
Chapter 2. Ethical and Legal Aspects of Clinical Trials

2.1 Introduction to Laws, Regulations and Guidelines

Clinical trials are guided by a number of regulations which protect the subject from taking

undue risk in participating in a clinical trial, enforce both voluntary consent to research and

the continual assessment of risk and benefit.

The term regulations is often used as a collective term covering all acts or laws with their

regulations and ordinances (interpretations by executive branch), directives and their

detailed guidances, guidelines, recommendations and opinions. These include but are not

limited to the

 Acts or Laws 1

 US Code of Federal Regulations and Rules, EU Regulations or Ordinances2

 Directives e.g. 2001/20/EC and 2003/94/EC

 Detailed Guidances to Directive 2001/20/EC (ENTR/CT 1-5),

 Guidelines e.g. ICH-Good Clinical Practice CPMP/ICH/135/95,

 Recommendations e.g. World Medical Association Declaration of Helsinki

 Opinions

US Code of Federal Regulations are an interpretation of laws by executive branch and are

legally binding in USA once promulgated, as are national laws and ordinances in Europe.

Directives reflect current thinking on a topic and bind member states to common

objectives, which must be implemented into National Law in a given timeframe.

Guidelines, recommendations and opinions are considered “soft law” and should be

respected. They are not legally binding but can play an important role in preparing official

expert opinions (arbitrements).

1 in Germany German Medicines Act / German Drug Law (Arzneimittelgesetz)
2 in Germany GCP-Verordnung
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Table 2.1 Overview of the development of ethics in clinical research 
Ethics in Clinical Research

1803 Thomas Percival - first code of medical ethics to include requirements concerning

research

1833 William Beaumont - ethical code specifically focussed on human experimentation

1865 Claude Bernard, a French physiologist published ‘Introduction to the Study of Clinical

Medicine’: “It is our duty and right to perform and experiment on man when it can

save his life, cure him or gain him some personal benefit. The principal of medical

and surgical morality, therefore, consists of never performing on man an experiment

which might be harmful to him to any extent, even though the result might be highly

advantageous to science, that is, to the health of others.”

1900 Research regulations in Prussia introduced following vaccination trials performed

without consent on poor and vulnerable people (abandoned children, prostitutes).

1920’s Some of the earliest and clearest pronouncements on the importance of consent in

medical research are to be found in early 20th Century in Germany.

1931 Directive from the Home Secretary of the German Reich forbids “innovative therapy”

unless the “subject or his legal representative has unambiguously consented to the

procedure in the light of relevant information provided in advance”

1947 The Nuremberg Code was published following experiments in Second World War on

Prisoners-of-War.

1964 World Medical Associations Declaration of Helsinki revised in 1975, 1983, 1989,

1996 and 2000 replaces the Nuremberg Code.

1993, 2002 CIOMS International Ethical Guidelines for Biomedical Research Involving Human

Subjects.

1996 ICH Tripartite Guideline on Good Clinical Practice (1996) in Clinical Trials.

1997 European Bioethics Convention on human rights and biomedicine in Oviedo in Spain

in 1997

2001 EU Directive 2001/20/EC

2.2 Nuremberg Code (1947)

The first international recommendation, the Nuremberg Code, on the ethics of medical

research was developed from 1947 to 1949 by the Nuremberg Military Tribunals during

their trial of the Nazi physician-researchers following the atrocious experiments conducted

on prisoners of war during the Second World War.(1) These included experiments

involving sterilization where dried plant juice was put into food that was fed to
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concentration camp populations, intra-uterine injections of a silver nitrate solution were

given to women without their consent during routine physical examinations, sterilizing

doses of X-radiation were given to men exposed without their knowledge. In addition, Nazi

physician/researchers were under great pressure to develop an effective vaccine for typhus

fever to administer to German troops. At Buchenwald concentration camp, experiments

were conducted in which prisoners were administered vaccine (or placebo) and then

injected with blood from patients with typhus fever. Between 1942 and 1943, about 729

people were subjected to such experiments and 154 died.

As a result of these experiments fundamental ethical principles for the conduct of research

involving humans were established and the Nuremberg Code became the first international

standard for the conduct of research. It was designed to protect the integrity of the research

subject, set out conditions for the ethical conduct of research involving human subjects and

established voluntary consent to research:

"The voluntary consent of the human subject is absolutely essential"

The Nuremberg Code points out that the risk taken by medical research must be weighed

against the expected benefit, and that unnecessary pain and suffering must be avoided:

“The degree of risk to be taken should never exceed that determined by the humanitarian

importance of the problem to be solved by the experiment.”

2.3 Declaration of Helsinki (1964)

In 1962 and 1964, the World Medical Association issued new recommendations on

“Ethical Principles for Medical Research Involving Human Subjects”, which adapted the

principles of the Nuremberg Code to the realities of medical research. Following the World

Medical Association meeting in Japan in 1975 a totally rewritten Declaration of Helsinki,

we now call the Revised Declaration of Helsinki was adopted and amended several times,

most recently by the 52nd WMA General Assembly, Edinburgh, Scotland, October 2000.

The Declaration replaced the Nuremberg Code's first principle: "The voluntary consent of

the human subject is absolutely essential" with a recognition of the legitimacy of proxy

consent for research involving children and persons with cognitive impairment.

The Declaration of Helsinki has had much impact, especially in the field of setting up of

ethics committees (EU) or investigational review boards (USA) and deals with the well-
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being of research subjects and the avoidance of risk.(2) It has on the whole been transferred

into national law particularly since the implementation of EU Directive 2001/20/EC into

National Law in all EU Member States.

“It is the duty of the physician in medical research to protect the life, health, privacy, and

dignity of the human subject. “

2.4 CIOMS International Ethical Guidelines for Biomedical
Research Involving Human Subjects (1993, 2002)

The Council for International Organizations of Medical Sciences (CIOMS) is an

international, non-governmental, non-profit organization established jointly by World

Health Organization (WHO) and UNESCO in 1949. In March 1993, the CIOMS, in

collaboration with the WHO, issued their International Ethical Guidelines for Biomedical

Research Involving Human Subjects. This document, an extensive revision of the CIOMS-

WHO guidelines published in 1982, provides guidance for the proper application of the

principles of the Declaration of Helsinki and focuses particularly on research sponsored by

or initiated in developed countries and carried out in developing countries and was updated

in 2002. (3,4,)

In the early 1980s, in close collaboration with the WHO, the Council for International

Organizations of Medical Sciences (CIOMS) launched its program on drug development

and use. CIOMS provided a forum for policy makers, pharmaceutical manufacturers,

government officials and academics to make recommendations on the communication of

safety information between regulators and the pharmaceutical industry. The adoption of

many of the recommendations of CIOMS by the International Conference on

Harmonization (ICH) in the 1990s has had a notable impact on international drug

regulation

Safety monitoring during clinical trials is now recognized as one of the major concerns for

new drug development. This is currently being addressed by a CIOMS working group.

Three main topics are being addressed

1) the collection of adverse experience information

2) assessment/monitoring of clinical data

3) reporting/communication of clinical data.
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2.5 The European Bioethics Convention (1997)

The European Council in Strasbourg published the European Bioethics Convention on

human rights and biomedicine in Oviedo in Spain in 1997, which deals with many medical

matters including acceptable access to health care, informed consent, emergency situations,

the human genome and finally scientific research. The Declaration of Helsinki and the

European Bioethics Convention can be regarded as two circles that partly overlap one

another. However the European Convention of Oviedo has many shortcomings and should

not take the place of the Declaration of Helsinki in medical research. (5)

2.6 The Erice Declaration (1997)

The Erice Declaration (1997) challenges public health administration, health professionals,

the pharmaceutical industry, government, drug regulators and consumers to strive towards

the highest ethical, professional and scientific standards in protecting and promoting safe

use of medicines. The Declaration urges governments and others involved in determining

policies relating to the benefit, harm, effectiveness and risk of medicines to account for

what they communicate to the public and patients. It calls for honesty when communicating

drug safety information, even when such information may be incomplete and investigations

still underway. It further asks that patients be openly informed of the facts, assumptions and

uncertainties of the safety profiles of the medicines they use.

2.7 ICH Tripartite Guideline on Good Clinical Practice (1997)

The International Conference on Harmonisation (ICH) started their work in 1990 and

introduced ICH of Technical Requirements for Registration of Pharmaceuticals for Human

Use in 1996, based on ethical principles of the Declaration of Helsinki. This was a joint

effort to develop a single set of guidelines on Good Clinical Practice (GCP) to ensure that

data generated from clinical trials are mutually acceptable to regulatory authorities in the

the United States of America (Federal Register ICH Topic E6), European Union

(CPMP/ICH/135/95), Japan (“Japanese technical requirements for new drug and as part of

the registration 1997”) and thus enable more efficient licensing of new drugs in all

participating countries. The guideline were published in 1997. (6)
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Table 2.2. Contents of ICH Topic E6: Guideline for Good Clinical Practice (CPMP/ICH/135/95)
Contents of ICH Topic E6: ICH Tripartite Guideline on Good Clinical Practice (1996)

(CPMP/ICH/135/95)
1. Glossary 5. Sponsor
2. The Principles of ICH GCP 6. Clinical Trial Protocol and Protocol Amendments

3. Institutional Review Board
Independent Ethics Committee 7. Investigator’s Brochure

4. Investigator 8. Essential Documents for the Conduct of a Clinical
Trial

Principles of GCP and Basis for EU Directive 2001/20/EU

 Clinical trials should be conducted in accordance with the ethical principles that have their origin

in the Declaration of Helsinki, and that are consistent with GCP and the applicable regulatory

requirements.

 Before a trial is initiated, foreseeable risks and inconveniences should be weighed against the

anticipated benefit for the individual trial subject and society. A trial should be initiated and

conducted only if the anticipated benefits justify the risks.

 The rights, safety, and well-being of the trial subjects are the most important considerations and

should prevail over the interests of science and society

 The available non-clinical and clinical information on an investigational product should be

adequate to support the proposed clinical trial

 Clinical trials should be scientifically sound, and described in a clear, detailed protocol

 A trial should be conducted in compliance with the protocol that has received prior ethics

committee approval.

 The medical care given to, and medical decisions made on behalf of subjects should be the

responsibility of a qualified physician, or, when appropriate, a qualified dentist.

 Each individual involved in conducting a trial should be qualified by education, training and

expertise to perform his or her respective tasks.

 Freely given informed consent should be obtained from every trial participant prior to clinical

trial participation

 All clinical trial information should be recorded, handled, and stored in a way that allows its

accurate reporting, interpretation and verification.

 The confidentiality of records that could identify subjects should be protected, respecting the

privacy and confidentiality rules in accordance with the applicable regulatory requirements.

 Investigational products should be manufactured, handled, and stored in accordance with Good

Manufacturing Practice. They should be used in accordance with the approved protocol.
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Table 2.3. List of relevant ICH guidelines and topics governing clinical trials:
Code Reference Topic
E1A CPMP/ICH/375/95 The Extent of Population Exposure to Assess Clinical Safety for

Drugs Intended for Long-Term Treatment of Non-Life-Threatening
Conditions

E2A CPMP/ICH/377/95 Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting

E2BM CPMP/ICH/287/95 Data Elements for Transmission of Individual Case Safety Reports
(ICSR) (2002). E2B (M) Data Elements for Transmission of ICSR
(2004 Q & A)

E2B/M2 Maintenance of the Clinical Safety Data Management including the
Maintenance of the Electronic Transmission of ICSR Message
Specification

E2C CPMP/ICH/288/95 Clinical Safety Data Management: Periodic Safety Update Reports for
Marketed Drugs. Addendum E2 C2004

E2D CPMP/ICH/4679/02 Post-Approval Safety Data Management: Definitions and Standards
for Expedited Reporting ICH July 2003 –draft guidance

E2E Pharmacovigilance Planning (PvP) ICH November 2003 –draft
guidance

E3 CPMP/ICH/137/95 Structure and Content of Clinical Study Reports
E4 CPMP/ICH/378/95 Dose-Response Information to Support Drug Registration

E5 CPMP/ICH/289/95 Ethnic Factors in the Acceptability of Foreign Clinical Data
E6 CPMP/ICH/135/95 Good Clinical Practice: Consolidated Guideline

E7 CPMP/ICH/379/95 Studies in Support of Special Populations: Geriatrics
E8 CPMP/ICH/291/95 General Considerations for Clinical Trials

E9 CPMP/ICH/363/96 E9 Statistical Principles for Clinical Trials
E10 CPMP/ICH/364/96 Choice of Control Group and Related Issues in Clinical Trials

E11 CPMP/ICH/291/95 Clinical Investigation of Medicinal Products in the Pediatric
Population

M3 CPMP/ICH/286/95 Non-Clinical Safety Studies for the Conduct of Human Clinical Trials
for Pharmaceuticals (animal pharmacology and toxicicology studies)

S6 CPMP/ICH/302/95 Safety Studies for Biotechnology-Derived Products

2.8 EU-Guidelines and Directives
The website of the European Commission (http://pharmacos.eudra.org/F2/home.html)

includes important information on the performance of clinical trials:

 Volume 1 Directives e.g. Clinical Trial Directive 2001/20/EC

 Volume 3 Guidelines e.g. Good Clinical Practice ICH E6 -CPMP/ICH/135/95

 Volume 4 Good Manufacturing Practices (Annex 13)

 Volume 9 Pharmacovigilance (concomitant medication)
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Table 2.4. The rules governing medicinal products in the European Union
Eudralex: Rules Governing Medicinal Products for Humans in the European Union

http://pharmacos.eudra.org/F2/home.html

Volume 1 - Pharmaceutical Legislation
Directives, Regulation, Miscellaneous

Medicinal Products for Human use.
e.g. Clinical Trial Directive 2001/20/EC

Volume 2 - Notice to Applicants.
Volume 2A - Procedures for marketing authorisation
Volume 2B - Presentation and content of the dossier
Volume 2C - Regulatory Guidelines

Medicinal Products for Human use

Volume 3 - Guidelines (including ICH guidelines)
Volume 3A - Quality and biotechnology guidelines
Volume 3B - Safety, environment and information
Volume 3C - Efficacy – clinical Guidelines (general)

Medicinal Products for Human use.
e.g. Good Clinical Practice (GCP)

ICH Topic E6 - CPMP/ICH/135/95

Volume 4 - Good Manufacturing Practices
Basic Requirements, Annexes
(e.g. Annex 13 Manufacture of IMP - GMP)

Medicinal Products for Human and Veterinary
use.
e.g. Good Manufacturing Practices (GMP)

Volume 9 - Pharmacovigilance Medicinal Products for Human and Veterinary
use.

2.9 EU-Directive 2001/20/EC (2001)

A need to harmonize clinical research in Europe, which was up until 2001 regulated by a

variety of rules and regulations in the different Member States, led to a meeting with

representatives from academia, industry, regulatory bodies and European Union (EU) and

the development of the clinical trial European Directive 2001/20/EC. The Directive

2001/20/EC was to be implemented into European Drug Laws of all Member States by

2004 and make Clinical Research in Europe more attractive. (8)

Directive 2001/20/EC is elucidated by 5 guidelines:

1. CT Application - Detailed guidance for the request for authorisation of a clinical trial

on a medicinal product for human use

2. Ethics Committees Application - Detailed guidance on the application format and

documentation to be submitted in an application for an Ethics Committee opinion

3. Adverse Reaction Reporting - Detailed guidance on the collection, verification and

presentation of adverse reaction reports arising from clinical trials
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Table 2.5. Contents of the Clinical Trial Directive 2001/20/EC

DIRECTIVE 2001/20/EC
http://pharmacos.eudra.org/F2/eudralex/vol-1/home.htm

Article 1 Scope Article 13 Manufacture and import of IMP*

Article 2 Definitions Article 14 Labeling
Article 3 Protection of clinical trial subjects Article 15 Verification of compliance of IMP* with good

clinical and manufacturing practice
Article 4 Clinical trials on minors Article 16 Notification of adverse events

Article 5 Clinical trials on incapacitated
adults not able to give informed
legal consent

Article 17 Notification of serious adverse reactions

Article 6 Ethics Committee Article 18 Guidance concerning reports
Article 7 Single opinion Article 19 General provisions

Article 8 Detailed guidance Article 20 Adaptation to scientific and technical progress
Article 9 Commencement of a clinical trial Article 21 Committee procedure

Article 10 Conduct of a clinical trial Article 22 Application
Article 11 Exchange of information Article 23 Entry into force

Article 12 Suspension of the trial or
infringements

Article 24 Addressees

AIM of DIRECTIVE 2001/20/EC for all Member States
 To legally enforce established ethical and scientific principles for conducting clinical trials (CT)

 To establish public assurance that rights, safety and well-being of trial subjects are protected
 To reinforce protection for incapacitated adults and minors
 To encourage clinical research in children
 To ensure the credibility and validity of the research results
 To shorten authorisation and approval procedures and encourage research in Europe

 To establish quality assurance and harmonisation of administrative procedures
 To improve communication between authorities and industry

(Community Database-EudraCT, Eudravigilance)

 To establish measures of quality assurance (e.g. inspections) of manufacturing procedures (GMP)
 To establish measures of quality assurance (e.g. validation, monitoring, audit, inspections) of clinical

trials (GCP)
*IMP investigational medicinal products;

4. EudraVigilance Clinical Trial Module - Detailed guidance on the European Database of

Suspected Unexpected Serious Adverse Reactions

5. EudraCT - Detailed guidance on the European clinical trials database The detailed

guidance will be included in the Notice to Applicants in the new Volume 10 relating to

information on clinical trials. http://pharmacos.eudra.org/F2/home.html

http://www.eudract.emea.eu.int/document.html
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In addition: http://pharmacos.eudra.org/F2/home.html

6. Rules and Guidance for Pharmaceutical Manufacturers and Distributors, Competent

Authorities 1997 - Annex 13 “Manufacture of Investigational Medicinal Products”. (

Rules Governing Medicinal Products in the European Union Volume 4 GMP) http://

7. Commission Directive 005/28/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 (Text with EEA relevance)

2.10 Major changes to clinical trial legislations and procedures

 Legal definitions: For the first time the term clinical trial is clearly defined and includes

both commercial and non-commercial academic interventional trials but excludes non-

interventional studies (post-marketing surveillance studies and epidemiological trials). For

legal purposes and harmonization throughout Europe the terms ethics committee, sponsor

and investigator are also clearly defined.

 The sponsor plays a central role and carries full responsibility for the initiation,

management and/or financing of a clinical trial. According to European understanding each

trial must have one sponsor. For the pharmaceutical industry this was always the case but

for non-commercial academic investigator initiated clinical trials the “sponsor” role for

international multi-center trials has not yet been clarified. The sponsor can be: an individual

–here the investigator can be considered; an organization –for example the research group;

or as legal entity - the university or the institution. From a financial point of view the latter

is preferred, to cover required physician and patient insurances. Although the sponsor

carries the legal responsibility, contracts must be agreed on between involved parties of the

clinical trial as neither ICH E6 Good Clinical Practice Guideline (CPMP/ICH/135/95), nor

Directive 2001/20/EG sets clear boundaries between the duties of the sponsor, concerned

institutions or investigators.
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Table 2.6. Definitions to be implemented into national laws

Legal Definitions

‘Clinical trial’: any investigation in human subjects intended to discover or verify the clinical,

pharmacological and/or other pharmacodynamic effects of one or more investigational medicinal product(s),

and/or to identify any adverse reactions to one or more investigational medicinal product(s) and/or to study

absorption, distribution, metabolism and excretion of one or more investigational medicinal product(s) with

the object of ascertaining its (their) safety and/or efficacy.

‘Non-interventional trial’: a study where the medicinal product(s) is (are) prescribed in the usual manner in

accordance with the terms of the marketing authorisation. The assignment of the patient to a particular

therapeutic strategy is not decided in advance by a trial protocol but falls within current practice and the

prescription of the medicine is clearly separated from the decision to include the patient in the study. No

additional diagnostic or monitoring procedures shall be applied to the patients and epidemiological methods

shall be used for the analysis of collected data.

‘Sponsor’: an individual, company, institution or organization which takes responsibility for the initiation,

management and/or financing of a clinical trial.

‘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.

‘Ethics committee’: an independent body in a Member State, consisting of healthcare professionals and

nonmedical members, whose responsibility it is to protect rights, safety and wellbeing of human subjects

involved a trial and to provide public assurance of that protection, by, among other things, expressing an

opinion on the protocol, the suitability of the investigators and adequacy of facilities, and on the methods

and documents to be used to inform trial subjects and obtain informed consent.

 Clinical trials in minors: Research in minors is now extended from direct benefit for the

individual to benefit for the group of affected patients but no matter what under conditions

of minimal risk and minimal burden. Informed consent must represent the presumed will

and may be revoked at any time either orally or in writing. Informed consent of the minors

themselves is required when they are able to understand the nature, importance and

consequences of the clinical trial. There is to be no incentives or financial inducements

(except compensation) for participation in the clinical trial. Ethics committee should have a

member with paediatric expertise.
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 Clinical trials in incapacitated adults not able to give informed consent is possible if the

informed consent of the legal representative has been obtained; consent must represent the

subject's presumed will and may be revoked at any time, without detriment to the subject.

The research must have benefit to the individual and must involve a life-threatening or

severe clinical condition. This includes dementia.

 Ethics Committee: The role of the ethics committees has changed from a legal

occupational advisory committee to an institution for protecting patients, with the character

of an administrative body and is equally liable as are the competent authorities for the trial

in a court of justice. This is limited to intent and gross negligence by procedures, which are

a hindrance to the sponsors (administrative offence). The responsibilities of the Ethics

committee are to provide public assurance that the rights, safety and well being of trial

subjects are protected by checking the protocol, the suitability of the investigator and

institutions, the patient information and informed consent, the confidentiality of the

participants data and insurance coverage.

 Investigational Medicinal Products (IMP): The sponsor (and not the investigator) must

assure that the manufacturing and testing of the IMP is in compliance with GMP, involves

suitable and licensed manufacturers and laboratories for these procedures and that the

quality is equivalent to the information contained in the IMP dossier.

 Labeling: More extensive procedures for labeling /re-labeling are required. Labeling is

now required in national language. The aim is to ensure the safety of the patient by

clarifying administration of the product and establishing a means of tracing the origin of the

medication. Essential concessions have been made for IMP which are marketed, which do

not require labeling if used or assembled in the same way and if the indication is within the

boundaries of the licensed indication. This is an important concession introduced in

particular for therapy optimizing academic non-commercial clinical trials.

 The “Qualified Person” plays a new key role and ensures that each batch is

manufactured according to GMP and if IMP from third county (e.g. USA) that GMP

standards are equivalent to EU GMP with analysis, tests or checks necessary to confirm its

quality.
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Figure 2.1 Flow-diagram of approval / authorisation procedures

 Approval / Authorisation: Application for approval or authorisation including a

synopsis of the clinical trial by the sponsor to Ethics Committee and Competent Authorities

must be in the national language, other necessary documents can be in English. Fixed time

limits for approval / authorisation by ONE main Ethics Committee and Competent

Authority have been determined with 30 days for mono- and 60 days for multi-centre trials

which should streamline and accelerate proceedings. Clinical trials of gene therapy, somatic

cell therapy and all medicinal products containing genetically modified organisms are

permitted extensions from 60 to max. 180 days with exception for clinical trials with where

no time limit has been enforced due to increased data requirements. Phase 1 studies which

are based on a development program approved by the same Ethics Committee and

Competent Federal Authorities can be approved within 14 days

 Amendments: The sponsor can only undertake relevant changes in protocol when these

are approved and authorized by Ethics Committee and by Competent Authorities.

 Adverse Event Reporting: Expedited reporting of adverse reactions and other relevant

safety information has been harmonized throughout Europe. The protocol may define SAE

not requiring immediate reporting, or those "crucial” adverse events/laboratory

abnormalities subject to timely reporting to the sponsor. Time limits for reporting safety

Initial Application Ethics Committee

Is Application valid ?

Additional Info needed

Initial Application Competent Authorities

Is Application Valid ?

Grounds for non-acceptance

Correct Application
in 14 days

Positive opinion Negative Opinion

Amend application

10 days

Stop clock !

Rejection Authorisation

90 days

Approval / Authorisation Procedures

30 days – monocentre CT
60 days - multicentre CT

30 days for all CT
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information from clinical trials to competent authorities and ethics committees have been

enforced (no later than 7 days for deaths and life-threatening adverse reactions and 15 days

for all others). The aim is to identify and concentrate on serious unexpected suspected

adverse reactions (SUSAR), allowing for annual review and if required revision of the

Investigator Brochure and if appropriate SmPC.

 Community Database: The clinical trial must be registered (EudraCT No.) and

information about the clinical trial (Inspections) entered into the EMEA EudraCT Database

by the competent authorities concerned. In addition an Eudravigilance Database – Clinical

Trial Module for the registration of serious unexpected suspected adverse

reactions(SUSAR) has been established by EMEA in London to allow for exchange of

safety information between the concerned competent authorities of the Member states,

EMEA and the European Commission in Brussels. The Ethics Committees and the public

have no access to these databases.

 Privacy Laws: Personal data are to be pseudo-anoymised (with conditional

reidentification by investigators possible) using the identification code of the trial subjects

before transmission. (requirements of Directive 95/46/EC of the European Parliament and

of the Council shall be respected)

 Inspections are now mandatory to ensure compliance to GCP with qualification of GCP

inspectors and GCP Inspection Procedures. Inspection reports are entered into the Eudra

CT database by the Competent Authority. Harmonization of inspections is planned with

Rules to be issued by EMEA http://www.emea.eu.int/index/indexh1.htm

 Insurance: Up until now it was unclear what sum the insurance should be fixed. Patient

insurance is now dependent on risk taken and the total is no longer simply multiplication of

subjects by 500 000 €. For deaths or disabled at least 500 000 €must be paid

 Clinical Trial Report: A summary of the clinical trial report with all relevant results has

to be sent to Ethics Committees and Competent Federal Authorities within one year of end

of trial. The end of the trial is not defined (e.g. data freeze or last patient). It should

probably be defined in the protocol.

 Archiving documents: The sponsor has to archive all clinical trial relevant documents

for at least 10 years (CPMP/ICH/135/95 - ICH Topic E6)
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2.11 Example: Implementation into National Law in Germany

Table 2.7. Laws and ordinance governing interventional clinical trials in Germany

12. German Medicines Act 6. Section Protection of Human Beings during the Clinical Trial

§ 40 General Requirements for a Clinical Trial
§ 41 Special conditions (incapacitated, minors)
§ 42 Approval by Ethics Committee and Authorisation by Competent Federal Authorities
§ 42a Revocation, Suspension or Withdrawal of the Authorisation
§ 67 General Obligation of Notification (Regional Board of Health)
§ 96 Penal Offences
§ 97 (2) 31 Provision for Administrative Fines

Clinical Trial Good Clinical Practice Ordinance, Germany(GCP-V)

§ 1 Aim § 10 Amendments to Application

§ 2 Scope § 11 Provision for Protection from Immediate Risks
(to individual, public and environment)

§ 3 Definitions § 12 Notification, Documentation and Reporting
Obligations of Investigator (Regional Board of
Health Notification, AE Documentation and SAE
Reporting)

§ 4 Manufacture and Import of IMP* § 13 Documentation und Notification Obligations of
Sponsor (SAE Reporting)

§ 5 Labeling of IMP § 14 Notification obligations of the Competent Federal
Authorities (EudraCT, Eudravigilance Database)

§ 6 Unblinding in Emergencies and Recall § 15 Inspections
§ 7 Clinical Trial Application

(Required Submission documents)
§ 16 Administrative & Regulatory Offence

(Penal Provisions and Fines)
§ 8 Approval Procedure by the Ethics

Committees
§ 17 Regulating the Transmission Period

§ 9 Authorisation Procedure by responsible
Competent Federal Authority

§ 18 Application

*IMP investigational medicinal products.

The Twelfth Law Amending the Medicines Act (12. AMG-Änderungsgesetz) which

implements the Directive 2001/20/EC on the implementation of good clinical practice

(GCP) in the conduct of clinical trials on medicinal products for human use and GMP

Directive 2003/94/EG into German Medicines Act (AMG), was resolved by the Federal

Parliament (Deutscher Bundestag) on 30 July 2004 and finally approved by the Federal

Council (Bundesrat) on 5. August 2004. It takes into account the opinion of the German

Federal Council and the Enquete Commission “ Ethics and Rights of Modern Medicine”.

The AMG according to AMG §42 is supplemented by an Ordinance on applying GCP to
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clinical trials, which published on 12. July 2004 in Bundesgesetzblatt. „Verordnung über

die Anwendung der Guten Klinischen Praxis bei der Durchführung von klinischen

Prüfungen mit Arzneimitteln zur Anwendung am Menschen“. (9-18)

The Ordinance ensures, for all parties involved, transparence and clear-cut distribution of

responsibilities with more detailed information on approval and authorisation procedures of

phase 1-IV interventional clinical trials, bioavailability and bioequivalence studies.

In addition to the changes listed above the German Medicines Act includes paragraphs

concerning

 Notification of trial to regional board of health: this is the responsibility of the

investigator but can be delegated in writing to the sponsor.

 Biotechnological drugs: with genetically modified organisms or combination it ensures

protection of the environment and risk to uninvolved persons (public health).

 Investigators: Directive 2001/20/EC does not make arrangements for the Chief or Co-

ordinating (Principal) Investigator (Leiter der klinischen Prüfung LKP). In Germany a LKP

must be a participating investigator and must be named. If the LKP is not at the same time

investigator, he cannot be LKP. LKP can no longer be extern e.g. in pharmaceutical

industry.

 A person who is not a physician can be investigator but if medical care is required, this

must be administered by a physician or dentist. In Germany however this can only be on

exceptional circumstances and the reasons must be explained e.g. details of occupation and

research qualifications to perform a clinical trial of investigators that are not physicians

detailing experience with patient care and justification for this occupational group to

conduct a clinical trial.

 Ethics Committees: To simplify the complex procedure in Germany with 52 ethics

committees now only ONE main Ethics Committee (the Ethics Committee of the Chief

Coordinating Principal Investigator - LKP) is involved in the approval process which

should obtain within 30 days additional information on any local shortcomings

(investigator and institution) from the local ethics committees, which should already have

received the application of approval and the supporting documents including proof of

qualifications of the suitability of the participating investigators and institution, at the same

time as the main Ethics Committee. http://www.ak-med-ethik-komm.de.
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 Risk / benefit assessment: The anticipated risks and disadvantages of the clinical trial

must be weighed up against the immediate benefit for the patient and the relevance for

future medicine and in the opinion of a physician be justifiable.

 The GCP Ordinance requires GMP implementation as stipulated by the Ordinance for

Pharmaceutical Industry (PharmBetrV) where details on manufacturing and import license,

batch release certification by qualified person, batch registry and batch documentation are

described. Authorisation procedures require as product information an Investigator’s

Brochure and an IMP Dossier if product unlicensed and Summary of Product

Characteristics (SmPC) if licensed even in some cases if licensed for another indication.

 Contact Centre: A contact center for clinical trial participants must be established at the

Competent Federal Authorities (BfArM / PEI) so as they can obtain more information on

the clinical trial independent of the investigator.

 Penal Provisions and Fines: It is now an offence in Germany for investigators not to

implement particular elements of GCP e.g. informed consent (AMG §96) and safety

reporting obligations defined by the protocol.

The Fourteenth Law Amending the Medicines Act (Draft) (14. AMG-Änderungsgesetz),

following the Thirteenth Law Amending the Medicines Act (13. AMG-Änderungsgesetz)

containing changes concerning veterinary medicines, includes the following main changes

 Changes in Labeling and Package Leaflet involving patient organizations opinions and

making provisions for blind and visually handicapped. (§§ 10 to 11a AMG)

 Marketing authorization procedures (§§ 21, 22 and 31 AMG)

 Marketing authorization procedures for generics and protection of records (§24a f.

AMG)

 Obligation of notifications of changes in marketing authorization (§ 29 AMG)

 Consequences for pharmaceutical industry - increased transparence (§ 34 AMG)

 Registration of homeopathic and traditional herbal medicines (§§39aff., §140 Sect. 10

AMG)

 Pharmacovigilance procedures with stricter approach to risk management system and

shortening of PSUR interval (§§63a und 63b AMG)
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2.12 Directive 2005/28/EC

Researchers had been worried that the requirements in Directive 2001/20/EC might be

difficult or expensive to meet in the case of non-commercial trials, particularly where the

trial involved a product that was not yet authorised for any indication. If a product is

already authorised, many of the directive's requirements will have already been met.

The European Commission has gone some way in Directive 2005/28/EC towards

addressing those concerns, saying that the member states can provide "specific modalities"

in the case of non-authorised products. While this would suggest a system of exemptions

from providing certain information, the directive does not go into detail and the

Commission says it will prepare specific guidance on this.

“Non-commercial clinical trials conducted by researchers without the participation of the

pharmaceutical industry may be of great benefit to the patients concerned. Directive

2001/20/EC recognises the specificity of these non-commercial clinical trials. In particular,

when trials are conducted with authorised medicinal products and on patients with the same

characteristics as those covered by the authorised indication, requirements already fulfilled

by these authorised medicinal products, as far as manufacturing or importation are

concerned, should be taken into consideration. However, it could also be necessary, due to

the specific conditions under which noncommercial trials are conducted, that Member

States foresee specific modalities to be applied to these trials not only when conducted with

authorised medicinal products and on patients with the same characteristics, in order to

comply with the principles imposed by this Directive, in particular as far as the

manufacturing or import requirements for authorisation and the documentation to be

submitted and archived for the trial master file are concerned. The conditions under which

the noncommercial research is conducted by public researchers and the places where this

research takes place, make the application of certain of the details of good clinical practice

unnecessary or guaranteed by other means.

Member States will ensure in these cases, when providing for specific modalities, that the

objectives of the protection of the rights of patients who participate in the trial, as well as,

in general, the correct application of the good clinical practice principles, are achieved. The

Commission will prepare a draft with guidance in this respect.”(25)
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2.13 Other National Laws

Laws on equivalence (balance between service and return; conflict of interest),

transparency (disclosure and approval by employer), documentation (written agreements)

and divestiture (no coupling of subsidies and business deals) must be respected to prevent

personal financial benefit gained by research.

2.14 US Code of Federal Regulations

The Code of Federal Regulations (CFR) is the codification of the general and permanent

rules published in the Federal Register by the executive departments and agencies of the

Federal Government. It is divided into 50 titles that represent broad areas subject to Federal

regulation. In USA clinical trials are guided by the Code of Federal Regulations (CFR)

Title 21 –Food and Drugs Good Clinical Practice PART 11, 50, 54, 56, 312, 314

http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm

Table 2.8 Overview of legal and other requirements for clinical trials in USA

Clinical Trials in USA: Code of Federal Regulations Tile 21– Food & Drugs

Part 312 Investigational New Drug (IND) Application – Responsibilities of Sponsors and
Investigators - Part 312.50 to 312.70 (US)

Part 312 IND Application – Miscellaneous – Foreign Clinical Studies
not Conducted under an IND – Part 312.120 (US)

Part 56 Institutional Review Boards – Part 56.101 to 56.124 (US)

Part 50 Protection of Human Subjects (Informed Consent) – (US)

Part 54 Financial Disclosure by Clinical Investigators – (US)

Clinical Trials in USA: Other References

 FDA Compliance Program Guidance Manual – Chapter 48 – Bioresearch Monitoring – Part III –
Inspectional (Clinical Investigators) (US)

 FDA Information Sheet – Guidance for Institutional Review Boards and Clinical Investigators –
Recruiting Study Subjects (US)

 ICH Guideline for Good Clinical Practice – E6 (US)

 Statement of Investigator, FDA Form 1572 (US)

 Statement of Investigator of New Drugs, TPP (formerly HPB) Form 3005 (CAN)



CHAPTER 2. ETHICAL AND LEGAL ASPECTS OF CLINICAL TRIALS 28

2.15 Non-interventional trials

A non-interventional trial does not fall under the jurisdiction of Directive 2001/20/EU. It is

defined as “A study where the medicinal product(s) is (are) prescribed in the usual manner

in accordance with the terms of the marketing authorisation. The assignment of the patient

to a particular therapeutic strategy is not decided in advance by a trial protocol but falls

within current practice and the prescription of the medicine is clearly separated from the

decision to include the patient in the study. No additional diagnostic or monitoring

procedures shall be applied to the patients and epidemiological methods shall be used for

the analysis of collected data” (8).

Such observational trials should adhere to the following guidances

a. International Society for Pharmacoepidemiology, “Guidelines for Good

Epidemiology Practices for Drug, Device, and Vaccine Research in the United

States.” Pharmacoepidemiology and Drug Safety 1996,5(5): 333-338.

b. “Good Epidemiological Practice (GEP): Proper Conduct in Epidemiologic

Research.” Prepared for the International Epidemiological Association (IEA)

European Federation and adapted by IEA and 'societies' in 2004.

www.dundee.ac.uk/iea/GoodPract.htm

c. International Society for Pharmacoepidemiology “Guidelines for Good

Pharmacoepidemiology Practices.” Revised August 2004.

http://www.pharmacoepi.org/resources/guidelines_08027.cfm.

d. Volume 9 of the Rules Governing Medicinal Products in the European Union:

European Commission, Pharmacovigilance June 2004.

http://pharmacos.eudra.org/F2/eudralex/vol-9/home.htm

e. World Medical Association Declaration of Helsinki. Ethical Principles for Medical

Research Involving Human Subjects, Edinburgh 2000.

f. ICH Guideline on Good Clinical Practice (GCP)

http://www.emea.eu.int/pdfs/human/ich/013595en.pdf

g. Council for International Organizations of Medical Sciences (CIOMS) International

Guidelines for Ethical Review of Epidemiological Studies

http://www.cioms.ch/frame_1991_texts_of_guidelines.htm



CHAPTER 2. ETHICAL AND LEGAL ASPECTS OF CLINICAL TRIALS 29

Table 2.9 Table of Good Pharmacoepidemiology Practices (GPP)

Good Pharmacoepidemiology Practices (GPP)
http://www.pharmacoepi.org/resources/guidelines_08027.cfm

1. To assist researchers in adhering to good pharmacoepidemiologic research principles, including the
use of pharmacoepidemiologic studies for risk management activities.

2. To promote sound pharmacoepidemiologic research by encouraging rigorous data collection,
analysis, and reporting.

3. To provide a framework for conducting and evaluating pharmacoepidemiologic studies.
4. To facilitate the appropriate utilization of technical resources by promoting careful study design and

planning of study conduct.
 Sponsor: the organization(s) and individual(s) conducting and sponsoring the research shall be

fully responsible for the research.
 Protocol: each study should have a written protocol /study plan.
 Institutional Review Board/Independent Ethics Committee Approval required for research in

humans
 Informed Consent will be needed when the research imposes a risk for patients or if the study

requires data containing personal identifiers. Studies conducted entirely using administrative
databases or records that do not contain any personal identifiers, or which meet certain other
criteria, may require only abbreviated review or may not require formal review, at the
discretion of the IRB/IEC.

 Competent Authorities should be consulted about the pharmacoepidemiology studies (often the
request for a post-authorisation safety study of this kind comes from the Competent Authorities
(e.g. EMEA)

 Adverse Drug Reactions: The findings of epidemiologic studies of health risks associated with
healthcare products must be reported either ongoing or as cumulative data to competent
authorities.

 Education, training of personnel to perform the assigned functions competently.
 Adequate physical facilities and sufficient resources
 Monitoring and Audits – Quality assurance with data validation
 Data privacy, medical record confidentiality – Privacy Law
 Publication: There is an ethical obligation to disseminate findings of potential scientific or

public health importance.
 Archiving for at least five years after final report or first publication of study results.
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