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What should we expect from the new 
European & Global GCP frameworks

for phase I clinical trials?

within the Member States?
across Europe?

globally?

What does GCP mean for early stage trials
to sponsors, researchers, & patients?
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Research
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Confirming Fears

‘Human guinea pig
Raste Khan’

The Sun 15-03-2006
TGN 1412  Placebo Group, TeGenero & Paraxel CRO
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TGN 1412 Background

• TeGenero AG: a privately held biopharmaceutical 
company engaged in developing therapeutic drugs 
for severe immunological disorders.
Science Park Würzburg, Germany (since 2000)

• Paraxel CRO (US firm)
• Northwick Park Hospital, northwest London
• (first submitted for trial in Germany, but approval 

delayed pending a request for further information) 
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TGN 1412 Trial Design
• an immunomodulatory humanized agonistic anti-

CD28 monoclonal antibody targeted at diseases 
such as
multiple sclerosis, rheumatoid arthritis, and certain 
cancers 

• ‘first in man’ study
• 8 volunteers (males - paid £2,000 each):

6 received the test drug, 2 on placebo
• Medicines and Healthcare Products Regulatory 

Agency (MHRA) approval
• local research ethics committee (REC) approval
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TGN 1412 Result
• Adverse events: swelled heads and failed organs 

in 6 volunteers – 2 in critical conditions 
(‘catastrophic multisystem failure’ - BMJ)

• MHRA, UK, investigation
• Paul Ehrlich Institute, Germany, investigation
• Scotland Yard homicide division investigation
• Global press coverage

(Sunday Times: ‘Focus: poison chalice’) 
• BMJ Editorial: ‘This experience should foster an 

open culture in medical research’
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TGN 1412 Outcomes
MHRA Report recommended:
• trials of immune drugs only on ill patients;
• centres be set up for riskier studies; and
• the first dose be given to one person at a 

time 
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Company Failure

‘TeGenero regretfully announces that, as of July 4, 
2006, the management of the company has filed 
for the commencement of insolvency proceedings
at the competent local court / insolvency court 
Würzburg. . . . The unforeseeable adverse 
reactions caused by TGN1412 in the TGN1412-
HV phase 1 trial have made it impossible to attract 
the investment necessary for the company to 
continue operations.’
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‘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’

EU Directive 2001/20/EC
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The Path of the Directive
(now one year after)

• 1 May 2003 Implementation into  
Member States legislation

• 1 May 2004 Entered into force in 
all (25) Member States?

• 1 May 2004 EU became 25 
Member States

• June 2004 European Parliament 
Elections (and the proposal for EU 
Constitution in October 2004)
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Ethics Committee
Article 2, Definitions

(k) ‘ethics committee’: an independent 
body in a Member State, consisting of 
healthcare professionals and nonmedical
members, whose responsibility it is to 
protect the rights, safety and well-being of 
human subjects involved in a trial and to 
provide public assurance of that protection, 
by, among other things, expressing an 
opinion on the trial protocol, the suitability 
of the investigators and the adequacy of 
facilities, and on the methods and 
documents to be used to inform trial 
subjects and obtain their informed consent;
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Investigator
Article 2, Definitions

(f) ‘investigator’: a doctor or a person 
following a profession agreed in the 
Member State for investigations 
because of the scientific background 
and the experience in patient care it 
requires. The investigator is 
responsible for the conduct of a 
clinical trial at a trial site. If a trial is 
conducted by a team of individuals at 
a trial site, the investigator is the 
leader responsible for the team and 
may be called the principal 
investigator;
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Sponsor
Article 2, Definitions

(e) ‘sponsor’: an individual, 
company, institution or 
organisation which takes 
responsibility for the 
initiation, management 
and/or financing of a 
clinical trial;
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Competent Authority
EU GCP Inspections

‘The verification of compliance
with the standards of good 
clinical practice and the need to 
subject data, information and 
documents to inspection in order 
to confirm that they have been 
properly generated, recorded and 
reported are essential in order to 
justify the involvement of 
human subjects in clinical trials.’

EU Directive (15)
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The Cornerstone of Health Research 
Ethics

It is the duty of the 
physician to promote
and safeguard the health 
of the people.

His or her knowledge 
and conscience are 
dedicated to the 
fulfilment of this duty.

(DoH, Intro, Paragraph 2)
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Helsinki on Ethical Review 1964
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Helsinki on Ethical Review 1975

The design and performance of each experimental 
procedure involving human subjects should be 
clearly formulated in an experimental protocol 
which should be transmitted for consideration, 
comment and guidance to a specially appointed 
committee independent of the investigator and the 
sponsor provided that this independent committee is 
in conformity with the laws and regulations of the 
country in which the research experiment is 
performed. (I.2)
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Helsinki on Ethical Review 2000
The design and performance of each experimental 
procedure involving human subjects should be clearly 
formulated in an experimental protocol. This protocol 
should be submitted for consideration, comment, 
guidance, and where appropriate, approval to a specially 
appointed ethical review committee, which must be 
independent of the investigator, the sponsor or any other 
kind of undue influence. This independent committee 
should be in conformity with the laws and regulations of 
the country in which the research experiment is 
performed. The committee has the right to monitor 
ongoing trials. The researcher has the obligation to 
provide monitoring information to the committee, 
especially any serious adverse events. The researcher 
should also submit to the committee, for review, 
information regarding funding, sponsors, institutional 
affiliations, other potential conflicts of interest and 
incentives for subjects.

Declaration of Helsinki, Paragraph 13
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‘For the purposes of 
implementation of the 
clinical trials, Member 
States shall take the 
measures necessary for 
establishment and 
operation of Ethics 
Committees.’

Article 6.1

Ethical Review
A Government Responsibility
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Timeline for Ethical Review

The Ethics Committee shall have a maximum 
of 60 days from the date of receipt of a 
valid application to give its reasoned 
opinion to the applicant and the competent 
authority in the Member State concerned.

Article 6.5



23

Ethics Committees

For multi-centre clinical trials limited to the territory 
of a single Member State, Member States shall 
establish a procedure providing, notwithstanding 
the number of Ethics Committees, for the adoption 
of a single opinion for that Member State. 

In the case of multi-centre clinical trials carried out 
in more than one Member State simultaneously, a 
single opinion shall be given for each Member 
State concerned by the clinical trial.

Article 7
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Detailed Guidance
(Article 8)

The Commission, in 
consultation with Member 
States and interested parties, 
shall draw up and publish 
detailed guidance on the 
application format and 
documentation to be submitted 
in an application for an ethics 
committee opinion, in particular 
regarding the information that is 
given to subjects, and on the 
appropriate safeguards for the 
protection of personal data.
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The Guidance Documents
• Detailed Guidelines on the principles of good clinical practice in the conduct in 

the EU of clinical trials on medicinal products for human use
• Detailed guidance on the application format and documentation to be submitted in 

an application for an ethics committee opinion on a clinical trial on a medicinal 
product for human use
Detailed guidance for the request for authorisation of a clinical trial on a 
medicinal product for human use to the competent authorities in the European
Union, notification of substantial amendments and declaration of the end of a 
clinical trial

• Detailed guidelines on the trial master file and archiving to implement the 
directive on Clinical Trials on medicinal products for human use

• Detailed guidance on the collection, verification and presentation of adverse 
reaction reports arising from clinical trials on medicinal products for human use

• Detailed guidance on the European database of Suspected Unexpected Serious 
Adverse Reactions (Eudravigilance -Clinical Trial Module)

• Detailed guidance on the European clinical trials database (EUDRACT Database) 



26

The Guidance Documents (cont.)

• Detailed guidelines on inspection procedures for the verification of GCP 
compliance to implement the directive on Clinical Trials on medicinal products 
for human use

• Detailed guidelines on the qualifications of inspectors who should verify 
compliance in clinical trials with the provisions of Good Clinical Practice for an 
investigational medicinal product to implement the directive on Clinical Trials on 
medicinal products for human use

• Manufacturing and/or Import Authorisation of Investigational Products for 
Human Use-Contents of the Application

• Authorization Referred to in Article 13, Paragraph 1 of Directive 2001/20/EC: 
Requirements to Obtain Authorization and Requirements to Be Met by the Holder 
of This Authorization

• Draft Proposal for a Commission Directive…/…/EC Amending 91/356/EEC, 
Laying Down the Principles and Guidelines of Good Manufacturing Practice for 
Medicinal Products for Human Use

• Modifications of Commission Directive 91/356/EEC of 13 June 1991 Laying 
Down the Principles and Guidelines of Good Manufacturing Practice for 
Medicinal Products for Human Use (two column informal working document)

• Volume 4: Good Manufacturing Practices; Annex 13: Manufacture of
Investigational Medicinal Products; November 2001
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INFORMATION FOR ETHICS COMMITTEES 

INFORMATION REQUIRED FOR ETHICS 
COMMITTEES 

AU
S. 

BE
L. 

DE
N. 

FI
N.

FR
A. 

GE
R. 

GR
E. 

IT
A.

IR
E.

LU
X. 

NE
T. 

PO
R. 

SPA
. 

SW
E. 

UK 

MS SPECIFIC INFORMATION                
Receipt of confirmation of the EUDRACT number  Yes   Yes Yes  Yes   Yes Yes  Yes Yes 
Covering letter Yes Yes No Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes 
Application form  Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes 
Clinical trial protocol Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes 
Investigator’s brochure Yes Yes No Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes 
List of Competent Authorities to which the application has been 
submitted and details of decisions 

Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes 

                
Subject related                
Informed consent form Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes 

A 
Yes Yes Yes Yes 

Subject information leaflet  Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes 
A 

Yes Yes Yes Yes 

Arrangements for recruitment of subjects Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes 
Protocol related                
Summary of the protocol in the national language No Yes  Yes Yes Yes  Yes Yes  Yes Yes Yes Yes Yes 
Outline of all active trials with the same IMP No A No No No No Yes Yes No  Yes No No No No 
Peer review of trial when available Yes No No No Yes No Yes Yes No  Yes Yes No No Yes 
Ethical assessment made by the principal/coordinating 
investigator 

No No Yes Yes Yes No  No No  Yes No Yes Yes Yes 

IMP related                
Investigational Medicinal Product Dossier (IMPD) A No No No No No YesA Yes No  Yes No No No No 
Simplified IMPD for known products. See table 1 in application 
to competent authorities 

A No No No No No YesB Yes No  Yes No No No No 

Summary of Product Characteristics (SmPC) (for products with 
marketing authorisation in the Community)  

No No  No Yes Yes Yes Yes No Yes Yes No 

If IMP manufactured in E.U.:                 
− copy of the manufacturer authorization referred to in Art. 

13.1. of the Directive stating the scope of this authorization 
 No  No No No  Yes No  Yes No No No No 

A and B : only information according to applicatoin to competent authroities, 
attachement 2, point 2.1.S Drug Substance, points 2.1.S.1 to 2.1.S.1.3 and 2.1.P 
Medicinal Product, under point 2.1.P.2.1 Components of the Medicinal Product, point 
2.1.P.2.2.1 Drug Substance 
 

Information for the Ethics Committees
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INFORMATION  REQUIRED AUS. BEL. DEN. FIN. FRA. GER. GRE. ITA. IRE. LUX. NET. POR. SPA. SWE. UK

CORE INFORMATION   
Receipt of confirmation of EUDRACT number Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes

Covering letter Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes
Application form  Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes
Protocol with all  current amendments Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes
Investigator's brochure Yes Yes 

A 
Yes 
A 

Yes Yes Yes Yes 
A 

Yes Yes  Yes Yes Yes Yes Yes

Investigational Medicinal Product Dossier (IMPD) Yes Yes Yes Yes Yes Yes Yes Yes Yes  Yes Yes Yes Yes Yes
Simplified IMPD for known products. See table 1 Yes Yes Yes 

B 
Yes Yes Yes Yes Yes Yes  Yes Yes Yes A Yes Yes

Summary of Product Characteristics (SmPC) (for products with marketing 
authorisation in the Community) 

Yes Yes Yes 
C 

Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes

List of Competent Authorities to which the application has been submitted and 
details of decisions 

Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes

Copy of ethics committee opinion when available Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes
MS SPECIFIC INFORMATION     
Subject related    
Informed consent form Yes No Yes 

D 
Yes Yes Yes Yes Yes Yes  No Yes No Yes No 

Subject information leaflet  Yes No Yes 
D 

Yes Yes Yes Yes Yes Yes  No No Yes Yes No 

Arrangements for recruitment of subjects Yes No No Yes No No No No No  No No No No No 

Protocol related   A  
Summary of the protocol in the national language No B No No Yes No Yes Yes No No Yes Yes Yes

Outline of all active trials with the same IMP No No No Yes Yes Yes Yes Yes No Yes No Yes Yes Yes

Peer review of trial when available Yes No No No Yes Yes Yes Yes No No No No No No 
Ethical assessment made by the principal/coordinating investigator No No Yes 

E 
No No No No No No No No No 

 
 

Information to be Submitted to the 
Competent Authorities
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The UK Situation

The Medicines for 
Human Use 

(Clinical Trials) 
Regulation 2004

(SI 2004/1031)
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The UK ‘Sponsor’

• “sponsor” means, in relation to
a clinical trial, the person who
takes on ultimate responsibility
for the initiation and 
management (or arranging the 
initiation and management) of, 
and the financing (or arranging
the financing) for, that trial
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Sponsor Responsibilities
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The Belgian Law on Human 
Research

Wet inzake
experimenten op de 
menselijke persoon

Loi relative aux 
expérimentations sur
la personne humaine

dated 7 May 2004
published 18 May 2004
effective 1 May 2004
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The French Law

LOI no 2004-806 du 9 
août 2004 relative à la 
politique de santé
publique
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The Path of Research

• Methodology
• Community
• Institutions
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Fortune Magazine
8 August 2005

‘Nearly 40% of all clinical 
trails are now conducted in 
poorer countries such as 
Russia and India, where 
costs are lower and patients 
more vulnerable. And that’s 
raising questions about 
ethics and oversight.’

Exploitation of patients & 
GCP by the CRO industry.
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The Globalisation of Clinical Trials 
and of GCP & Ethics

‘The episode is a sign that ChinaThe episode is a sign that China’’s clinical research is s clinical research is 
jumping ahead of its system for ethical oversight.jumping ahead of its system for ethical oversight.’’ NatureNature
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Dimensions of GCP
General Frameworks
• WHO GCP
• ICH GCP

Regional/Applied Frameworks
• EU GCP
• US CFR

National/Applied GCP Guidelines
• India, China, Russia, Singapore, 

Malaysia, Indonesia, South 
America, South Africa, Turkey
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Phase I Clinical Trials in European & 
Global Paediatric Medicines Research
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Medicines for Children
European Actions

• European Council and Parliament 
Regulation on Medicinal Products for 
Paediatric Use 2006

• A European Initiative on Developing 
a European Network of Researchers
for the Evaluation of Medicinal 
Products in Children European 
Commission, 19 April 2005

• A GCPAlliance Roundtable 
Discussion on the Establishment of 
an International Platform for the 
Development of Paediatric Medicines
Washington, DC, 30 June – 1 July 2005
European Commission, 19 October 2005
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Expectations Regarding EU Legislation
on Medicines for Paediatric Use

• Paediatric Board (EMEA)
• New medicines required to have data on use in children

(all medicines, possibly used in children, required to have
a Paediatric Investigation Plan [PIP] – includes all MAA’s & new 

indications, etc.; waiver or deferral possible)
• New medicines gain 12 (6) month extension to 

supplementary protection certificate (SPC) if data in 
children

• Established medicines can apply for ad-hoc paediatric 
marketing authorisation
(10 years data exclusivity; marketed within 12 months)

• Studies in established medicines will have access to the 
Paediatric Study Programme (EMEA)
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EU Ethics Guidance for Paediatric
Research

Commission Guideline
Guideline on the Ethics 
of Clinical Trials in 
Children
in the Framework of Directive 
2001/20/EC
draft, 6 October 2006
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Children in Phase I Studies
15. Healthy children/ ‘volunteers’ studies

In principle, healthy children should not be enrolled as healthy 
volunteers, because they cannot consent and are vulnerable. 
Studies should not be performed in children when they can be 
performed in adults. In some situations however, studies have 
to be performed in healthy children. Prevention trials or 
paediatric vaccine trials, including immunogenicity studies, 
may fall into this category are an example of such trials. 
Whenever possible the older age groups should be considered 
for inclusion before the younger ones. Proof of concept should 
be obtained in relevant animal models and/or in adults 
whenever possible. Studies such as pharmacokinetic studies, 
which cannot be performed in adults, should be done in the 
intended population as far as possible, i.e., the one affected by 
the disease, although it is recognised that data obtained in 
affected children may have increased variability. Vaccines 
trials are performed in healthy children, but who represent the 
intended population.
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fpc@gcpalliance.org

What impact will the
evolving European and Global 

Good Clinical Practice environments
have on your early phase clinical 

trials?
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