(6) of this section. This 
assessment shall take place within 1 year and 
regularly thereafter (at least every 4 years). This 
process will be conducted by collaboration among 
the Federal departments and agencies 
implementing this policy. Any such technologies 
or techniques will be included on a list of 
technologies or techniques that produce 
identifiable private information or identifiable 
biospecimens. This list will be published in the 
Federal Register after notice and an opportunity 
for public comment. The Secretary, HHS, shall 
maintain the list on a publicly accessible Web 
site. 
(f) Institution means any public or private entity, 
or department or agency (including federal, state, 
and other agencies). 
(g) IRB means an institutional review board 
established in accord with and for the purposes 

expressed in this policy. 
(h) IRB approval means the determination of the 
IRB that the research has been reviewed and may 
be conducted at an institution within the 
constraints set forth by the IRB and by other 
institutional and federal requirements. 
(i) Legally authorized representative means an 
individual or judicial or other body authorized 
under applicable law to consent on behalf of a 
prospective subject to the subject's participation 
in the procedure(s) involved in the research. If 
there is no applicable law addressing this issue, 
legally authorized representative means an 
individual recognized by institutional policy as 
acceptable for providing consent in the 
nonresearch context on behalf of the prospective 
subject to the subject's participation in the 
procedure(s) involved in the research. 
(j) Minimal risk means that the probability and 
magnitude of harm or discomfort anticipated in 
the research are not greater in and of themselves 
than those ordinarily encountered in daily life or 
during the performance of routine physical or 
psychological examinations or tests. 
(k) Public health authority means an agency or 
authority of the United States, a state, a territory, 
a political subdivision of a state or territory, an 
Indian tribe, or a foreign government, or a person 
or entity acting under a grant of authority from or 
contract with such public agency, including the 
employees or agents of such public agency or its 
contractors or persons or entities to whom it has 
granted authority, that is responsible for public 
health matters as part of its official mandate. 
(l) Research means a systematic investigation, 
including research development, testing, and 
evaluation, designed to develop or contribute to 
generalizable knowledge. Activities that meet 
this definition constitute research for purposes of 
this policy, whether or not they are conducted or 
supported under a program that is considered 
research for other purposes. For example, some 
demonstration and service programs may include 
research activities. For purposes of this part, the 
following activities are deemed not to be research: 
(1) Scholarly and journalistic activities (e.g., oral 
history, journalism, biography, literary criticism, 
legal research, and historical scholarship), 
including the collection and use of information, 
that focus directly on the specific individuals 
about whom the information is collected. 
(2) Public health surveillance activities, including 
the collection and testing of information or 
biospecimens, conducted, supported, requested, 
ordered, required, or authorized by a public 
health authority. Such activities are limited to 
those necessary to allow a public health authority 
to identify, monitor, assess, or investigate 
potential public health signals, onsets of disease 
outbreaks, or conditions of public health 
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importance (including trends, signals, risk factors, 
patterns in diseases, or increases in injuries from 
using consumer products). Such activities include 
those associated with providing timely situational 
awareness and priority setting during the course 
of an event or crisis that threatens public health 
(including natural or man-made disasters). 
(3) Collection and analysis of information, 
biospecimens, or records by or for a criminal 
justice agency for activities authorized by law or 
court order solely for criminal justice or criminal 
investigative purposes. 
(4) Authorized operational activities (as 
determined by each agency) in support of 
intelligence, homeland security, defense, or other 
national security missions. 
(m) Written, or in writing, for purposes of this 
part, refers to writing on a tangible medium (e.g., 
paper) or in an electronic format. 
 
§§46.103   Assuring compliance with this 
policy—research conducted or supported by any 
Federal department or agency. 
(a) Each institution engaged in research that is 
covered by this policy, with the exception of 
research eligible for exemption under §46.104, 
and that is conducted or supported by a Federal 
department or agency, shall provide written 
assurance satisfactory to the department or 
agency head that it will comply with the 
requirements of this policy. In lieu of requiring 
submission of an assurance, individual 
department or agency heads shall accept the 
existence of a current assurance, appropriate for 
the research in question, on file with the Office 
for Human Research Protections, HHS, or any 
successor office, and approved for Federal-wide 
use by that office. When the existence of an 
HHS-approved assurance is accepted in lieu of 
requiring submission of an assurance, reports 
(except certification) required by this policy to be 
made to department and agency heads shall also 
be made to the Office for Human Research 
Protections, HHS, or any successor office. Federal 
departments and agencies will conduct or support 
research covered by this policy only if the 
institution has provided an assurance that it will 
comply with the requirements of this policy, as 
provided in this section, and only if the institution 
has certified to the department or agency head 
that the research has been reviewed and 
approved by an IRB (if such certification is 
required by §46.103(d)). 
(b) The assurance shall be executed by an 
individual authorized to act for the institution 
and to assume on behalf of the institution the 
obligations imposed by this policy and shall be 
filed in such form and manner as the department 
or agency head prescribes. 
(c) The department or agency head may limit the 

period during which any assurance shall remain 
effective or otherwise condition or restrict the 
assurance. 
(d) Certification is required when the research is 
supported by a Federal department or agency and 
not otherwise waived under §46.101(i) or 
exempted under §46.104. For such research, 
institutions shall certify that each proposed 
research study covered by the assurance and this 
section has been reviewed and approved by the 
IRB. Such certification must be submitted as 
prescribed by the Federal department or agency 
component supporting the research. Under no 
condition shall research covered by this section be 
initiated prior to receipt of the certification that 
the research has been reviewed and approved by 
the IRB. 
(e) For nonexempt research involving human 
subjects covered by this policy (or exempt 
research for which limited IRB review takes place 
pursuant to §46.104(d)(2)(iii), (d)(3)(i)(C), or (d)(7) 
or (8)) that takes place at an institution in which 
IRB oversight is conducted by an IRB that is not 
operated by the institution, the institution and 
the organization operating the IRB shall 
document the institution's reliance on the IRB for 
oversight of the research and the responsibilities 
that each entity will undertake to ensure 
compliance with the requirements of this policy 
(e.g., in a written agreement between the 
institution and the IRB, by implementation of an 
institution-wide policy directive providing the 
allocation of responsibilities between the 
institution and an IRB that is not affiliated with 
the institution, or as set forth in a research 
protocol). 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
 
§46.104   Exempt research. 
(a) Unless otherwise required by law or by 
department or agency heads, research activities 
in which the only involvement of human subjects 
will be in one or more of the categories in 
paragraph (d) of this section are exempt from the 
requirements of this policy, except that such 
activities must comply with the requirements of 
this section and as specified in each category. 
(b) Use of the exemption categories for research 
subject to the requirements of subparts B, C, and 
D: Application of the exemption categories to 
research subject to the requirements of 45 CFR 
part 46, subparts B, C, and D, is as follows: 
(1) Subpart B. Each of the exemptions at this 
section may be applied to research subject to 
subpart B if the conditions of the exemption are 
met. 
(2) Subpart C. The exemptions at this section do 
not apply to research subject to subpart C, except 
for research aimed at involving a broader subject 
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population that only incidentally includes 
prisoners. 
(3) Subpart D. The exemptions at paragraphs 
(d)(1), (4), (5), (6), (7), and (8) of this section may 
be applied to research subject to subpart D if the 
conditions of the exemption are met. Paragraphs 
(d)(2)(i) and (ii) of this section only may apply to 
research subject to subpart D involving 
educational tests or the observation of public 
behavior when the investigator(s) do not 
participate in the activities being observed. 
Paragraph (d)(2)(iii) of this section may not be 
applied to research subject to subpart D. 
(c) [Reserved] 
(d) Except as described in paragraph (a) of this 
section, the following categories of human 
subjects research are exempt from this policy: 
(1) Research, conducted in established or 
commonly accepted educational settings, that 
specifically involves normal educational practices 
that are not likely to adversely impact students' 
opportunity to learn required educational content 
or the assessment of educators who provide 
instruction. This includes most research on 
regular and special education instructional 
strategies, and research on the effectiveness of or 
the comparison among instructional techniques, 
curricula, or classroom management methods. 
(2) Research that only includes interactions 
involving educational tests (cognitive, diagnostic, 
aptitude, achievement), survey procedures, 
interview procedures, or observation of public 
behavior (including visual or auditory recording) 
if at least one of the following criteria is met: 
(i) The information obtained is recorded by the 
investigator in such a manner that the identity of 
the human subjects cannot readily be ascertained, 
directly or through identifiers linked to the 
subjects; 
(ii) Any disclosure of the human subjects' 
responses outside the research would not 
reasonably place the subjects at risk of criminal 
or civil liability or be damaging to the subjects' 
financial standing, employability, educational 
advancement, or reputation; or 
(iii) The information obtained is recorded by the 
investigator in such a manner that the identity of 
the human subjects can readily be ascertained, 
directly or through identifiers linked to the 
subjects, and an IRB conducts a limited IRB 
review to make the determination required by 
§46.111(a)(7). 
(3)(i) Research involving benign behavioral 
interventions in conjunction with the collection of 
information from an adult subject through verbal 
or written responses (including data entry) or 
audiovisual recording if the subject prospectively 
agrees to the intervention and information 
collection and at least one of the following criteria 
is met: 

(A) The information obtained is recorded by the 
investigator in such a manner that the identity of 
the human subjects cannot readily be ascertained, 
directly or through identifiers linked to the 
subjects; 
(B) Any disclosure of the human subjects' 
responses outside the research would not 
reasonably place the subjects at risk of criminal 
or civil liability or be damaging to the subjects' 
financial standing, employability, educational 
advancement, or reputation; or 
(C) The information obtained is recorded by the 
investigator in such a manner that the identity of 
the human subjects can readily be ascertained, 
directly or through identifiers linked to the 
subjects, and an IRB conducts a limited IRB 
review to make the determination required by 
§46.111(a)(7). 
(ii) For the purpose of this provision, benign 
behavioral interventions are brief in duration, 
harmless, painless, not physically invasive, not 
likely to have a significant adverse lasting impact 
on the subjects, and the investigator has no 
reason to think the subjects will find the 
interventions offensive or embarrassing. Provided 
all such criteria are met, examples of such benign 
behavioral interventions would include having 
the subjects play an online game, having them 
solve puzzles under various noise conditions, or 
having them decide how to allocate a nominal 
amount of received cash between themselves and 
someone else. 
(iii) If the research involves deceiving the subjects 
regarding the nature or purposes of the research, 
this exemption is not applicable unless the 
subject authorizes the deception through a 
prospective agreement to participate in research 
in circumstances in which the subject is informed 
that he or she will be unaware of or misled 
regarding the nature or purposes of the research. 
(4) Secondary research for which consent is not 
required: Secondary research uses of identifiable 
private information or identifiable biospecimens, 
if at least one of the following criteria is met: 
(i) The identifiable private information or 
identifiable biospecimens are publicly available; 
(ii) Information, which may include information 
about biospecimens, is recorded by the 
investigator in such a manner that the identity of 
the human subjects cannot readily be ascertained 
directly or through identifiers linked to the 
subjects, the investigator does not contact the 
subjects, and the investigator will not re-identify 
subjects; 
(iii) The research involves only information 
collection and analysis involving the 
investigator's use of identifiable health 
information when that use is regulated under 45 
CFR parts 160 and 164, subparts A and E, for the 
purposes of “health care operations” or “research” 
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as those terms are defined at 45 CFR 164.501 or 
for “public health activities and purposes” as 
described under 45 CFR 164.512(b); or 
(iv) The research is conducted by, or on behalf of, 
a Federal department or agency using 
government-generated or government-collected 
information obtained for nonresearch activities, if 
the research generates identifiable private 
information that is or will be maintained on 
information technology that is subject to and in 
compliance with section 208(b) of the 
E-Government Act of 2002, 44 U.S.C. 3501 note, if 
all of the identifiable private information 
collected, used, or generated as part of the 
activity will be maintained in systems of records 
subject to the Privacy Act of 1974, 5 U.S.C. 552a, 
and, if applicable, the information used in the 
research was collected subject to the Paperwork 
Reduction Act of 1995, 44 U.S.C. 3501 et seq. 
(5) Research and demonstration projects that are 
conducted or supported by a Federal department 
or agency, or otherwise subject to the approval of 
department or agency heads (or the approval of 
the heads of bureaus or other subordinate 
agencies that have been delegated authority to 
conduct the research and demonstration projects), 
and that are designed to study, evaluate, improve, 
or otherwise examine public benefit or service 
programs, including procedures for obtaining 
benefits or services under those programs, 
possible changes in or alternatives to those 
programs or procedures, or possible changes in 
methods or levels of payment for benefits or 
services under those programs. Such projects 
include, but are not limited to, internal studies by 
Federal employees, and studies under contracts 
or consulting arrangements, cooperative 
agreements, or grants. Exempt projects also 
include waivers of otherwise mandatory 
requirements using authorities such as sections 
1115 and 1115A of the Social Security Act, as 
amended. 
(i) Each Federal department or agency conducting 
or supporting the research and demonstration 
projects must establish, on a publicly accessible 
Federal Web site or in such other manner as the 
department or agency head may determine, a list 
of the research and demonstration projects that 
the Federal department or agency conducts or 
supports under this provision. The research or 
demonstration project must be published on this 
list prior to commencing the research involving 
human subjects. 
(ii) [Reserved] 
(6) Taste and food quality evaluation and 
consumer acceptance studies: 
(i) If wholesome foods without additives are 
consumed, or 
(ii) If a food is consumed that contains a food 
ingredient at or below the level and for a use 

found to be safe, or agricultural chemical or 
environmental contaminant at or below the level 
found to be safe, by the Food and Drug 
Administration or approved by the 
Environmental Protection Agency or the Food 
Safety and Inspection Service of the U.S. 
Department of Agriculture. 
(7) Storage or maintenance for secondary 
research for which broad consent is required: 
Storage or maintenance of identifiable private 
information or identifiable biospecimens for 
potential secondary research use if an IRB 
conducts a limited IRB review and makes the 
determinations required by §46.111(a)(8). 
(8) Secondary research for which broad consent is 
required: Research involving the use of 
identifiable private information or identifiable 
biospecimens for secondary research use, if the 
following criteria are met: 
(i) Broad consent for the storage, maintenance, 
and secondary research use of the identifiable 
private information or identifiable biospecimens 
was obtained in accordance with §46.116(a)(1) 
through (4), (a)(6), and (d); 
(ii) Documentation of informed consent or waiver 
of documentation of consent was obtained in 
accordance with §46.117; 
(iii) An IRB conducts a limited IRB review and 
makes the determination required by 
§46.111(a)(7) and makes the determination that 
the research to be conducted is within the scope of 
the broad consent referenced in paragraph 
(d)(8)(i) of this section; and (iv) The investigator 
does not include returning individual research 
results to subjects as part of the study plan. This 
provision does not prevent an investigator from 
abiding by any legal requirements to return 
individual research results. 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
  
§46.105   [Reserved] 
 
§46.106   [Reserved] 
 
§46.107   IRB membership. 
(a) Each IRB shall have at least five members, 
with varying backgrounds to promote complete 
and adequate review of research activities 
commonly conducted by the institution. The IRB 
shall be sufficiently qualified through the 
experience and expertise of its members 
(professional competence), and the diversity of its 
members, including race, gender, and cultural 
backgrounds and sensitivity to such issues as 
community attitudes, to promote respect for its 
advice and counsel in safeguarding the rights and 
welfare of human subjects. The IRB shall be able 
to ascertain the acceptability of proposed research 
in terms of institutional commitments (including 
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policies and resources) and regulations, 
applicable law, and standards of professional 
conduct and practice. The IRB shall therefore 
include persons knowledgeable in these areas. If 
an IRB regularly reviews research that involves a 
category of subjects that is vulnerable to coercion 
or undue influence, such as children, prisoners, 
individuals with impaired decision-making 
capacity, or economically or educationally 
disadvantaged persons, consideration shall be 
given to the inclusion of one or more individuals 
who are knowledgeable about and experienced in 
working with these categories of subjects. 
(b) Each IRB shall include at least one member 
whose primary concerns are in scientific areas 
and at least one member whose primary concerns 
are in nonscientific areas. 
(c) Each IRB shall include at least one member 
who is not otherwise affiliated with the 
institution and who is not part of the immediate 
family of a person who is affiliated with the 
institution. 
(d) No IRB may have a member participate in the 
IRB's initial or continuing review of any project in 
which the member has a conflicting interest, 
except to provide information requested by the 
IRB. 
(e) An IRB may, in its discretion, invite 
individuals with competence in special areas to 
assist in the review of issues that require 
expertise beyond or in addition to that available 
on the IRB. These individuals may not vote with 
the IRB. 
  
§46.108   IRB functions and operations. 
(a) In order to fulfill the requirements of this 
policy each IRB shall: 
(1) Have access to meeting space and sufficient 
staff to support the IRB's review and 
recordkeeping duties; 
(2) Prepare and maintain a current list of the IRB 
members identified by name; earned degrees; 
representative capacity; indications of experience 
such as board certifications or licenses sufficient 
to describe each member's chief anticipated 
contributions to IRB deliberations; and any 
employment or other relationship between each 
member and the institution, for example, 
full-time employee, part-time employee, member 
of governing panel or board, stockholder, paid or 
unpaid consultant; 
(3) Establish and follow written procedures for: 
(i) Conducting its initial and continuing review of 
research and for reporting its findings and actions 
to the investigator and the institution; 
(ii) Determining which projects require review 
more often than annually and which projects need 
verification from sources other than the 
investigators that no material changes have 
occurred since previous IRB review; and 

(iii) Ensuring prompt reporting to the IRB of 
proposed changes in a research activity, and for 
ensuring that investigators will conduct the 
research activity in accordance with the terms of 
the IRB approval until any proposed changes 
have been reviewed and approved by the IRB, 
except when necessary to eliminate apparent 
immediate hazards to the subject. 
(4) Establish and follow written procedures for 
ensuring prompt reporting to the IRB; 
appropriate institutional officials; the department 
or agency head; and the Office for Human 
Research Protections, HHS, or any successor 
office, or the equivalent office within the 
appropriate Federal department or agency of 
(i) Any unanticipated problems involving risks to 
subjects or others or any serious or continuing 
noncompliance with this policy or the 
requirements or determinations of the IRB; and 
(ii) Any suspension or termination of IRB 
approval. 
(b) Except when an expedited review procedure is 
used (as described in §46.110), an IRB must 
review proposed research at convened meetings 
at which a majority of the members of the IRB are 
present, including at least one member whose 
primary concerns are in nonscientific areas. In 
order for the research to be approved, it shall 
receive the approval of a majority of those 
members present at the meeting. 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
 
§46.109   IRB review of research. 
(a) An IRB shall review and have authority to 
approve, require modifications in (to secure 
approval), or disapprove all research activities 
covered by this policy, including exempt research 
activities under §46.104 for which limited IRB 
review is a condition of exemption (under 
§46.104(d)(2)(iii), (d)(3)(i)(C), and (d)(7), and (8)). 
(b) An IRB shall require that information given to 
subjects (or legally authorized representatives, 
when appropriate) as part of informed consent is 
in accordance with §46.116. The IRB may require 
that information, in addition to that specifically 
mentioned in §46.116, be given to the subjects 
when in the IRB's judgment the information 
would meaningfully add to the protection of the 
rights and welfare of subjects. 
(c) An IRB shall require documentation of 
informed consent or may waive documentation in 
accordance with §46.117. 
(d) An IRB shall notify investigators and the 
institution in writing of its decision to approve or 
disapprove the proposed research activity, or of 
modifications required to secure IRB approval of 
the research activity. If the IRB decides to 
disapprove a research activity, it shall include in 
its written notification a statement of the reasons 
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for its decision and give the investigator an 
opportunity to respond in person or in writing. 
(e) An IRB shall conduct continuing review of 
research requiring review by the convened IRB at 
intervals appropriate to the degree of risk, not 
less than once per year, except as described in 
§46.109(f). 
(f)(1) Unless an IRB determines otherwise, 
continuing review of research is not required in 
the following circumstances: 
(i) Research eligible for expedited review in 
accordance with §46.110; 
(ii) Research reviewed by the IRB in accordance 
with the limited IRB review described in 
§46.104(d)(2)(iii), (d)(3)(i)(C), or (d)(7) or (8); 
(iii) Research that has progressed to the point 
that it involves only one or both of the following, 
which are part of the IRB-approved study: 
(A) Data analysis, including analysis of 
identifiable private information or identifiable 
biospecimens, or 
(B) Accessing follow-up clinical data from 
procedures that subjects would undergo as part of 
clinical care. 
(2) [Reserved.] 
(g) An IRB shall have authority to observe or have 
a third party observe the consent process and the 
research. 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
  
§46.110   Expedited review procedures for certain 
kinds of research involving no more than minimal 
risk, and for minor changes in approved research. 
(a) The Secretary of HHS has established, and 
published as a Notice in the Federal Register, a 
list of categories of research that may be reviewed 
by the IRB through an expedited review 
procedure. The Secretary will evaluate the list at 
least every 8 years and amend it, as appropriate, 
after consultation with other federal departments 
and agencies and after publication in the Federal 
Register for public comment. A copy of the list is 
available from the Office for Human Research 
Protections, HHS, or any successor office. 
(b)(1) An IRB may use the expedited review 
procedure to review the following: 
(i) Some or all of the research appearing on the 
list described in paragraph (a) of this section, 
unless the reviewer determines that the study 
involves more than minimal risk; 
(ii) Minor changes in previously approved 
research during the period for which approval is 
authorized; or 
(iii) Research for which limited IRB review is a 
condition of exemption under §46.104(d)(2)(iii), 
(d)(3)(i)(C), and (d)(7) and (8). 
(2) Under an expedited review procedure, the 
review may be carried out by the IRB chairperson 
or by one or more experienced reviewers 

designated by the chairperson from among 
members of the IRB. In reviewing the research, 
the reviewers may exercise all of the authorities 
of the IRB except that the reviewers may not 
disapprove the research. A research activity may 
be disapproved only after review in accordance 
with the nonexpedited procedure set forth in 
§46.108(b). 
(c) Each IRB that uses an expedited review 
procedure shall adopt a method for keeping all 
members advised of research proposals that have 
been approved under the procedure. 
(d) The department or agency head may restrict, 
suspend, terminate, or choose not to authorize an 
institution's or IRB's use of the expedited review 
procedure. 
 
§46.111   Criteria for IRB approval of research. 
(a) In order to approve research covered by this 
policy the IRB shall determine that all of the 
following requirements are satisfied: 
(1) Risks to subjects are minimized: 
(i) By using procedures that are consistent with 
sound research design and that do not 
unnecessarily expose subjects to risk, and 
(ii) Whenever appropriate, by using procedures 
already being performed on the subjects for 
diagnostic or treatment purposes. 
(2) Risks to subjects are reasonable in relation to 
anticipated benefits, if any, to subjects, and the 
importance of the knowledge that may reasonably 
be expected to result. In evaluating risks and 
benefits, the IRB should consider only those risks 
and benefits that may result from the research 
(as distinguished from risks and benefits of 
therapies subjects would receive even if not 
participating in the research). The IRB should not 
consider possible long-range effects of applying 
knowledge gained in the research (e.g., the 
possible effects of the research on public policy) as 
among those research risks that fall within the 
purview of its responsibility. 
(3) Selection of subjects is equitable. In making 
this assessment the IRB should take into account 
the purposes of the research and the setting in 
which the research will be conducted. The IRB 
should be particularly cognizant of the special 
problems of research that involves a category of 
subjects who are vulnerable to coercion or undue 
influence, such as children, prisoners, individuals 
with impaired decision-making capacity, or 
economically or educationally disadvantaged 
persons. 
(4) Informed consent will be sought from each 
prospective subject or the subject's legally 
authorized representative, in accordance with, 
and to the extent required by, §46.116. 
(5) Informed consent will be appropriately 
documented or appropriately waived in 
accordance with §46.117. 
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(6) When appropriate, the research plan makes 
adequate provision for monitoring the data 
collected to ensure the safety of subjects. 
(7) When appropriate, there are adequate 
provisions to protect the privacy of subjects and to 
maintain the confidentiality of data. 
(i) The Secretary of HHS will, after consultation 
with the Office of Management and Budget's 
privacy office and other Federal departments and 
agencies that have adopted this policy, issue 
guidance to assist IRBs in assessing what 
provisions are adequate to protect the privacy of 
subjects and to maintain the confidentiality of 
data. 
(ii) [Reserved] 
(8) For purposes of conducting the limited IRB 
review required by §46.104(d)(7)), the IRB need 
not make the determinations at paragraphs (a)(1) 
through (7) of this section, and shall make the 
following determinations: 
(i) Broad consent for storage, maintenance, and 
secondary research use of identifiable private 
information or identifiable biospecimens is 
obtained in accordance with the requirements of 
§46.116(a)(1)-(4), (a)(6), and (d); 
(ii) Broad consent is appropriately documented or 
waiver of documentation is appropriate, in 
accordance with §46.117; and 
(iii) If there is a change made for research 
purposes in the way the identifiable private 
information or identifiable biospecimens are 
stored or maintained, there are adequate 
provisions to protect the privacy of subjects and to 
maintain the confidentiality of data. 
(b) When some or all of the subjects are likely to 
be vulnerable to coercion or undue influence, such 
as children, prisoners, individuals with impaired 
decision-making capacity, or economically or 
educationally disadvantaged persons, additional 
safeguards have been included in the study to 
protect the rights and welfare of these subjects. 
  
§46.112   Review by Institution 
Research covered by this policy that has been 
approved by an IRB may be subject to further 
appropriate review and approval or disapproval 
by officials of the institution. However, those 
officials may not approve the research if it has not 
been approved by an IRB. 
 
§46.113   Suspension or Termination of IRB 
Approval of Research. 
An IRB shall have authority to suspend or 
terminate approval of research that is not being 
conducted in accordance with the IRB's 
requirements or that has been associated with 
unexpected serious harm to subjects. Any 
suspension or termination of approval shall 
include a statement of the reasons for the IRB's 
action and shall be reported promptly to the 

investigator, appropriate institutional officials, 
and the department or agency head. 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
 
§46.114   Cooperative Research. 
(a) Cooperative research projects are those 
projects covered by this policy that involve more 
than one institution. In the conduct of cooperative 
research projects, each institution is responsible 
for safeguarding the rights and welfare of human 
subjects and for complying with this policy. 
(b)(1) Any institution located in the United States 
that is engaged in cooperative research must rely 
upon approval by a single IRB for that portion of 
the research that is conducted in the United 
States. The reviewing IRB will be identified by 
the Federal department or agency supporting or 
conducting the research or proposed by the lead 
institution subject to the acceptance of the 
Federal department or agency supporting the 
research. 
(2) The following research is not subject to this 
provision: 
(i) Cooperative research for which more than 
single IRB review is required by law (including 
tribal law passed by the official governing body of 
an American Indian or Alaska Native tribe); or 
(ii) Research for which any Federal department or 
agency supporting or conducting the research 
determines and documents that the use of a 
single IRB is not appropriate for the particular 
context. 
(c) For research not subject to paragraph (b) of 
this section, an institution participating in a 
cooperative project may enter into a joint review 
arrangement, rely on the review of another IRB, 
or make similar arrangements for avoiding 
duplication of effort. 
 
§46.115   IRB Records. 
(a) An institution, or when appropriate an IRB, 
shall prepare and maintain adequate 
documentation of IRB activities, including the 
following: 
(1) Copies of all research proposals reviewed, 
scientific evaluations, if any, that accompany the 
proposals, approved sample consent forms, 
progress reports submitted by investigators, and 
reports of injuries to subjects. 
(2) Minutes of IRB meetings, which shall be in 
sufficient detail to show attendance at the 
meetings; actions taken by the IRB; the vote on 
these actions including the number of members 
voting for, against, and abstaining; the basis for 
requiring changes in or disapproving research; 
and a written summary of the discussion of 
controverted issues and their resolution. 
(3) Records of continuing review activities, 
including the rationale for conducting continuing 
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review of research that otherwise would not 
require continuing review as described in 
§46.109(f)(1). 
(4) Copies of all correspondence between the IRB 
and the investigators. 
(5) A list of IRB members in the same detail as 
described in §46.108(a)(2). 
(6) Written procedures for the IRB in the same 
detail as described in §46.108(a)(3) and (4). 
(7) Statements of significant new findings 
provided to subjects, as required by §46.116(c)(5). 
(8) The rationale for an expedited reviewer's 
determination under §46.110(b)(1)(i) that 
research appearing on the expedited review list 
described in §46.110(a) is more than minimal 
risk. 
(9) Documentation specifying the responsibilities 
that an institution and an organization operating 
an IRB each will undertake to ensure compliance 
with the requirements of this policy, as described 
in §46.103(e). 
(b) The records required by this policy shall be 
retained for at least 3 years, and records relating 
to research that is conducted shall be retained for 
at least 3 years after completion of the research. 
The institution or IRB may maintain the records 
in printed form, or electronically. All records shall 
be accessible for inspection and copying by 
authorized representatives of the Federal 
department or agency at reasonable times and in 
a reasonable manner. 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
  
§46.116   General Requirements for Informed 
Consent. 
(a) General. General requirements for informed 
consent, whether written or oral, are set forth in 
this paragraph and apply to consent obtained in 
accordance with the requirements set forth in 
paragraphs (b) through (d) of this section. Broad 
consent may be obtained in lieu of informed 
consent obtained in accordance with paragraphs 
(b) and (c) of this section only with respect to the 
storage, maintenance, and secondary research 
uses of identifiable private information and 
identifiable biospecimens. Waiver or alteration of 
consent in research involving public benefit and 
service programs conducted by or subject to the 
approval of state or local officials is described in 
paragraph (e) of this section. General waiver or 
alteration of informed consent is described in 
paragraph (f) of this section. Except as provided 
elsewhere in this policy: 
(1) Before involving a human subject in research 
covered by this policy, an investigator shall obtain 
the legally effective informed consent of the 
subject or the subject's legally authorized 
representative. 
(2) An investigator shall seek informed consent 

only under circumstances that provide the 
prospective subject or the legally authorized 
representative sufficient opportunity to discuss 
and consider whether or not to participate and 
that minimize the possibility of coercion or undue 
influence. 
(3) The information that is given to the subject or 
the legally authorized representative shall be in 
language understandable to the subject or the 
legally authorized representative. 
(4) The prospective subject or the legally 
authorized representative must be provided with 
the information that a reasonable person would 
want to have in order to make an informed 
decision about whether to participate, and an 
opportunity to discuss that information. 
(5) Except for broad consent obtained in 
accordance with paragraph (d) of this section: 
(i) Informed consent must begin with a concise 
and focused presentation of the key information 
that is most likely to assist a prospective subject 
or legally authorized representative in 
understanding the reasons why one might or 
might not want to participate in the research. 
This part of the informed consent must be 
organized and presented in a way that facilitates 
comprehension. 
(ii) Informed consent as a whole must present 
information in sufficient detail relating to the 
research, and must be organized and presented in 
a way that does not merely provide lists of 
isolated facts, but rather facilitates the 
prospective subject's or legally authorized 
representative's understanding of the reasons 
why one might or might not want to participate. 
(6) No informed consent may include any 
exculpatory language through which the subject 
or the legally authorized representative is made 
to waive or appear to waive any of the subject's 
legal rights, or releases or appears to release the 
investigator, the sponsor, the institution, or its 
agents from liability for negligence. 
(b) Basic elements of informed consent. Except as 
provided in paragraph (d), (e), or (f) of this section, 
in seeking informed consent the following 
information shall be provided to each subject or 
the legally authorized representative: 
(1) A statement that the study involves research, 
an explanation of the purposes of the research 
and the expected duration of the subject's 
participation, a description of the procedures to 
be followed, and identification of any procedures 
that are experimental; 
(2) A description of any reasonably foreseeable 
risks or discomforts to the subject; 
(3) A description of any benefits to the subject or 
to others that may reasonably be expected from 
the research; 
(4) A disclosure of appropriate alternative 
procedures or courses of treatment, if any, that 
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might be advantageous to the subject; 
(5) A statement describing the extent, if any, to 
which confidentiality of records identifying the 
subject will be maintained; 
(6) For research involving more than minimal 
risk, an explanation as to whether any 
compensation and an explanation as to whether 
any medical treatments are available if injury 
occurs and, if so, what they consist of, or where 
further information may be obtained; 
(7) An explanation of whom to contact for answers 
to pertinent questions about the research and 
research subjects' rights, and whom to contact in 
the event of a research-related injury to the 
subject; 
(8) A statement that participation is voluntary, 
refusal to participate will involve no penalty or 
loss of benefits to which the subject is otherwise 
entitled, and the subject may discontinue 
participation at any time without penalty or loss 
of benefits to which the subject is otherwise 
entitled; and 
(9) One of the following statements about any 
research that involves the collection of 
identifiable private information or identifiable 
biospecimens: 
(i) A statement that identifiers might be removed 
from the identifiable private information or 
identifiable biospecimens and that, after such 
removal, the information or biospecimens could 
be used for future research studies or distributed 
to another investigator for future research 
studies without additional informed consent from 
the subject or the legally authorized 
representative, if this might be a possibility; or 
(ii) A statement that the subject's information or 
biospecimens collected as part of the research, 
even if identifiers are removed, will not be used or 
distributed for future research studies. 
(c) Additional elements of informed consent. 
Except as provided in paragraph (d), (e), or (f) of 
this section, one or more of the following elements 
of information, when appropriate, shall also be 
provided to each subject or the legally authorized 
representative: 
(1) A statement that the particular treatment or 
procedure may involve risks to the subject (or to 
the embryo or fetus, if the subject is or may 
become pregnant) that are currently 
unforeseeable; 
(2) Anticipated circumstances under which the 
subject's participation may be terminated by the 
investigator without regard to the subject's or the 
legally authorized representative's consent; 
(3) Any additional costs to the subject that may 
result from participation in the research; 
(4) The consequences of a subject's decision to 
withdraw from the research and procedures for 
orderly termination of participation by the 
subject; 

(5) A statement that significant new findings 
developed during the course of the research that 
may relate to the subject's willingness to continue 
participation will be provided to the subject; 
(6) The approximate number of subjects involved 
in the study; 
(7) A statement that the subject's biospecimens 
(even if identifiers are removed) may be used for 
commercial profit and whether the subject will or 
will not share in this commercial profit; 
(8) A statement regarding whether clinically 
relevant research results, including individual 
research results, will be disclosed to subjects, and 
if so, under what conditions; and 
(9) For research involving biospecimens, whether 
the research will (if known) or might include 
whole genome sequencing (i.e., sequencing of a 
human germline or somatic specimen with the 
intent to generate the genome or exome sequence 
of that specimen). 
(d) Elements of broad consent for the storage, 
maintenance, and secondary research use of 
identifiable private information or identifiable 
biospecimens. Broad consent for the storage, 
maintenance, and secondary research use of 
identifiable private information or identifiable 
biospecimens (collected for either research 
studies other than the proposed research or 
nonresearch purposes) is permitted as an 
alternative to the informed consent requirements 
in paragraphs (b) and (c) of this section. If the 
subject or the legally authorized representative is 
asked to provide broad consent, the following 
shall be provided to each subject or the subject's 
legally authorized representative: 
(1) The information required in paragraphs (b)(2), 
(b)(3), (b)(5), and (b)(8) and, when appropriate, 
(c)(7) and (9) of this section; 
(2) A general description of the types of research 
that may be conducted with the identifiable 
private information or identifiable biospecimens. 
This description must include sufficient 
information such that a reasonable person would 
expect that the broad consent would permit the 
types of research conducted; 
(3) A description of the identifiable private 
information or identifiable biospecimens that 
might be used in research, whether sharing of 
identifiable private information or identifiable 
biospecimens might occur, and the types of 
institutions or researchers that might conduct 
research with the identifiable private information 
or identifiable biospecimens; 
(4) A description of the period of time that the 
identifiable private information or identifiable 
biospecimens may be stored and maintained 
(which period of time could be indefinite), and a 
description of the period of time that the 
identifiable private information or identifiable 
biospecimens may be used for research purposes 
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(which period of time could be indefinite); 
(5) Unless the subject or legally authorized 
representative will be provided details about 
specific research studies, a statement that they 
will not be informed of the details of any specific 
research studies that might be conducted using 
the subject's identifiable private information or 
identifiable biospecimens, including the purposes 
of the research, and that they might have chosen 
not to consent to some of those specific research 
studies; 
(6) Unless it is known that clinically relevant 
research results, including individual research 
results, will be disclosed to the subject in all 
circumstances, a statement that such results may 
not be disclosed to the subject; and 
(7) An explanation of whom to contact for answers 
to questions about the subject's rights and about 
storage and use of the subject's identifiable 
private information or identifiable biospecimens, 
and whom to contact in the event of a 
research-related harm. 
(e) Waiver or alteration of consent in research 
involving public benefit and service programs 
conducted by or subject to the approval of state or 
local officials—(1) Waiver. An IRB may waive the 
requirement to obtain informed consent for 
research under paragraphs (a) through (c) of this 
section, provided the IRB satisfies the 
requirements of paragraph (e)(3) of this section. If 
an individual was asked to provide broad consent 
for the storage, maintenance, and secondary 
research use of identifiable private information or 
identifiable biospecimens in accordance with the 
requirements at paragraph (d) of this section, and 
refused to consent, an IRB cannot waive consent 
for the storage, maintenance, or secondary 
research use of the identifiable private 
information or identifiable biospecimens. 
(2) Alteration. An IRB may approve a consent 
procedure that omits some, or alters some or all, 
of the elements of informed consent set forth in 
paragraphs (b) and (c) of this section provided the 
IRB satisfies the requirements of paragraph (e)(3) 
of this section. An IRB may not omit or alter any 
of the requirements described in paragraph (a) of 
this section. If a broad consent procedure is used, 
an IRB may not omit or alter any of the elements 
required under paragraph (d) of this section. 
(3) Requirements for waiver and alteration. In 
order for an IRB to waive or alter consent as 
described in this subsection, the IRB must find 
and document that: 
(i) The research or demonstration project is to be 
conducted by or subject to the approval of state or 
local government officials and is designed to 
study, evaluate, or otherwise examine: 
(A) Public benefit or service programs; 
(B) Procedures for obtaining benefits or services 
under those programs; 

(C) Possible changes in or alternatives to those 
programs or procedures; or 
(D) Possible changes in methods or levels of 
payment for benefits or services under those 
programs; and 
(ii) The research could not practicably be carried 
out without the waiver or alteration. 
(f) General waiver or alteration of consent—(1) 
Waiver. An IRB may waive the requirement to 
obtain informed consent for research under 
paragraphs (a) through (c) of this section, 
provided the IRB satisfies the requirements of 
paragraph (f)(3) of this section. If an individual 
was asked to provide broad consent for the 
storage, maintenance, and secondary research 
use of identifiable private information or 
identifiable biospecimens in accordance with the 
requirements at paragraph (d) of this section, and 
refused to consent, an IRB cannot waive consent 
for the storage, maintenance, or secondary 
research use of the identifiable private 
information or identifiable biospecimens. 
(2) Alteration. An IRB may approve a consent 
procedure that omits some, or alters some or all, 
of the elements of informed consent set forth in 
paragraphs (b) and (c) of this section provided the 
IRB satisfies the requirements of paragraph (f)(3) 
of this section. An IRB may not omit or alter any 
of the requirements described in paragraph (a) of 
this section. If a broad consent procedure is used, 
an IRB may not omit or alter any of the elements 
required under paragraph (d) of this section. 
(3) Requirements for waiver and alteration. In 
order for an IRB to waive or alter consent as 
described in this subsection, the IRB must find 
and document that: 
(i) The research involves no more than minimal 
risk to the subjects; 
(ii) The research could not practicably be carried 
out without the requested waiver or alteration; 
(iii) If the research involves using identifiable 
private information or identifiable biospecimens, 
the research could not practicably be carried out 
without using such information or biospecimens 
in an identifiable format; 
(iv) The waiver or alteration will not adversely 
affect the rights and welfare of the subjects; and 
(v) Whenever appropriate, the subjects or legally 
authorized representatives will be provided with 
additional pertinent information after 
participation. 
(g) Screening, recruiting, or determining 
eligibility. An IRB may approve a research 
proposal in which an investigator will obtain 
information or biospecimens for the purpose of 
screening, recruiting, or determining the 
eligibility of prospective subjects without the 
informed consent of the prospective subject or the 
subject's legally authorized representative, if 
either of the following conditions are met: 
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(1) The investigator will obtain information 
through oral or written communication with the 
prospective subject or legally authorized 
representative, or 
(2) The investigator will obtain identifiable 
private information or identifiable biospecimens 
by accessing records or stored identifiable 
biospecimens. 
(h) Posting of clinical trial consent form. (1) For 
each clinical trial conducted or supported by a 
Federal department or agency, one IRB-approved 
informed consent form used to enroll subjects 
must be posted by the awardee or the Federal 
department or agency component conducting the 
trial on a publicly available Federal Web site that 
will be established as a repository for such 
informed consent forms. 
(2) If the Federal department or agency 
supporting or conducting the clinical trial 
determines that certain information should not be 
made publicly available on a Federal Web site (e.g. 
confidential commercial information), such 
Federal department or agency may permit or 
require redactions to the information posted. 
(3) The informed consent form must be posted on 
the Federal Web site after the clinical trial is 
closed to recruitment, and no later than 60 days 
after the last study visit by any subject, as 
required by the protocol. 
(i) Preemption. The informed consent 
requirements in this policy are not intended to 
preempt any applicable Federal, state, or local 
laws (including tribal laws passed by the official 
governing body of an American Indian or Alaska 
Native tribe) that require additional information 
to be disclosed in order for informed consent to be 
legally effective. 
(j) Emergency medical care. Nothing in this policy 
is intended to limit the authority of a physician to 
provide emergency medical care, to the extent the 
physician is permitted to do so under applicable 
Federal, state, or local law (including tribal law 
passed by the official governing body of an 
American Indian or Alaska Native tribe). 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
  
§46.117   Documentation of informed consent. 
(a) Except as provided in paragraph (c) of this 
section, informed consent shall be documented by 
the use of a written informed consent form 
approved by the IRB and signed (including in an 
electronic format) by the subject or the subject's 
legally authorized representative. A written copy 
shall be given to the person signing the informed 
consent form. 
(b) Except as provided in paragraph (c) of this 
section, the informed consent form may be either 
of the following: 
(1) A written informed consent form that meets 

the requirements of §46.116. The investigator 
shall give either the subject or the subject's 
legally authorized representative adequate 
opportunity to read the informed consent form 
before it is signed; alternatively, this form may be 
read to the subject or the subject's legally 
authorized representative. 
(2) A short form written informed consent form 
stating that the elements of informed consent 
required by §46.116 have been presented orally to 
the subject or the subject's legally authorized 
representative, and that the key information 
required by §46.116(a)(5)(i) was presented first to 
the subject, before other information, if any, was 
provided. The IRB shall approve a written 
summary of what is to be said to the subject or 
the legally authorized representative. When this 
method is used, there shall be a witness to the 
oral presentation. Only the short form itself is to 
be signed by the subject or the subject's legally 
authorized representative. However, the witness 
shall sign both the short form and a copy of the 
summary, and the person actually obtaining 
consent shall sign a copy of the summary. A copy 
of the summary shall be given to the subject or 
the subject's legally authorized representative, in 
addition to a copy of the short form. 
(c)(1) An IRB may waive the requirement for the 
investigator to obtain a signed informed consent 
form for some or all subjects if it finds any of the 
following: 
(i) That the only record linking the subject and 
the research would be the informed consent form 
and the principal risk would be potential harm 
resulting from a breach of confidentiality. Each 
subject (or legally authorized representative) will 
be asked whether the subject wants 
documentation linking the subject with the 
research, and the subject's wishes will govern; 
(ii) That the research presents no more than 
minimal risk of harm to subjects and involves no 
procedures for which written consent is normally 
required outside of the research context; or 
(iii) If the subjects or legally authorized 
representatives are members of a distinct 
cultural group or community in which signing 
forms is not the norm, that the research presents 
no more than minimal risk of harm to subjects 
and provided there is an appropriate alternative 
mechanism for documenting that informed 
consent was obtained. 
(2) In cases in which the documentation 
requirement is waived, the IRB may require the 
investigator to provide subjects or legally 
authorized representatives with a written 
statement regarding the research. 
(Approved by the Office of Management and 
Budget under Control Number 0990-0260) 
 
§46.118   Applications and proposals lacking 
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ddefinite plans for involvement of human subjects. 
Certain types of applications for grants, 
cooperative agreements, or contracts are 
submitted to Federal departments or agencies 
with the knowledge that subjects may be involved 
within the period of support, but definite plans 
would not normally be set forth in the application 
or proposal. These include activities such as 
institutional type grants when selection of 
specific projects is the institution's responsibility; 
research training grants in which the activities 
involving subjects remain to be selected; and 
projects in which human subjects' involvement 
will depend upon completion of instruments, prior 
animal studies, or purification of compounds. 
Except for research waived under §46.101(i) or 
exempted under §46.104, no human subjects may 
be involved in any project supported by these 
awards until the project has been reviewed and 
approved by the IRB, as provided in this policy, 
and certification submitted, by the institution, to 
the Federal department or agency component 
supporting the research. 
 
§46.119   Research undertaken without the 
intention of involving human subjects. 
Except for research waived under §46.101(i) or 
exempted under §46.104, in the event research is 
undertaken without the intention of involving 
human subjects, but it is later proposed to involve 
human subjects in the research, the research 
shall first be reviewed and approved by an IRB, 
as provided in this policy, a certification 
submitted by the institution to the Federal 
department or agency component supporting the 
research, and final approval given to the proposed 
change by the Federal department or agency 
component. 
 
§46.120   Evaluation and disposition of 
applications and proposals for research to be 
conducted or supported by a Federal department 
or agency. 
(a) The department or agency head will evaluate 
all applications and proposals involving human 
subjects submitted to the Federal department or 
agency through such officers and employees of the 
Federal department or agency and such experts 
and consultants as the department or agency 
head determines to be appropriate. This 
evaluation will take into consideration the risks 
to the subjects, the adequacy of protection against 
these risks, the potential benefits of the research 
to the subjects and others, and the importance of 
the knowledge gained or to be gained. 
(b) On the basis of this evaluation, the 
department or agency head may approve or 
disapprove the application or proposal, or enter 
into negotiations to develop an approvable one. 
 

§46.121   [Reserved] 
 
§46.122   Use of Federal funds. 
Federal funds administered by a Federal 
department or agency may not be expended for 
research involving human subjects unless the 
requirements of this policy have been satisfied. 
 
§46.123   Early termination of research support: 
Evaluation of applications and proposals. 
(a) The department or agency head may require 
that Federal department or agency support for 
any project be terminated or suspended in the 
manner prescribed in applicable program 
requirements, when the department or agency 
head finds an institution has materially failed to 
comply with the terms of this policy. 
(b) In making decisions about supporting or 
approving applications or proposals covered by 
this policy the department or agency head may 
take into account, in addition to all other 
eligibility requirements and program criteria, 
factors such as whether the applicant has been 
subject to a termination or suspension under 
paragraph (a) of this section and whether the 
applicant or the person or persons who would 
direct or has/have directed the scientific and 
technical aspects of an activity has/have, in the 
judgment of the department or agency head, 
materially failed to discharge responsibility for 
the protection of the rights and welfare of human 
subjects (whether or not the research was subject 
to federal regulation). 
 
§46.124   Conditions. 
With respect to any research project or any class 
of research projects the department or agency 
head of either the conducting or the supporting 
Federal department or agency may impose 
additional conditions prior to or at the time of 
approval when in the judgment of the department 
or agency head additional conditions are 
necessary for the protection of human subjects. 
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ClinicalTrials.gov Results Data Element Definitions 
for Interventional and Observational Studies

April 18, 2017

This document describes the definitions for results data elements submitted to ClinicalTrials.gov for interventional studies (clinical 
trials) and observational studies. These definitions are mostly adapted from 42 CFR Part 11. 

Data element entries are annotated with symbols to indicate generally what information is required to be submitted and under which 
circumstances. The responsible party must ensure that the information provided complies with any applicable laws, regulations, or 
policies. For more information about various requirements and definitions of regulatory terms under 42 CFR Part 11, see Support 
Materials. 

Note: The term "clinical study" is used to refer to both interventional and observational studies. The term "participant" is used to refer 
to a human subject. 

*   Required

*§   Required if Primary Completion Date is on or after January 18, 2017

[*]   Conditionally required

1. Participant Flow

Information to document the progress of research participants through each stage of a study in a tabular format, including the number of 
participants who started and completed the clinical study. (Identical in purpose to a CONSORT flow diagram, but represented as 
tables). 

The tabular presentation may be separated into "periods," each of which comprises an interval of study activity. Each period consists of 
"milestones" for reporting numbers of participants at particular points in time within that period. 

Recruitment Details
Definition: Key information relevant to the recruitment process for the overall study, such as dates of the recruitment period and 
types of location (For example, medical clinic), to provide context. 
Limit: 350 characters. 

Pre-assignment Details [*]
Definition: Description of significant events in the study (for example, wash out, run-in) that occur after participant enrollment, 
but prior to assignment of participants to an arm or group, if any. For example, an explanation of why enrolled participants were 
excluded from the study before assignment to arms or groups. 
Limit: 350 characters. 

Arm/Group Information *
Definition: Arms or groups for describing the flow of participants through the clinical study. In general, it must include each arm 
to which participants were assigned. 

Arm/Group Title *
Definition: Descriptive label used to identify each arm or group. 
Limit: >=4 and <= 62 characters. 

Arm/Group Description *§
Definition: Brief description of each arm or group. In general, it must include sufficient details to understand each arm to 
which participants were assigned and the intervention strategy used in each arm.  
Limit: 999 characters. 

Type of Units Assigned [*]
Definition: If assignment is based on a unit other than participants, a description of the unit of assignment (for example, eyes, 
lesions, implants).  
Limit: 40 characters. 

Period(s) *
Definition: Discrete stages of a clinical study during which numbers of participants at specific significant events or points of time 
are reported. 

There is no limit to the number of periods that may be used to describe a single study. Each subsequent period represents a study 
stage following the previous period. That is, participants "flow" from earlier to later periods.  

Period Title *
Definition: Title describing a stage of the study. If only one period is defined, the default title is Overall Study. When a 
study has more than one period, none of the Period Titles should be Overall Study.  
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Limit: 40 characters. 

Started *
Definition: Number of participants initiating the period. In the first period, it is the number of participants assigned to each 
arm or group. If assignment is based on a unit other than participants, also include the number of units at the beginning of 
the period.   

Comments
Definition: Additional information about the Started milestone or Milestone Data. 
Limit: 100 characters. 

Completed *
Definition: Number of participants at the end of the period. If assignment is based on a unit other than participants, also 
include the number of units at the end of the period. 

Comments
Definition: Additional information about the Completed milestone or Milestone Data. 
Limit: 100 characters. 

Not Completed (calculated automatically)
Definition: Number of participants (and units, if applicable) that did not complete the study or period. This is calculated 
automatically by subtracting Completed from Started.  

Additional Milestone(s)
Definition: Any specific events or time points in the study when the numbers of participants (and units, if applicable) are 
reported. While there is no limit to the number of milestones that may be used in a single period, data are required for two 
milestones, Started and Completed, within each period.  

Milestone Title [*]
Definition: : Label describing the milestone 
Limit: 40 characters. 

Milestone Data [*]
Definition: Number of participants to reach the milestone, in each arm/group. If assignment is based on a unit other 
than participants, also include the number of units to reach the milestone.  

Comments
Definition: Additional information about the milestone or data. 
Limit: 100 characters. 

Reason Not Completed
Definition: Additional information about participants who did not complete the study or period. If reasons are provided, the 
total number of participants listed as Not Completed must be accounted for by all reasons for non-completion.  

Reason Not Completed Type [*]
Definition: Reason why participants did not complete the study or period. Select one. 

• Adverse Event 
• Death 
• Lack of Efficacy 
• Lost to Follow-Up 
• Physician Decision 
• Pregnancy 
• Protocol Violation 
• Withdrawal by Subject 
• Other 

Other Reason [*]
Definition: A brief description of the reason for non-completion, if "Other" Reason Not Completed Type is 
selected.  
Limit: 40 characters. 

Reason Not Completed Data [*]
Definition: Number of participants in each arm or group that did not complete the study or period, for each Reason 
Not Completed.  

2. Baseline Characteristics

A table of demographic and baseline measures and data collected by arm or comparison group and for the entire population of 
participants in the clinical study. 

Arm/Group Information *
Definition: Arms or comparison groups in the study, including all participants assessed at baseline as specified in the pre-
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specified protocol and/or statistical analysis plan.  

Arm/Group Title *
Definition: Descriptive label used to identify each arm or comparison group.  
Limit: >= 4 and <= 62 characters. 

Arm/Group Description *§
Definition: Brief description of each arm or comparison group. In general, it must include sufficient detail to understand 
how the arm(s) or comparison groups were derived from the arm(s) to which participants were assigned in Participant Flow 
(if different) and the intervention strategy in each arm/group.   
Limit: 999 characters. 

Baseline Analysis Population Information

Overall Number of Baseline Participants *
Definition: Total number of participants for whom baseline characteristics were measured, in each arm/group and overall. 

Overall Number of Units Analyzed [*]
Definition: If the analysis is based on a unit other than participants, the number of units for which baseline measures were 
measured and analyzed, in each arm/group and overall. 

Type of Units Analyzed [*]
Definition: If the analysis is based on a unit other than participants, a description of the unit of analysis (for example, eyes, 
lesions, implants).  
Limit: 40 characters. 

Baseline Analysis Population Description [*]
Definition: If the Overall Number of Baseline Participants (or units) differs from the number of participants (or units) 
assigned to the arm or comparison group and overall, a brief description of the reason(s) for the difference such as how the 
analysis population was determined. 
Limit: 350 characters. 

Baseline Measure Information *
Definition: A description of each baseline or demographic characteristic measured in the clinical study. Required baseline 
measures include Age, Sex/Gender, Race, Ethnicity (if collected under the protocol), and any other measure(s) that were assessed 
at baseline and used in the analysis of the primary outcome measure(s). 

Baseline Measure Title *
Definition: The name of the baseline or demographic characteristic measured in the clinical study. Select as many as 
needed. 

• Study-Specific Measure *§ (Select as many as needed)

• Age * (Select at least one of the following):
• Age, Continuous: For example - mean or median age 
• Age, Categorical: 

• <=18 years 
• >18 and <65 years 
• >=65 years 

• Age, Customized: Customizable age categories 
• Sex/Gender * (Select at least one of the following):

• Sex: Female, Male 
• Sex/Gender, Customized 

• Race and Ethnicity *§
• Race (NIH/OMB): U.S. National Institutes of Health and U.S. Office of Management and Budget 

Classification Categories 
• Ethnicity (NIH/OMB): U.S. National Institutes of Health and U.S. Office of Management and Budget 

Classification Categories 
• Race/Ethnicity, Customized 
• Race and Ethnicity Not Collected 

• Region of Enrollment 

Study-Specific Baseline Measure Title(s) [*]
Definition: If "Study-Specific Measure" is chosen, provide the name of the measure. 
Limit: 100 characters. 

Baseline Measure Description
Definition: Additional descriptive information about the baseline measure, such as a description of the metric used to 
characterize the specific baseline measure. 
Limit: 600 characters. 
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Measure Type *
Definition: The type of data for the baseline measure. Select one. 

• Count of Participants 
• Mean 
• Median 
• Least Squares Mean 
• Geometric Mean 
• Geometric Least Squares Mean 
• Number 
• Count of Units 

Measure of Dispersion *
Select one. 

• Not Applicable (only if Measure Type is "Number", "Count of Participants", or "Count of Units") 
• Standard Deviation 
• Inter-Quartile Range 
• Full Range 

Number of Baseline Participants [*]
Definition: The number of participants analyzed for the baseline measure, if different from the Overall Number of Baseline 
Participants, in each arm/group and overall. 

Number of Units Analyzed [*]
Definition: The number of units analyzed for the baseline measure, if different from the Overall Number of Units 
Analyzed, in each arm/group and overall.  

Analysis Population Type [*]
Definition: Indicate whether the baseline measure analysis is based on participants or units other than participants. Only 
applies if Type of Units Analyzed is specified. Select Participants/Other Units. 

Measure Analysis Population Description [*]
Definition: Explanation of how the number of participants (or units) for analysis was determined, if different from the 
Overall Number of Participants [or Units] Analyzed. 
Limit: 350 characters. 

Category or Row Title [*]
Definition: Name of distinct category or row for a baseline measure, if any. Category Titles are only for mutually exclusive 
and exhaustive categories summarizing data using the Measure Type of a "Count of Participants" or "Count of Units." Row 
Titles are for any type of data. 
Limit: 50 characters. 

Baseline Measure Data *
Definition: The value(s) for each baseline measure, for each arm/group and overall. 

NA (Not Available) Explanation [*]
Definition: Explain why baseline measure data are not available, if "NA" is reported for Baseline Measure Data. 
Limit: 250 characters. 

Unit of Measure *
Definition: An explanation of what is quantified by the data (for example, participants, mm Hg), for each baseline measure. 
Limit: 40 characters. 

3. Outcome Measures

A table of data for each primary and secondary outcome measure by arm (that is, initial assignment of participants to arms or groups) or 
comparison group (that is, analysis groups), including the result(s) of scientifically appropriate statistical analyses that were performed 
on the outcome measure data, if any. 

Note: Outcome measure information from the Protocol Section of the record will be copied into the Results Section the first time 
results are created. 

Outcome Measure Information *
Definition: A description of each outcome measure. 

Note: "Outcome measure" means a pre-specified measurement that is used to determine the effect of an experimental variable on 
participants in the study. Post-hoc (that is, not pre-specified) outcome measures may also be reported. 

Outcome Measure Type *
Definition: The type of outcome measure. Select one. 
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• Primary 
• Secondary 
• Other Pre-specified 
• Post-Hoc 

Outcome Measure Title *
Definition: Name of the specific outcome measure.  
Limit: 255 characters. 

Outcome Measure Description [*]
Definition: Additional information about the outcome measure, including a description of the metric used to characterize 
the specific outcome measure, if not included in the Outcome Measure Title. 
Limit: 999 characters. 

Outcome Measure Time Frame *
Definition: Time point(s) at which the measurement was assessed for the specific metric used. The description of the time 
point(s) of assessment must be specific to the outcome measure and is generally the specific duration of time over which 
each participant is assessed (not the overall duration of the study). 
Limit: 255 characters. 

Anticipated Reporting Date
Definition: If Outcome Measure Data are not included for an outcome measure, provide the expected month and year they 
will be submitted. 

Arm/Group Information *
Definition: Arms or comparison groups in the study, including all arms or comparison groups based on the pre-specified 
protocol and/or statistical analysis plan. 

Arm/Group Title *
Definition: Descriptive label used to identify each arm or comparison group. 
Limit: >= 4 and <= 62 characters. 

Arm/Group Description *§
Definition: Brief description of each arm or comparison group. In general, it must include sufficient detail to 
understand how the arm(s) or comparison groups were derived from the arm(s) to which participants were assigned 
in Participant Flow (if different) and the intervention strategy in each arm/group.   
Limit: 999 characters. 

Analysis Population Information

Overall Number of Participants Analyzed *
Definition: Number of participants for whom an outcome measure was measured and analyzed, for each outcome 
measure and each arm/group. 

Type of Units Analyzed [*]
Definition: If the analysis is based on a unit other than participants, a description of the unit of analysis (for example, 
eyes, lesions, implants).  
Limit: 40 characters. 

Overall Number of Units Analyzed [*]
Definition: If the analysis is based on a unit other than participants, the number of units for which an outcome was 
measured and analyzed, for each outcome measure and each arm/group. 

Analysis Population Description [*]
Definition: If the Number of Participants Analyzed or Number of Units Analyzed differs from the number of 
participants or units assigned to the arm or comparison group, a brief description of the reason for the difference 
(such as how the analysis population was determined).  
Limit: 350 characters. 

Outcome Measure Data Table

Measure Type *
Definition: The type of data for the outcome measure. Select one. 

• Count of Participants 
• Mean 
• Median 
• Least Squares Mean 
• Geometric Mean 
• Geometric Least Squares Mean 
• Number 
• Count of Units 
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Measure of Dispersion/Precision *
Select one. 

• Not Applicable (only if Measure Type is "Number," "Count of Participants," or "Count of Units")
• Standard Deviation
• Standard Error
• Inter-Quartile Range
• Full Range
• 80% Confidence Interval
• 90% Confidence Interval
• 95% Confidence Interval
• 97.5% Confidence Interval
• 99% Confidence Interval
• Other Confidence Interval Level
• Geometric Coefficient of Variation (only when Measure Type is "Geometric Mean")

Other Confidence Interval Level [*]
Definition: The numerical value for the confidence interval level, if "Other Confidence Interval Level" is selected. 
Provide a rationale for choosing this level in the Outcome Measure Description. 

Category or Row Title [*]
Definition: Name of distinct category or row for an outcome measure, if any. Category Titles are only for mutually 
exclusive and exhaustive categories summarizing data using the Measure Type of a "Count of Participants" or "Count of 
Units". Row Titles are for any type of data. 
Limit: 50 characters. 

Number of Participants Analyzed [*]
Definition: The number of participants analyzed for the outcome measure in the row and for each arm/group, if 
different from the overall Number of Participants Analyzed. 
Limit: 50 characters. 

Number of Units Analyzed [*]
Definition: The number of units analyzed for the outcome measure in the row and for each arm/group, if different 
from the overall Number of Units Analyzed. 

Outcome Data *
Definition: The measurement value(s) for each outcome measure, including each category/row and each arm/group. 

NA (Not Available) Explanation [*]
Definition: Explain why outcome measure data are not available, if "NA" is reported for Outcome Data. 
Limit: 250 characters. 

Unit of Measure *
Definition: An explanation of what is quantified by the data (for example, participants, mm Hg), for each outcome 
measure. 
Limit: 40 characters. 

Statistical Analyses [*]
Definition: Result(s) of scientifically appropriate tests of statistical significance of the primary and secondary outcome measures, 
if any. Such analyses include: pre-specified in the protocol and/or statistical analysis plan; made public by the sponsor or 
responsible party; conducted on a primary outcome measure in response to a request made by FDA. 

If a statistical analysis is reported "Comparison Group Selection" and "Type of Statistical Test" are required. In addition, one of 
the following data elements are required with the associated information: "P-Value," "Estimation Parameter," or "Other 
Statistical Analysis." 

Statistical Analysis Overview
Definition: Summary description of the analysis performed. 

Comparison Group Selection [*]
Definition: The arms or comparison groups involved in the statistical analysis (check all to indicate an "omnibus" analysis). 

Comments
Definition: Additional details about the statistical analysis, such as null hypothesis and description of power calculation. 
Limit: 500 characters. 

Type of Statistical Test [*]
Definition: Identifies the type of analysis. Select one. 

• Superiority
• Non-inferiority
• Equivalence
• Other (for example, single group or other descriptive analysis)
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• Non-Inferiority or Equivalence (legacy selection)
• Superiority or Other (legacy selection)

Comments [*]
Definition: If, "Non-inferiority" or "Equivalence," provide additional details, including details of the power calculation (if 
not previously provided), definition of non-inferiority or equivalence margin, and other key parameters. 
Limit: 500 characters. 

Statistical Test of Hypothesis (or Method of Estimation or Other Statistical Analysis required) 
Definition: Procedure used for statistical analysis of outcome data and the calculated p-value. 

P-Value [*]
Definition: Calculated p-value given the null-hypothesis 

Comments
Definition: Additional information, such as whether the p-value is adjusted for multiple comparisons and the a priori
threshold for statistical significance 
Limit: 250 characters. 

Method [*]
Definition: The statistical test used to calculate the p-value, if a P-Value is reported. Select one. 

• ANCOVA
• ANOVA
• Chi-Squared
• Chi-Squared, Corrected
• Cochran-Mantel-Haenszel
• Fisher Exact
• Kruskal-Wallis
• Log Rank
• Mantel Haenszel
• McNemar
• Mixed Models Analysis
• Regression, Cox
• Regression, Linear
• Regression, Logistic
• Sign Test
• t-Test, 1-Sided
• t-Test, 2-Sided
• Wilcoxon (Mann-Whitney)
• Other

Other Method Name [*]
Definition: If "Other" is selected, provide name of statistical test. 
Limit: 40 characters. 

Comments
Definition: Any other relevant information about the statistical test, such as adjustments or degrees of freedom. 
Limit: 150 characters. 

Method of Estimation (or Statistical Test of Hypothesis or Other Statistical Analysis required) 
Definition: Procedure used to estimate effect of intervention. 

Estimation Parameter [*]
Select one. 

• Cox Proportional Hazard 
• Hazard Ratio (HR) 
• Hazard Ratio, Log 
• Mean Difference (Final Values) 
• Mean Difference (Net) 
• Median Difference (Final Values) 
• Median Difference (Net) 
• Odds Ratio (OR) 
• Odds Ratio, Log 
• Risk Difference (RD) 
• Risk Ratio (RR) 
• Risk Ratio, Log 
• Slope 
• Other 

Other Parameter Name [*]
Definition: The name of the estimation parameter, if “Other” Estimation Parameter is selected. 
Limit: 40 characters. 
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Estimated Value [*]
Definition: The calculated value for the estimation parameter. 

Confidence Interval (If applicable) 

Level [*]
Expressed as a percentage. 

Number of Sides [*]
Select 1-sided or 2-sided. 

Lower Limit [*]
Definition: Required if confidence interval is "2-sided" or if confidence interval is "1-sided" and no Upper Limit is 
entered. 

Upper Limit [*]
Definition: Required if confidence interval is "2-sided" or if confidence interval is "1-sided" and no Lower Limit is 
entered. 

NA (Not Available) Explanation [*]
Definition: Explain why the upper limit data are not available, if "NA" is reported as upper-limit of "2-sided" 
confidence interval. 
Limit: 250 characters. 

Parameter Dispersion Type
Select one. 

• Standard Deviation 
• Standard Error of the Mean 

Dispersion Value
Definition: The calculated value for the dispersion of the estimated parameter. 

Estimation Comments
Definition: Any other relevant estimation information, including the direction of the comparison (for example, describe 
which arm or comparison group represents the numerator and denominator for relative risk). 
Limit: 250 characters. 

Other Statistical Analysis
Definition: If the statistical analysis cannot be submitted using the Statistical Test of Hypothesis or Method of Estimation 
options, provide a description and the results of any other scientifically appropriate tests of statistical significance. 

4. Adverse Event Information

Information for completing three tables summarizing adverse events. 

1. All-Cause Mortality: *§ A table of all anticipated and unanticipated deaths due to any cause, with number and frequency of such 
events in each arm/group of the clinical study. 

2. Serious Adverse Events: * A table of all anticipated and unanticipated serious adverse events, grouped by organ system, with 
number and frequency of such events in each arm/group of the clinical study. (See Adverse Events definition below). 

3. Other (Not Including Serious) Adverse Events: * A table of anticipated and unanticipated events (not included in the serious 
adverse event table) that exceed a frequency threshold (for example, 5 %) within any arm of the clinical study, grouped by organ 
system, with number and frequency of such events in each arm/group of the clinical study. 

Time Frame *§
Definition: The specific period of time over which adverse event data were collected. 
Limit: 500 characters. 

Adverse Event Reporting Description [*]
Definition: If the adverse event information collected in the clinical study is collected based on a different definition of adverse 
event and/or serious adverse event than the Adverse Events definition below, a brief description of how the definitions differ. 
May also be used to provide any additional relevant information about adverse event collection, including details about the 
method of systematic assessment (for example, daily questionnaire) or information about how the analysis population was 
determined (if the Number of Participants at Risk differs from the number of participants assigned to the arm or comparison 
group). 
Limit: 500 characters. 

Source Vocabulary Name for Table Default
Definition: Standard terminology, controlled vocabulary, or classification and version from which adverse event terms are drawn, 
if any (for example, SNOMED CT, MedDRA 10.0). Default value for Source Vocabulary Name to be applied to all adverse 
event terms entered in the "Serious Adverse Event" and "Other (Not Including Serious) Adverse Event" tables. If necessary, 
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Source Vocabulary Name may also be specified for specific Adverse Event Terms. 
Limit: 20 characters. 

Collection Approach for Table Default *§ (or Collection Approach for each Adverse Event Term required) 
Definition: The type of approach taken to collect adverse event information. Default value for the type of approach taken to 
collect adverse event information (Systematic or Non-Systematic Assessment) to be applied to all adverse event terms entered in 
the "Serious Adverse Event" or "Other (Not Including Serious) Adverse Event" tables. If necessary, Collection Approach may 
also be specified for specific Adverse Event Terms. Select one. 

• Systematic Assessment: Any method of routinely determining whether or not certain adverse events have occurred, for 
example through a standard questionnaire, regular investigator assessment, regular laboratory testing, or other method 

• Non-Systematic Assessment: Any non-systematic method for determining whether or not adverse events have occurred, 
such as self-reporting by participants or occasional assessment/testing 

Arm/Group Information *
Definition: Arms or comparison groups in the study, including all arms or comparison groups based on the pre-specified protocol 
and/or statistical analysis plan. 

Arm/Group Title *
Definition: Label used to identify each arm or comparison group. 
Limit: >=4 and <= 62 characters. 

Arm/Group Description *§
Definition: Brief description of each arm or comparison group. In general, it must include sufficient detail to understand 
how the arm(s) or comparison groups were derived from the arm(s) to which participants were assigned in Participant Flow 
and the intervention strategy in each arm/group. 
Limit: 999 characters. 

Adverse Events
Definition: Any untoward or unfavorable medical occurrence in a participant, including any abnormal sign (for example, 
abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the participant’s participation in 
the research, whether or not considered related to the participant’s participation in the research. 

Three types of adverse event data are to be reported: "All-Cause Mortality," "Serious," and "Other (Not Including Serious)" 
Adverse Events. 

1. All-Cause Mortality: The occurrence of death due to any cause. 

2. Serious Adverse Events: Include adverse events that result in any of the following outcomes: death, a life-threatening 
adverse event, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant incapacity or 
substantial disruption of the ability to conduct normal functions, or a congenital anomaly/birth defect. Important medical 
events that may not result in death, be life-threatening, or require hospitalization may be considered serious when, based 
upon appropriate medical judgment, they may jeopardize the participant and may require medical or surgical intervention 
to prevent one of the outcomes listed in this definition. 

3. Other (Not Including Serious) Adverse Events: Adverse events that are not Serious Adverse Events. 

Total Number Affected by All-Cause Mortality *§
Definition: Overall number of participants, in each arm/group, who died due to any cause. 

Total Number at Risk for All-Cause Mortality *§
Definition: Overall number of participants, in each arm/group, included in the assessment of deaths due to any cause (that is, the 
denominator for calculating frequency of all-cause mortality). 

Total Number Affected by Any Serious Adverse Event *
Definition: Overall number of participants affected by one or more Serious Adverse Events, for each arm/group. 

Total Number at Risk for Serious Adverse Events * (or Number at Risk for each Serious Adverse Event Term required) 
Definition: Overall number of participants included in the assessment of serious adverse events (that is, the denominator for 
calculating frequency of serious adverse events), for each arm/group. 

Frequency Threshold for Reporting Other (Not Including Serious) Adverse Events *
Definition: Specify the frequency of occurrence that an Other (Not Including Serious) Adverse Event must exceed, within any 
arm or comparison group, to be reported in the Other (Not Including Serious) Adverse Event table. The number for the frequency 
threshold must be less than or equal to the allowed maximum (5%). Do not include symbols (for example, > or %) in the data 
field, it will be expressed as a percentage. 

For example, a threshold of 5 percent indicates that all Other (Not Including Serious) Adverse Events with a frequency greater 
than 5 percent within at least one arm or comparison group are reported. 
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Total Number Affected by Any Other (Not Including Serious) Adverse Event Above the Frequency Threshold *
Definition: Overall number of participants affected, for each arm/group, by at least one Other (Not Including Serious) Adverse 
Event(s) reported in the table. Adverse events reported in the table are those that occurred at a frequency exceeding the specified 
Frequency Threshold (for example, 5%) within at least one arm or comparison group. 

Total Number at Risk for Other (Not Including Serious) Adverse Events * (or Number at Risk for each Other, [Not 
Including Serious], Adverse Event Term required) 
Definition: Overall number of participants, for each arm/group, included in the assessment of Other (Not Including Serious) 
Adverse Events during the study (that is, the denominator for calculating frequency of Other (Not Including Serious) Adverse 
Events). 

Adverse Event Term *
Definition: Descriptive word or phrase for the adverse event. 
Limit: 100 characters. 

Organ System *
Definition: High-level categories used to group adverse event terms by body or organ system. Select one. (Adverse events that 
affect multiple systems should be classified as "General disorders.") 

• Blood and Lymphatic System Disorders
• Cardiac Disorders
• Congenital, Familial and Genetic Disorders
• Ear and Labyrinth Disorders
• Endocrine Disorders
• Eye Disorders
• Gastrointestinal Disorders
• General Disorders
• Hepatobiliary Disorders
• Immune System Disorders
• Infections and Infestations
• Injury, Poisoning and Procedural Complications
• Investigations
• Metabolism and Nutrition Disorders
• Musculoskeletal and Connective Tissue Disorders
• Neoplasms Benign, Malignant and Unspecified (Including Cysts and Polyps)
• Nervous System Disorders
• Pregnancy, Puerperium and Perinatal Conditions
• Product Issues
• Psychiatric Disorders
• Renal and Urinary Disorders
• Reproductive System and Breast Disorders
• Respiratory, Thoracic and Mediastinal Disorders
• Skin and Subcutaneous Tissue Disorders
• Social Circumstances
• Surgical and Medical Procedures
• Vascular Disorders

Adverse Event Term Additional Description
Definition: Additional relevant information about the adverse event. 
Limit: 250 characters. 

Source Vocabulary Name
Definition: Standard terminology, controlled vocabulary, or classification and version from which adverse event terms are drawn, 
if any (for example, SNOMED CT, MedDRA 10.0). Leave blank to indicate that the value specified as the Source Vocabulary 
for Table Default should be used. 
Limit: 20 characters. 

Collection Approach *§ (or Collection Approach for Table Default required) 
Definition: The type of approach taken to collect adverse event information. Select one or leave blank to indicate that the value 
specified as the Assessment Type for Table Default should be used. 

• Systematic Assessment: Any method of routinely determining whether or not certain adverse events have occurred, for 
example through a standard questionnaire, regular investigator assessment, regular laboratory testing, or other method 

• Non-Systematic Assessment: Any non-systematic method for determining whether or not adverse events have occurred, 
such as self-reporting by participants or occasional assessment/testing 

Adverse Event Data

Number of Participants Affected *
Definition: Number of participants, in each arm/group, experiencing at least one event being reported. 

Number of Participants at Risk *
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Definition: Number of participants assessed, in each arm/group, for adverse events (that is, the denominator for calculating 
frequency of adverse events). Leave blank to indicate that the value specified as the total at risk in the arm/group for the 
table should be used. 

Number of Events
Definition: Number of occurrences, in each arm/group, of the adverse event being reported. 

5. Limitations and Caveats

Overall Limitations and Caveats
Definition: Describe significant limitations of the study. Such limitations may include not reaching the target number of 
participants needed to achieve target power and statistically reliable results or technical problems with measurements leading to 
unreliable or uninterpretable data. 
Limit: 250 characters. 

6. Certain Agreements

Information indicating whether there exists an agreement between the sponsor or its agent and the principal investigators (unless the 
sponsor is an employer of the principal investigators) that restricts in any manner the ability of the principal investigators (PIs), after the 
completion of the study, to discuss the results of the study at a scientific meeting or any other public or private forum, or to publish in a 
scientific or academic journal information concerning the results of the study. This does not include an agreement solely to comply 
with applicable provisions of law protecting the privacy of participants. 

Are all PIs Employees of Sponsor? *
Definition: Indicate whether the principal investigator is an employee of the sponsor. Select one. 

• Yes: The principal investigator is an employee of the sponsor
• No: The principal investigator is not an employee of the sponsor

If "No" the following information is required: 

Results Disclosure Restriction on PI(s)? [*]
Definition: Indicate whether there exists any agreement (other than an agreement solely to comply with applicable provisions of 
law protecting the privacy of participants participating in the clinical study) between the sponsor or its agent and the principal 
investigator (PI) that restricts in any manner the ability of the PI to discuss the results of the clinical study at a scientific meeting 
or any other public or private forum or to publish in a scientific or academic journal the results of the clinical study, after the 
Primary Completion Date. Select Yes/No. 

If there are agreements with multiple PIs who are not employees of the sponsor and there is a disclosure restriction on at least one 
PI, select "Yes." 

PI Disclosure Restriction Type
Definition: Additional information about the results disclosure restriction. If there are varying agreements, choose the type below 
that represents the most restrictive of the agreements (for example, the agreement with the greatest embargo time period). Select 
one. 

• The only disclosure restriction on the PI is that the sponsor can review results communications prior to public release and 
can embargo communications regarding study results for a period that is less than or equal to 60 days from the date that 
the communication is submitted to the sponsor for review. The sponsor cannot require changes to the communication and 
cannot unilaterally extend the embargo. 

• The only disclosure restriction on the PI is that the sponsor can review results communications prior to public release and 
can embargo communications regarding study results for a period that is more than 60 days but less than or equal to 180 
days from the date that the communication is submitted to the sponsor for review. The sponsor cannot require changes to 
the communication and cannot unilaterally extend the embargo. 

• Other disclosure agreement that restricts the right of the PI to disclose, discuss, or publish study results after the study is 
completed 

Other Disclosure Restriction Description
Definition: If "Other disclosure agreement..." is selected, describe the type of agreement including any provisions allowing 
the sponsor to require changes, ban the communication, or extend an embargo. 
Limit: 500 characters. 

7. Results Point of Contact

Point of contact for scientific information about the clinical study results information. 

Name or Official Title *
Definition: The person who is designated the point of contact. This may be a specific person's name (for example, Dr. Jane 
Smith) or a position title (for example, Director of Clinical Trials). 

Organization Name *
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Definition: Full name of the designated individual's organizational affiliation. 

Phone: *§ Office phone number of the designated individual. Use the format 123-456-7890 within the United States and 
Canada. If outside the United States and Canada, provide the full phone number, including the country code. 

Extension (Ext.): Phone extension, if needed 

Email: *§ Electronic mail address of the designated individual. 

8. Delayed Results (Optional)

A responsible party may delay the deadline for submitting results information if one of the two certification conditions below applies to 
the clinical study. Alternatively, the responsible party may request an extension of the results submission deadline for good cause. The 
extension must be granted by the NIH Director. 

Delay Results Type [*] : Select one 

• Certify Initial Approval: Trial studies an FDA-regulated drug product (including a biological product) or device product 
that was not approved, licensed or cleared by FDA for any use before the Primary Completion Date of the trial, and the 
sponsor intends to continue with product development and is either seeking, or may at a future date seek, FDA approval, 
licensure, or clearance of the drug product (including a biological product) or device product under study. 

• Certify New Use: Trial studies an FDA-regulated drug product (including a biological product) or device product that 
previously has been approved, licensed, or cleared, for which the manufacturer is the sponsor of the trial and for which an 
application or premarket notification seeking approval, licensure, or clearance of the use being studied (which is not 
included in the labeling of the approved, licensed, or cleared drug, product (including a biologic product) or device 
product) has been filed or will be filed within one year with FDA. 

• Extension: Request, for good cause, an extension of the deadline for submitting results information 

Note: If a responsible party who is both the manufacturer of the drug product (including a biological product) or device product 
studied in an applicable clinical trial and the sponsor of the applicable clinical trial submits a certification under "Certify New 
Use," that responsible party must submit such a certification for each applicable clinical trial that meets the following criteria: (1) 
the applicable clinical trial is required to be submitted in an application or premarket notification seeking approval, licensure, or 
clearance of a new use; (2) the applicable clinical trial studies the same drug product (including a biological product) or device 
product for the same use as studied in the applicable clinical trial for which the initial certification was submitted. [42 U.S.C. 282 
(j)(3)(E)(v)(II) and 42 CFR 11.44(b)(3)] 

Intervention Name(s)
Definition: Provide the name of one or more drugs, biological products or devices to which the certification applies. For drugs 
use generic name; for other types of interventions provide a brief descriptive name. The name(s) entered should match 
Intervention Name(s) provided in the protocol section. 

FDA Application Number(s)
Definition: Provide at least one FDA application number (for example, NDA, BLA, or PMA number), if available, when Delay 
Results Type is "Certify Initial Approval" or "Certify New Use." 

Requested Submission Date [*] (Required when Delay Results Type is "Extension.") 
Definition: Estimate of the date on which the clinical study results information will be submitted, if the Delay Results Type is 
"Extension". 

Explanation [*] (Required when Delay Results Type is "Extension.") 
Definition: Description of the reason(s) why clinical study results information cannot be provided according to the deadline, with 
sufficient detail to justify good cause for the extension and to allow for the evaluation of the request. Note that "pending 
publication" and delays in data analysis for unspecified causes are not considered good cause for an extension. 
Limit: 999 characters. 

History of Changes

2017-01-18:  Document updated with data element changes per the FDAAA 801 final rule (42 CFR Part 11). 
2017-04-18:  Modified Outcome Measure Description definition to describe when the Description is required. 
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WHO (ICMJE) – ClinicalTrials.gov Cross Reference 
 
WHO Trial Registration Data Set (v 1.2.1)1 ClinicalTrials.gov Data Element(s)2 
1. Primary Registry and Trial Identifying Number ClinicalTrials.gov Identifier (NCT Number) - assigned 

by system 
2. Date of Registration in Primary Registry Generated by system 
3. Secondary Identifying Numbers Organization's Unique Protocol ID 

Secondary IDs 
4. Source(s) of Monetary or Material Support Sponsor, Collaborators 
5. Primary Sponsor Sponsor 

6. Secondary Sponsor(s) Collaborators 

7. Contact for Public Queries Facility Contact OR Central Contact 
8. Contact for Scientific Queries Overall Study Officials 

9. Public Title Brief Title 

10. Scientific Title Official Title 

11. Countries of Recruitment Facility - Country 

12. Health Condition(s) or Problem(s) Studied Conditions or Focus of Study 

13. Intervention(s) Intervention Type, Intervention Name, Intervention 
Description, Arm Label, Arm Type, Arm Description 

14. Key Inclusion and Exclusion Criteria Eligibility Criteria 

15. Study Type Study Type, Allocation, Masking, Intervention 
Model, Primary Purpose, Study Phase 

16. Date of First Enrollment Study Start Date 

17. Target Sample Size Enrollment 

18. Recruitment Status Overall Recruitment Status 

19. Primary Outcome(s) Primary Outcome Measure - Title, Description, Time 
Frame 

20. Key Secondary Outcomes Secondary Outcome Measure - Title, Description, 
Time Frame 

 

1 WHO Trial Registration Data Set: http://www.who.int/ictrp/network/trds/en/index.html
2 ClinicalTrials.gov Protocol Data Element Definitions (Draft): http://prsinfo.clinicaltrials.gov/definitions.html
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TECHNICAL GUIDANCE ON THE FORMAT OF THE DATA FIELDS OF RESULT-RELATED 
INFORMATION ON CLINICAL TRIALS SUBMITTED IN ACCORDANCE WITH ARTICLE 57(2) 

OF REGULATION (EC) NO 726/2004 AND ARTICLE 41(2) OF REGULATION (EC) NO 
1901/2006 

Document history: 

Keywords:  
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Introduction 

Guidance 2012/C302/03 on posting and publication of result-related information 
on clinical trials in relation to the implementation of Article 57(2) of Regulation (EC) No 
726/2004 and Article 41(2) of Regulation (EC) No 1901/2006
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Trial information form EMA

Title of trial 

Full Title of the trial 

Trial Identifiers 

EudraCT Number   Sponsor Protocol Code

Other Trial Identifiers 

Other Identifier name 

Other Identifier 

Sponsor

Organisation Name 

Street Address Town/City 

Post code Country 

Contact Points - Scientific Contact Point 

Functional name of contact point Name of organisation

Telephone number 

Email address 

Contact Points - Public contact point 

Functional name of contact point Name of organisation

Telephone number 

Email address 

Paediatric regulatory details 

Is trial part of a Paediatric 
Investigation Plan? 

[Circle one]

EMA  Paediatric Investigation Plans 

Does article 45 REGULATION (EC) No 
1901/2006 apply to this trial? 

[Circle one] Does article 46 REGULATION (EC) No 
1901/2006 apply to this trial? 

[Circle one]
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Result analysis stage 

Primary completion date reached? [Circle one] Primary completion date

Analysis stage  [Circle one] Date of interim/final analysis

Global end of trial reached? [Circle one] Date of global end of trial 

General information about trial 

Main objective of the trial 

Actual date of start of recruitment to 
the protocol (in any country) 

Long term follow up planned [Circle one] Follow up planning rationale

Long term follow up duration        [Select one]  

Independent Data-Monitoring 
Committee (IDMC) involvement 

 [Circle one]

Protection of subjects 

Background therapy 

Evidence for comparator(s)  

Actual number of subjects included in the trial 

Actual number of subjects included in each Country concerned 

Country  

Number of subjects 

For multinational trials 

Actual number of subjects included in 
the EEA 

Actual number of subjects included 
worldwide 

Age Group Breakdown for the whole trial 

Age of subjects Number of Subjects 

In Utero 

Preterm newborn- gestational age < 37 wk 

Newborns (0-27days) 

Infants and toddlers (28days – 23months) 

Children (2-11 years) 

Adolescents (12-17 year) 

Between 18 and 65 years 

From 65 years to 84 years 
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85 years and over 

Subject disposition form EMA 

Recruitment Details  

Screening Details   

 Pre-Assignment Period Title: Pre-Assignment Period 

Number of Subjects  

STARTED  

Milestone Title  

Milestone Title  

COMPLETED  

Reason Not Completed 

Adverse event, not serious 

Adverse event, serious fatal  

Adverse event, serious non-fatal 

Consent withdrawn by subject 
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Physician decision  

Pregnancy  

Protocol Violation  

Other Reason  

Other Reason  

Period       Title: Title Name:__________________________________ Baseline Period: Yes/No [Circle one] 

Blinding  [Circle one] Roles blinded [Circle any]

Blinding implementation details  

Allocation Method [Circle one]

Arm Title  TOTAL 

Arm Description  

Number of Subjects  Number of Subjects  Number of Subjects  Number of Subjects 

STARTED  

Milestone Title  

Milestone Title  

COMPLETED  

Reason Not Completed  

Adverse event, not serious  

Adverse event, serious fatal  

Adverse event, serious non-fatal 
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Consent withdrawn by subject 

Lack of Efficacy  

Lost to follow-up 

 Physician decision 

Pregnancy 

Protocol Violation 

Transferred to other arm/group 

Other Reason  

Other Reason  

Reasons for joining 

Transferred in from other arm/group 

Late recruitment 

Other reason  

Other reason  
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Subject disposition arm form � EMA

Arm Title

Arm Description

Arm Type [Circle one] 

Products used  

IMP Name 

IMP Code

Other names (separated by commas)

Route of Administration  Select any number of terms from the human domain of the EUTCT List 

Pharmaceutical Form   Select any number of terms from the human domain of the EUTCT List

Dosage and Administration Details  
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Subject analysis sets form EMA 

Subject analysis set 

Subject analysis set title 

Subject analysis set type [Circle one]

Subject analysis set description

Number of subjects  

Baseline characteristics form Age EMA  

Reporting Group Title  TOTAL 

Reporting Group Description 

Overall number of baseline subjects [Derived: total]

Age, Categorical 

Unit of measure 
Number of subjects Number of subjects Number of subjects Number of subjects 

In Utero [Derived: category total] 

Preterm newborn- gestational age < 37 wk [Derived: category total] 

Newborns (0-27days) [Derived: category total] 

Infants and toddlers (28days – 23months) [Derived: category total] 

Children (2-11 years) [Derived: category total] 

Adolescents (12-17 year) [Derived: category total] 

From 18 - 64 years [Derived: category total] 

From 65 – 84 years [Derived: category total] 

Over 85 years [Derived: category total] 
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Age, Continuous Measure type  Dispersion type  Measure type  Dispersion type  Measure type  Dispersion type 

[Circle One]

arithmetic mean, 

geometric mean, 

least squares mean, 

log mean, 

median. 

[Circle One] 

standard deviation,

interquartile range,

range, 

sample min/max. 

[Circle One]

arithmetic mean, 

geometric mean, 

least squares mean, 

log mean, 

median.

[Circle One] 

standard deviation,

interquartile range,

range, 

sample min/max.

[Circle One]

arithmetic mean, 

geometric mean, 

least squares mean, 

log mean, 

median.

[Circle One] 

standard deviation,

interquartile range,

range, 

sample min/max.

Unit of measure

Baseline characteristics form Gender EMA  

Reporting group title  TOTAL 

Reporting group description  

Overall number of baseline subjects  [Derived: total] 

Gender, female, male 

Unit of measure  

Number of subjects Number of subjects Number of subjects Number of subjects 

Female [Derived: category total]  

Male [Derived: category total]  
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Baseline characteristics form Study Specific Measure EMA  

Study specific characteristic title 

Baseline measure description 

Reporting group title  TOTAL 

 Reporting group description  

Overall  number of baseline subjects  [Derived: total]

Measure type Dispersion type Measure type Dispersion type Measure type Dispersion type Measure type Dispersion type 

[Circle One] 

arithmetic mean, 

geometric mean, 

least squares 
mean, 

log mean, 

median. 

[Circle One] 

standard deviation,

interquartile range,

range, 

sample min/max. 

[Circle One] 

arithmetic mean, 

geometric mean, 

least squares 
mean, 

log mean, 

median,

[Circle One] 

standard deviation,

interquartile range,

range, 

sample min/max.

[Circle One] 

arithmetic mean, 

geometric mean, 

least squares 
mean, 

log mean, 

median.

[Circle One] 

standard deviation,

interquartile range,

range, 

sample min/max.

Unit of Measure 

Number of subjects Number of subjects Number of subjects Number of subjects

Category Title  [Derived: category total]

Category Title  [Derived: category total]

Category Title  [Derived: category total]
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End points form EMA 

End Point Type  [Circle one]   Primary  Secondary Other Pre-specified Post-Hoc

End Point Title  

End Point Description [Max. 999 characters] 

End Point Time Frame  [Max. 255 
characters]

Arm(s)/Subjects analysis sets  

 Reporting Group Title  

Reporting Group Description  

Overall Number of Baseline Subjects  Comment Comment Comment

Measure type Dispersion / 
Precision type  

Measure type Dispersion / 
Precision type 

Measure type Dispersion / 
Precision type 

Unit of Measure 

[Circle One] 

number, 

arithmetic mean, 

least squares mean, 

geometric mean, 

log mean, 

median.

[Circle One] 

not applicable, 

standard deviation, 

inter-quartile range, 

range, 

sample min/max, 

standard error, 

confidence interval 
(percentage).

[Circle One] 

number, 

arithmetic mean, 

least squares mean, 

geometric mean, 

log mean, 

median.

[Circle One] 

not applicable, 

standard deviation, 

inter-quartile range, 

range, 

sample min/max, 

standard error, 

confidence interval 
(percentage).

[Circle One] 

number, 

arithmetic mean, 

least squares mean, 

geometric mean, 

log mean, 

median.

[Circle One] 

not applicable, 

standard deviation, 

inter-quartile range, 

range, 

sample min/max, 

standard error, 

confidence interval 
(percentage).

Category Title  

Category Title   

Graphical Representation 
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Below is the definition of the statistical analysis details for this variable 

Statistical Analysis of End Point  

Analysis 
Type

  

Statistical analysis title 

Comment 

Statistical analysis 
description

Comparison group Omnibus analysis: [Circle one]  Selection of Reporting groups:_______________________  

Number of subjects

Analysis specification [Circle one]

Statistical hypothesis test

P-value [Circle one]   =    <          >      Comment 

Method

[Required if P-value provided] 

[Circle one]

Parameter Estimate

Point estimate

Confidence interval [Circle one]

Parameter type

[Circle one] 

Variability estimate [Circle one]
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Adverse Events Form EMA 

Time Frame for Adverse Event 
Reporting 

Adverse Event Reporting 
Additional Description 

Dictionary Used Dictionar
y Name 

[Circle One] MedDRA;   SNOMED CT; 
Other:(specify)______________ 

Dictionary Version 

Method [Circle one]             Systematic; Non-
Systematic 

Frequency threshold for reporting non-
serious adverse events 

 

 Reporting Group Title 

Reporting Group Description 

Number of subjects exposed 

Number of subjects affected by 
serious adverse events 

Number of subject affected by 
non-adverse events 

Number of deaths (all causes) 

Number of deaths resulting from 
adverse events 

Serious Adverse Events

System 
Organ 
Class 

Event 
Term 

Additional 
Description 

Dictionary Number of 

Subjects 

affected 

Number of 

Subjects 

exposed 

Event term 
Occurrences

- all

Event Term 
Occurrences - 

causally 
related to the 

treatment 

Number of 

Subjects 

Affected  

Number of 

Subjects 

exposed  

Event term 
Occurrences 

- all 

Event term 
Occurrences- 

causally 
related to the 

treatment 

Number of 

Subjects 

Affected  

Number of 

Subjects 

exposed  

Event term 
occurrences 

- all

Event term 
Occurrences- 

causally 
related to the 

treatment

FATALITIES 

System 
Organ 
Class 

Event 
Term 

Fatalities - all Fatalities - causally related to 
the treatment

Fatalities - all Fatalities - causally related to 
the treatment

Fatalities - all Fatalities - causally related to 
the treatment

665



 

 

 

 

 

Reporting group title 

Reporting group description

Number of subjects affected by 
non-serious adverse events 

Non-serious Adverse Events

Number of 

Subjects 

affected 

Number of 

Subjects 

exposed 

Event term 
Occurrences

- all

Event Term 
Occurrences - 

causally 
related to the 

treatment 

Number of 

Subjects 

Affected  

Number of 

Subjects 

exposed  

Event term 
Occurrences 

- all 

Event term 
Occurrences- 

causally 
related to the 

treatment 

Number of 

Subjects 

Affected  

Number of 

Subjects 

exposed  

Event term 
occurrences 

- all

Event term 
Occurrences- 

causally 
related to the 

treatment

System 
Organ 
Class 

Event 
Term 

Additional 
Description

Dictionary 
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More Information EMA 

Global Substantial Protocol Amendments

Amendment Date  Description  

Global Interruptions and Restarts

Interruption Date  Description  Restart Date  

Limitations and Caveats

Limitations and Caveats that apply to the results  
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II

(Information)

INFORMATION FROM EUROPEAN UNION INSTITUTIONS AND BODIES

COMMISSION

Communication from the Commission — Guidance on the information concerning paediatric
clinical trials to be entered into the EU Database on Clinical Trials (EudraCT) and on the
information to be made public by the European Medicines Agency (EMEA), in accordance with

Article 41 of Regulation (EC) No 1901/2006

(2009/C 28/01)

1. INTRODUCTION AND SCOPE

Regulation (EC) No 1901/2006 on medicinal products for
paediatric use (1) (hereafter the ‘Paediatric’ Regulation) entered
into force on 26 January 2007. Article 41(3) of the Regulation
requires the Commission to draw up guidance on the nature of
the information on paediatric clinical trials to be entered into
the database of clinical trials (EudraCT (2)), on which informa-
tion shall be made available to the public, on how clinical trials
results shall be submitted and be made public and on the
European Medicines Agency (EMEA)'s responsibilities and tasks
in this regard.

This obligation aims to increase the availability of information
on the use of medicinal products in the paediatric population
and to avoid unnecessary repetition of studies. The information
is aimed at the public which includes lay persons, patients and
families, health professionals, researchers and academics as well
as industry and regulators.

This guidance sets out the nature of the information to be
entered into EudraCT, the information to be made accessible to
the public, the paediatric clinical trial results to be submitted
and made public and on the responsibilities of the EMEA and
related tasks in this context.

The information referred to in this guidance comprises paedia-
tric clinical trial protocol-related information and paediatric trial

results. Such information is to be entered into EudraCT in cases
where the respective paediatric trial has at least one investigator
site in the European Economic Area (EEA), and/or is part of an
agreed Paediatric Investigation Plan (PIP (3)). It concerns paedia-
tric trials planned, ongoing or completed in the EEA and those
that are planned, ongoing or completed in any other country
(‘third countries’) provided these latter trials are included in a
PIP. The status of each paediatric trial will be identified
(e.g. under assessment, authorised or refused, ongoing, prema-
turely ended or completed). This status will be listed for each
Member State.

The EudraCT data fields are for the most part consistent with
international initiatives relating to clinical trial registries,
e.g. WHO International Clinical Trials Registry Platform (ICTRP)
and the International Committee of Medical Journal Editors
(ICMJE). Although EudraCT may have additional fields, the
convergence of the information to be made public with the
WHO ICTRP facilitates the work of sponsors and researchers
submitting information to different registries for different
purposes, and facilitates access to this information.

The Commission's Directorate-General for Enterprise and
Industry (DG ENTR) (4) will make available the list of the
specific data fields to be included in EudraCT, and those to be
made public.

4.2.2009 C 28/1Official Journal of the European UnionEN

(1) OJ L 378, 27.12.2006, p. 1.
(2) http://eudract.emea.europa.eu/

(3) See point 2, Article 2 of the Paediatric Regulation.
(4) http://ec.europa.eu/enterprise/pharmaceuticals/index_en.htm
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2. NATURE OF THE INFORMATION TO BE ENTERED INTO
EUDRACT AND TIMING

2.1. Nature of the information

The nature of the required information to be entered into
EudraCT is based on its importance to clinical trials contained
in an agreed PIP. Two sets of information are required:

— paediatric trial protocol related information — supplied
prior to the start of the trial and updated if needed during
the trial describing the trial protocol, investigational
medicinal products (IMPs), therapeutic indication, trial popu-
lation, the trial authorisation and the current status of the
trial,

— paediatric trial results related information — supplied after
the completion of the trial and containing a summary of the
results and conclusions.

2.2. Timing of entering of the information into EudraCT

2.2.1. Protocol related information

All interventional paediatric clinical trials with at least one site
in the EEA are required to be entered into EudraCT no later
than at the time of the valid application for authorisation of a
clinical trial to the National Competent Authorities (NCA).

All clinical trials that are included in an agreed PIP should also
be included, whether the trials are planned, ongoing, or
completed.

In particular, all paediatric trials conducted with at least one site
in a third country and included in an agreed PIP, should be
entered into EudraCT no later than one month after, either, the
EMEA decision agreeing a PIP, or, the first approval/positive
opinion of the trial by a third country competent authority
and/or third country ethics committee, whichever is the latest.

2.2.2. Result related information

Result-related information for paediatric trials should be
submitted to the EMEA, for entry into EudraCT, no more than
six months after the trial has ended, whether the trial has been
completed or prematurely terminated, whichever occurs first.

However, notwithstanding the above, if

— the clinical trial does not fall within the scope of
Article 46(1) of the Paediatric Regulation, and

— it is for objective scientific reasons not possible to submit
the result-related information within six months, which has
been demonstrated by the submitting party,

result-related information for paediatric trials may be submitted
to the EMEA, for entry into EudraCT, at the latest within twelve
months after the trial has ended, whether the trial has been
completed or prematurely terminated, whichever occurs first.

For the purpose of submitting result-related information, a trial
is considered completed when the last visit of the last patient
has occurred, as foreseen in the latest version of the protocol.
This means that, for the purpose of submitting result-related
information for inclusion into EudraCT, open trial extensions,
e.g. for maintenance treatment, are not considered as part of the
trial.

2.2.3. Submission of the information into EudraCT

The sponsor, PIP holder or Marketing Authorisation Holder
(MAH) submits the information electronically to the EudraCT
staging area, once such a staging area is operational.

In the interim, the information is submitted in electronic
format.

3. INFORMATION TO BE MADE AVAILABLE TO THE PUBLIC

3.1. Protocol related information

The information to be included in EudraCT and to be made
public will include details of the following elements:

— identification of the clinical trial and its protocol,

— sponsor,

— source of funding,

— contact point for public use,

— identification and description of the treatment arms of the
study (IMPs) to be used,

— therapeutic objective of the trial (disease under
investigation),
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— major objectives and endpoints,

— trial design including the countries in which it is to be
conducted,

— trial population,

— inclusion/exclusion criteria,

— trial status (per country or region as applicable), and if
refused for ethical reasons the reasons for refusal.

3.2. Results related information

The information to be included in EudraCT and to be made
public should take into account the format for summary of
results set out in the ICE E3 guideline (1). It will cover the
following elements:

— administrative information and trial identification,

— trial design,

— scientific background and explanation of rationale for the
trial,

— participants in the trial — information on the subject popu-
lation including inclusion exclusion criteria and demo-
graphic information,

— interventions — the treatments used,

— objective(s) of the trial,

— outcome measures,

— randomisation implementation,

— blinding,

— statistical methods,

— patient disposition,

— protocol deviations,

— recruitment,

— baseline data,

— trial interruption,

— outcomes and estimation,

— ancillary analysis,

— adverse events,

— trial termination,

— discussion and interpretation of study results (interpretation
of trial results by sponsor, if available and by competent
authority, if available),

— a declaration of the submitting party on liability for the
accuracy of the submitted information.

3.3. Timing of making information accessible to the public

Protocol-related information will be made public automatically,
once the data has been entered into EudraCT and the trial bas
been approved by the NCA concerned. Where a negative
opinion bas been issued by an Ethics Committee, the informa-
tion on the trial will still be published, together with a field indi-
cating the reason for the negative opinion.

Public release of result-related information takes places automa-
tically once this information has been included by the EMEA in
the EudraCT database.

3.4. How information is made public

The information will be made available through a dedicated
public website containing a subset of information regularly
updated from EudraCT. Appropriate disclaimers will be included
to reflect the stage of regulatory evaluation of the trial.

Studies not registered in EudraCT and for which protocol-related
information is not available, e.g. because the conduct of the
studies predated requirements for inclusion in EudraCT, should
be specifically identified.

Result-related information is not validated prior to its inclusion
into EudraCT. Responsibility for the result-related information
lies with the sponsor, PIP holder or MAH submitting the results.

EudraCT will contain a disclaimer to this effect.

If and when the results are submitted for assessment (e.g. in a
marketing authorisation application), a link to the public assess-
ment report will be made.

4. RESPONSIBILITIES OF THE EMEA AND TASKS IN THIS
REGARD

4.1. The EMEA's responsibilities

The EMEA should:

— make public the protocol-related information on paediatric
clinical trials in accordance with this guideline and the lists
of data fields made public by DG ENTR,

— make public the result-related information on trials included
in EudraCT and on any paediatric studies submitted
according to Article 45 and 46 of the Paediatric Regulation,

— coordinate the exchange of information,

— manage the EudraCT database.

4.2.2009 C 28/3Official Journal of the European UnionEN
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4.2. The related tasks

The responsibility for the initiation of the process, electronic
submission of protocol and result related data, and maintenance
of data lies with:

— the MAH, in the case of provision of the results of an
authorised medicinal product in accordance with the obliga-
tions in Articles 45 and 46 of the Paediatric Regulation,

— the sponsor of trials referred to by Article 41, whether or
not it is the MAH,

— the PIP addressee.

The EMEA should:

— enter into EudraCT the protocol information received elec-
tronically for third-country trials including their authorisa-
tion status and information regarding the end of trial status,

— enter the result information received electronically into
EudraCT,

— make public data from the protocol-related and result-
related information in accordance with Section 3.4.

The NCAs should:

— enter the protocol information received electronically into
EudraCT,

— enter information concerning the review and oversight of
the paediatric trial,

— exchange information with the EMEA on the studies
submitted,

— enter additional data relating to the review and authorisa-
tion, amendment and end of the trial, to be recorded directly
into EudraCT by the NCAs or by transmission of the infor-
mation from national clinical trial databases.

5. IMPLEMENTATION

The guidance set out in this Communication applies:

— as regards the protocol-related information, as soon as the
programming of EudraCT has been finalised,

— as regards the result-related information, once the detailed
guidelines for the reporting format have been published and
the related programming has been finalised.

Finalisation of the programming will be publicly announced.
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11 October 2013
EMA/563462/2013
Press Office

Press release

European Medicines Agency launches a new version of 
EudraCT
Summary results of clinical trials soon to be available to the public

The European Medicines Agency has launched a new version of the European Clinical Trials Database
(EudraCT). This new version, EudraCT V9, marks the initial step of a process through which summary 
clinical trial results will be made publicly available through the EU Clinical Trials Register (EU CTR).  

EudraCT already contains protocol-related information submitted by sponsors for interventional clinical 
trials conducted in European Economic Area countries and/or in third countries, when the clinical trial is 
part of an agreed Paediatric Investigation Plan (PIP). As of today, clinical-trial sponsors are encouraged 
to register on the EudraCT website to start uploading summary results. Results posted by sponsors in 
EudraCT will start to become publicly available once the Agency has launched the complementary new 
version of the EU CTR towards the end of the year. The content and level of detail of the summary 
results is set out in a European Commission guideline and in its technical guidance.

This initial release of EudraCT will be followed by further updates to the system in 2014 which will 
provide improved functionalities for sponsors and EU regulatory authorities. With the launch of these 
further iterations of EudraCT by mid-2014, the modalities and timing of posting of result-related 
information as described in the EC guideline will apply, and sponsors will then be required to post 
result-related information.

The Agency supports international standardisation of data requirements for clinical trial registration.
EudraCT’s data requirements are already substantially aligned with those of ClinicalTrials.gov and the
Agency works closely with the National Institutes of Health (NIH) of the United States, which operate 
ClinicalTrials.gov and with stakeholders to progress this objective.

The Agency will make the data descriptions and technical specifications available to enable 
stakeholders to build systems that can generate structured data sets and upload them electronically 
into EudraCT.

About EudraCT and the EU Clinical Trials Register

EudraCT is a database used by national competent authorities to enter protocol-related information on 
clinical trials submitted by clinical trial sponsors, but also includes protocol-related information on 
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clinical trials in third countries if they are included in a PIP. The database is hosted by the European 
Medicines Agency. 

A subset of this data is made available through the EU Clinical Trials Register which the Agency 
manages on behalf of the EU.

Users are able to view the description of phase-II to phase-IV adult clinical trials where the 
investigator sites are in the EEA, as well as any clinical trials in children with investigator sites in the 
EU and any trials that form part of a PIP, including those where the investigator sites are outside the 
EU.

Clinical Trial Transparency in Europe

This new feature of EudraCT is another step towards increasing clinical trial transparency in Europe and 
will allow sponsors to provide summary results of all interventional trials already published in the EU 
CTR. This is a separate initiative to the Agency’s goal of publishing clinical data included in a marketing 
authorisation application submitted via the centralised authorisation procedure for medicines, and for 
which the decision phase of the marketing authorisation process has been completed.

Notes

1. This press release, together with all related documents, is available on the Agency's website.

2. Guidance on the content of protocol-related and results-related information is available here: 
http://ec.europa.eu/health/files/eudralex/vol-10/2009_c28_01/2009_c28_01_en.pdf  

http://ec.europa.eu/health/files/eudralex/vol-10/2008_07/c_16820080703en00030004_en.pdf

3. The guideline on the posting and publication of result-related information on clinical trials is 
available here: http://ec.europa.eu/health/files/eudralex/vol-10/2012_302-03/2012_302-
03_en.pdf  

4. Technical guidance on the format of the data fields of result-related information on clinical trials 
can be found here: http://ec.europa.eu/health/files/eudralex/vol-10/2013_01_22_tg_en.pdf

5. The EudraCT website is available here : https://eudract.ema.europa.eu/

6. The EU Clinical Trials Register is available here: https://www.clinicaltrialsregister.eu/

7. More information on the work of the European Medicines Agency can be found on its website: 
www.ema.europa.eu

Contact our press officers

Monika Benstetter

Tel. +44 (0)20 7418 8427

E-mail: press@ema.europa.eu
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1 version String 3 -
2 - - -
3 ID String 12 -
4 JapicID String 15 -
5 Date - -
6 - - -
7 ID Integer 3 -
8 String 30 -
9 String 20 -

10 - - -
11 String 1024 -
12 String 128 -
13 String 128 -
14 String 4000 -
15 - - -
16 String 1280 -
17 String 1024 -
18 String 3 -
19 String 100 -
20 String 1024 -
21 String 1024 -
22 Integer 2 -
23 Integer 6 -
24 String 10000 -
25 String 1024 -
26 String 256 -
27 String 50 -
28 Integer 2 -
29 Integer 1 -
30 Integer 3 -
31 Integer 3 -
32 Integer 1 -
33 - - -
34 Integer 3 -
35 String 128 -
36 URL String 256 -
37 String 1024 -
38 - - -
39 Integer 3 -
40 String 128 -
41 String 128 -
42 String 128 -
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1 ID String -
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3 ID1 String 50 -
4 ID2 String 50 -
5 String 400 -
6 String 400 -
7 String 400 -
8 String 200 -
9 String 100 -

10 URL String 200 -
11 E-mail String 200 -
12 String 200 -
13 String 400 -
14 String 400 -
15 String 400 -
16 String 100 -
17 String 2000 -
18 String 2000
19 String - -
20 String 2000 -
21 String 4000 -
22 String 4000 -
23 String 4000 -
24 String 4000 -
25 String 4000 -
26 String 4000 -
27 String 4000 -
28 String 4000 -
29 String 4000 -
30 String 4000 -
31 String 4000 -
32 String 4000 -
33 String - -
34 String - -
35 String - -
36 Integer - -
37 String - -
38 String 4000 -
39 String 4000 -
40 Integer - -
41 String - -
42 String - -
43 Integer - -
44 String - -
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48 ID String - 
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 (JMACCT) 
 

1 ID String 20 -
2 Date - -
3 ID _SEQ - - -
4 ID - -
5 Date - -
6 - - -
7 seq - - -
8 _JPN String 4096 -
9 String 4096 -

10 _JPN String 4096 -
11 String 4096 -
12 - - -
13 seq - - -
14 _JPN String 4096 -
15 String 4096 -
16 1_JPN String 4096 -
17 1 String 4096 -
18 2_JPN String 4096 -
19 2 String 4096 -
20 3_JPN String 4096 -
21 3 String 4096 -
22 _JPN String 4096 -
23 1 String 4096 -
24 2_JPN String 4096 -
25 2 String 4096 -
26 3_JPN String 4096 -
27 3 String 4096 -
28 String 4096 -
29 - - -
30 seq - - -
31 Integer 1 -
32 Integer 1 -
33 Integer 1 -
34 Integer 1 -
35 Integer 1 -
36 Integer 1 -
37 Integer 1 -
38 Integer 1 -
39 Integer 1 -
40 Integer 1 -
41 Integer 1 -
42 Integer 1 -
43 Integer 1 -
44 Integer 1 -
45 Integer 1 -
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46 Integer 1 -
47 Integer 1 -
48 Integer 1 -
49 Integer 1 -
50 Integer 1 -
51 Integer 1 -
52 Integer 1 -
53 Integer 1 -
54 Integer 1 -
55 Integer 1 -
56 Integer 1 -
57 Integer 1 -
58 Integer 1 -
59 Integer 1 -
60 Integer 1 -
61 Integer 1 -
62 Integer 1 -
63 Integer 1 -
64 Integer 1 -
65 Integer 1 -
66 Integer 1 -
67 Integer 1 -
68 Integer 1 -
69 Integer 1 -
70 Integer 1 -
71 Integer 1 -
72 Integer 1 -
73 Integer 1 -
74 Integer 1 -
75 Integer 1 -
76 Integer 1 -
77 Integer 1 -
78 - - -
79 seq - - -
80 _JPN String 4096 -
81 String 100 -
82 _JPN String 4096 -
83 String 4096 -
84 _JPN String 4096 -
85 String 4096 -
86 _JPN String 4096 -
87 String 4096 -
88 String 4096 -
89 String 4096 -
90 Email String 4096 -
91 - - -
92 seq - - -
93 _JPN String 4096 -
94 String 100 -
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95 _JPN String 4096 -
96 String 4096 -
97 _JPN String 4096 -
98 String 4096 -
99 _JPN String 4096 -

100 String 4096 -
101 String 4096 -
102 Email String 4096 -
103 String 4096 -
104 String 4096 -
105 seq - - -
106 _JPN String 4096 -
107 String 4096 -
108 _JPN String 4096 -
109 String 4096 -
110 - - -
111 seq - - -
112 _JPN String 4096 -
113 String 4096 -
114 _ 1 Integer - -
115 _ 2 Integer - -
116 _ 3 Integer - -
117 _ 1 Integer - -
118 _ 2 Integer - -
119 _ 3 Integer - -
120 _ 1 Integer - -
121 _ 2 Integer - -
122 _ 3 Integer - -
123 _ 4 Integer - -
124 _ 5 Integer - -
125 String - -
126 - - -
127 seq - - -
128 _JPN String 4096 -
129 String 4096 -
130 _ 1 Integer - -
131 _ 2 Integer - -
132 _ 3 Integer - -
133 _ 1 Integer - -
134 _ 2 Integer - -
135 _ 3 Integer - -
136 _ 1 Integer - -
137 _ 2 Integer - -
138 _ 3 Integer - -
139 _ 4 Integer - -
140 _ 5 Integer - -
141 String - -
142 - - -
143 seq - - -
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144 String 4096 -
145 - - -
146 - - -
147 String 32 -
148 - - -
149 seq - - -
150 _JPN String 4096 -
151 String 4096 -
152 _JPN String 4096 -
153 String 4096 -
154 _ - - -
155 seq - - -
156 _ - - -
157 seq2 - - -
158 - - -
159 Integer - -
160 Integer - -
161 Integer - -
162 String - -
163 _ - - -
164 seq2 - - -
165 - - -
166 Integer - -
167 Integer - -
168 Integer - -
169 String - -
170 - - -
171 _JPN String 4096 -
172 String 4096 -
173 _JPN String 4096 -
174 String 4096 -
175 - - -
176 - - -
177 _JPN String 4096 -
178 String 4096 -
179 - -
180 - -
181 - -
182 - -
183 Date -
184 URL String 4096 -
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 ( ) 
 

1 trials - - -
2 trial - - -
3 main - - -
4 trial_id String 255
5 utrn String - -
6 reg_name String 50 -
7 date_registration String 10 -
8 primary_sponsor String 2000 -
9 public_title String 2000 -

10 acronym String 255 -
11 scientific_title String 2000 -
12 scientific_acronym String 255 -
13 date_enrolment String 10 -
14 type_enrolment String 50 -
15 target_size String 255 -
16 recruitment_status String 255 -
17 url String 255 -
18 study_type String 255 -
19 study_design String 1000 -
20 phase String 255 -
21 hc_freetext String 8000 -
22 i_free_text String 8000 -
23 contacts - - -
24 contact - - -
25 type String 50 -
26 firstname String 50 -
27 middlename String 50 -
28 lastname String 50 -
29 address String 255 -
30 city String 50 -
31 country1 String 50 -
32 zip String 50 -
33 telephone String 255 -
34 email String 255 -
35 affiliation String 255 -
36 countries - - -
37 country2 String 50 -
38 criteria - - -
39 inclusion_criteria String 8000 -
40 agemin String 50 -
41 agemax String 50 -
42 gender String 50 -
43 exclusion_criteria String 8000 -
44 health_condition_code - - -
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45 hc_code String 255 -
46 health_condition_keyword - - -
47 hc_keyword String 500 -
48 intervention_code - - -
49 i_code String 255 -
50 intervention_keyword - - -
51 i_keyword String 500 -
52 primary_outcome - - -
53 prim_outcome String 8000 -
54 secondary_outcome - - -
55 sec_outcome String 8000 -
56 secondary_sponsor - - -
57 sponsor_name String 2000 -
58 secondary_ids - - -
59 secondary_id - - -
60 sec_id String 50 -
61 issuing_authority String 255 -
62 source_support - - -
63 source_name String 1000 -
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