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Conseil de I'Europe

ww.coe.int

e Founded in 1949, to achieve greater unity between its members with a

view to defend :

Human rights
Parliamentary democracy
Rule of law

e 47 countries (all EU member states also CoOE members)

e Observer status: Canada, Holy See, Japan, Mexico, United States of
America, Israel, Australia

e Close collaboration with the EU
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Bioethics activities: objectives

e To ensure protection of dignity of the human being and of
fundamental rights in the field of biomedicine

Standard Standard setting activity:

To define fundamental principles to ensure such
protection

Follow up activity:

To raise awareness and facilitate the implementation of
adopted principles
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Biomedical research: relevant CoE legal
Instruments

« Convention on Human Rights and Biomedicine
(ETS Nol164, Oviedo, 04.04.1997)

« Additional Protocol on Biomedical Research
(CETS N0195, 25.01.2005)

« Recommendation on Research on Biological Materials of
Human Origin -, Rec (2006) 4 (15.03.2006)
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Convention and Additional Protocol
Explanatory Reports

KoHBeHLWA 0 npaBaX YenoBeKa
u buomegnuLHe

BuomegMLMHCKME MCCNENoBaHMA

www.coe.Int/bloethics
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Convention on Human Rights and
Biomedicine

e Common framework for the protection of human rights with
regard to the applications of biology and medicine

e Fundamental principles applicable to:
— Daily medical practice

— Specific fields: transplantation, biomedical research and
genetics
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Convention on Human Rights and Biomedicine
Biomedical research

Fundamental principles

— Research shall be carried out freely, subject to provisions
ensuring protection of the human being

» Close relationship between scientific quality and ethical acceptability

— Free, informed, express, specific and documented consent

— Approval by the competent body after independant examination
of scientific merit, including independent multidisciplinary
review of ethical acceptability

Specific conditions
Protection of persons not able to consent
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Additional Protocol

concerning Biomedical Research

* Covers full range of research activities involving interventions on human being

* Develop and complement the principles of the Convention

* In particular

Informed consent: type of information to be communicated to the
potential participants (art.13 and 14)

Risks not disproportionate to potential benefit (art.6)

Confidentiality (art.25)

Research in specific situations: emergency situation, pregnant
women, persons deprived of liberty (art.18 to 20)

Non interference with the necessary clinical interventions (use of placebo
subject to specific conditions) (art.23)

Transparency: publication of all results (art.28)





g sl i
G/ Council of Europe

= mm. Conseil de 'Europe

ww.coe.int

Additional Protocol: Ethics review of
research project

o Ethical review — Ethics committee (articles 9 to 12)

— Any research project submitted for independent ethical review
by an ethics committee, in each state in which any research
activity is to take place

— Ethics committee:

 Independance _
— no undue external influences
— declaration of conflict of interests

* appropriate range of expertise
» professional and lay views

— Information to be provided for evaluation of a research project
(Appendix)
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Additional Protocol: International
responsibility

« Equivalent protection of all participants in research including in
countries not bound by the Protocol (Article 29)

10
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Convention on Human Rights and
Biomedicine and its Additional Protocol

* Normative corpus reflecting European consensus

« Common principles on which all European legal instruments are
based

» Reference value at national as well as international level

« Joint efforts to be made to facilitate implementation of adopted
principles

Ethical principles:
- universal and not negotiable
- asset for quality and reliable research

11
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Thank you

BuomenuumHokKe WoCneaoBaHne

Www.coe.int/bioethics
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Activities of the Directorate General Research and Innovation
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European Commission

DG Research and Innovation
Directorate B: European Research Area
Dr. Lino Paula, Policy Officer*

*The views expressed are those of the speaker and do not necessarily reflect the
official opinion of the European Commlssion [
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EU Policy and values

. The Heads of State and Government of the EU signed the Lisbon
Treaty on December 13, 2007. The Treaty is in force as of 1-12-
09.

. The Lisbon Treaty inter alia indicates a set of European Values
such as human dignity, freedom, democracy, human rights
protection, pluralism, non-discrimination, tolerance, justice,
solidarity and gender equality. The values above are stated in the
European Charter _of fundamental rights that has been
proclaimed by the Presidents of the 3 EU Institutio ns
(Council, Commission and European Parliament) on December
12, 2007.

. Respect for free and informed consent in biomedicine and f
the protection of personal data are explicitly mentioned in th
European Charter of fundamental rights 2
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These values underpin EU legislation and policies | n the area of
biomedical research, and imply high ethics standard s for research
and innovation in the EU.

High ethics standards are important also because th ey add to the
guality of research and innovation:

» They promote research integrity and a better alignment of research
with social needs and expectations.

» They support the societal uptake of the new products, processes

and services that are the result of scientific research, because high
ethical standards generally merit public trust.
" 4
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Ethics Activities with regard to
biomedical research at
DG Research and Innovation
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EC Ethics Review
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EC Ethics Review

« An integral component of the research
proposal evaluation procedure undertaken
by the European Commission.

 Alegal requirement under FP7:

ensure that all research activities are
conducted In accordance with fundamental

CCCCCCCCCC






EC evaluation

procedur e including
the ethical review

Receipt of full proposal
Evaluation of Outline Proposals

Receipt of full proposal
e
Evaluation of full proposals
Final ranking lists

Inform Programme Committee
Commission decisions on rejected proposals ’:|

oo N | 5
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COMMISSION

Commission decisions on proposals accepted for funding e
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EC Ethics Review

he ethics review Is conducted by
iIndependent panels:

— variety of disciplines with a reasonable balance
of scientific and non-scientific members.

— geographical and gender balanced

— composition depending on the nature of the
proposals under review.

8
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EC Ethics Review

e In particular, the Ethical Review Panel discusses
the following elements:

- The awareness of the applicants on the
social impact of the research they propose

- Whether the relevant European Directives,
international Conventions/Declarations are
applied

- Whether the consortium is seeking the
approval of relevant local ethics

committees.
e W EBRERERERErE NN
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EC Ethics Review - Audit

e ‘the Ethical Review report may indicate the need
to organise a follow-up review at a later stage of
the project’ (Rules for submission of proposals)

e Main aim is to check

— whether all potential ethical issues have been taken
into consideration and there is compliance with
relevant regulations and FP7 ethical guidelines

e Are the ethical issues periodically reviewed at the

management level, are the correct actions taken to
manage the risks?

e Are the ethical requirements mentioned within the
contract successfully implemented (e.g.informed consent
forms or sheets, legal authorisations, etc)

e Quality of the deliverables related to Ethics 7
10 —
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EC ‘Support Actions’ focusing on
capacity building, infrastructures,
networking, exchange of best practice
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<+ European Group on Ethics (EGE)

» Independent, multidisciplinary advisory body to the
President of the European Commission

<+ Forum of National Ethics Councils (NEC Forum)

» An independent informal platform for exchange of best
practices in the field of ethics and science

> http://ec.europa.eu/research/science-
society/index.cfm?fuseaction=public.topic&id=1305

<+ European Network of Research Ethics Committees
(EURECNET)

» network of national networks and associations of Research
Ethics Committees (RECs) in Europe 7

> http://www.eurecnet.org/index.htm/
=B == 494 %

12
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Ethics Activities by the EC

Coordination at various levels:
—>

47
European
Commission

CAPACITIES
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Supporting infrastructures and exchange of best practise:

= Forum of National Ethics Councils (NEC Forum)
j R

11th NEC Forum
27-28 Feb 2008
Brdo, Slovenia

: CAPACITIES
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<+ Other Specific " Support Actions ', e.g.:

» EC-UNESCO Conference ‘Joint Action for Capacity Building in
Bioethics’, Mexico City, November 2009

» Textbook on Ethics in Research (2010)

http://ec.europa.eu/research/science-
society/index.cfm?fuseaction=public.topic&id=1362

» Expert group on Biobanks (2011/2012), collaborating with
the Council of Europe

15 e
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Thank you for your attention

Contact:

Dr. Lino Paula

Policy Officer

European Commission, Research and Innovation Directorate-General
Directorate B: European Research Area

Unit B6: Ethics and Gender

SDME 3/18

Tel. (+32-2) 2963873 Fax. 2984694

lino.paula@ec.europa.eu

16 16 s
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Directorate-General for
Health & Consumers

EURDFEAN COMPMIESION

Isabel de la Mata
Principal Advisor for Public Health
European Commission
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Directive 2001/20/EC 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

Entered into force 1 May 2004

Commission Directive 2005/28/EC 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
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How is clinical What clinical research
research with has to be conducted
phagmac%utlcals to obtain a
conducted in :
order to ensure marketing

authorisation or to

- Patient rights have rewards?

- Patient safety
- Data reliability

=> CLINICAL TRIALS > Requirements for
DIRECTIVE application for
marketing authorisation

(Directive on medicinal
products)
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Safety of participants
Rights of participants
Reliability and robustness of data

These aims are valid independently of the qualification of
the sponsor as “commercial’/’non-commercial’!
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Protection of human rights and dignity of the
human being with regard to the application of
biology and medicine

Rights of the subject to physical and mental
integrity

Risk assessment (prior toxicological
experiments)

Screening (ethics committees and authorities)

Right to privacy and to protection of personal
data

Withdraw
Insurance/indemnity
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o Authorisation’ by national competent authority and Ethics
Committee in every Member State concerned
*Rules on

Responsibilities of sponsor and investigator
Authorisation procedure

Informed consent

Adverse events/reactions reporting
Inspections

Manufacturing and importation of IMP
EudraCT - database
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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
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





‘k/“h'
4 Directorate-General for
Health & Consumers
ELROPEAN COMPMIESION

Medicinal products
Commercial and non-commercial
Includes multicentre trials

Not apply to non-interventional
trials

Good clinical practice (designing,
conducting, recording,
transmitting)
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Written
Dated
Sighed
Free
Informed
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Persons incapable of giving legal
consent: only if direct benefit
Children

Legal representatives: national law

The interests of the patient always
prevail over those of science and

society
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Member State

Opinion before commencement of the
clinical trials

Time for opinion
Single opinion for 1 MS
If multicountry, 1 opinion for MS

Always informed if trial suspended or
suspected serious unexpected adverse
reactions
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Detailed guidelines of good clinical
practice to protect trial subjets and
ensure no unnecessary clinical trials
conducted

Functioning of the Ethics
Committees
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The rights, safety and well being of the trial
subjects shall prevail over the interests of
science and society

Clinical trials shall be scientifically sound and
guided by ethical principles in all ther aspects

The necessary procedures to secure the quality
of every aspects of the trials shall be complied

with

Accordance with the Declaration of Helsinki on

Ethical Principles for Medical Reseach Involving
Human Subjects (1996).
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MS
Keep documentation

Communication with competent
authorities of MS
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European Commission: Vol 10
EudralLex: the rules governing
medicinal products in the EU

EMA

Heads of Medicines Agencies:
Clinical Trials Facilitation group
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Detailed guidance for the request for authorisation of a
clinical trial on a medicinal product for human use to the
competent authorities, notification of substantial
amendments and declaration of the end of the trial
(March 2010)

Detailed guidance on the application format and
coumentation to be submitted in an application for an
Ethics Committee opinion on the clinical trial on medicinal
products for human use (February 2008)

Other on Monitoring and Pharmacovigilance, Quality of
the Investigational Medicinal product and Inspections
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e Approx. 4.200 clinical trials per year in EU applied
for

e 8.000 clinical trial applications per year
e 400.000 EU-participants planned for enrolment
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Clinical trials applied for in EU

6000
5000
4000
3000
2000
1000

0

2007 2008 2009 2010






G Directorate-General for
Health & Consumers
EURDFEAN COMMISSION

https://www.clinicaltrialsregister.eu

Since March 2011: Public official Clinical Trials
Register

Contains all authorised clinical trials (except
certain phase-1 trials)
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Communication 10 Dec 2008 on “Safe, Innovative and
Accessible Medicines; a renewed Vision for the
Pharmaceutical Sector”: assessment of the 2001Directive

Public consultation until January 2010. Published

Roadmap of the Commision impact assessment, setting
out the main structure and the next steps

Public consultation on a concept paper on the revision of
the Clinical Trials Directive, launched on February 20112
public consultations. Responses published

Legislative proposal by COM in 2012

Submission to co-legislators who may accept, amend, or
reject the proposal
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No change of scope
No exclusion of low risk trials

No exclusion of "academic/non
commercial sponsors”
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More detailed risk-adapted
provisions on content of the
application, dossier and safetyy
reporting

System of indemnisation
“"Emergency clinical trials”
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Ensure compliance with Good
Clinical Practices in clinical trials
performed in third countries

Increase transparency
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ROPEAN COMMIESION

http://ec.europa.eu/health/human-use/clinical-
trials/index_en.htm
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SCIENCE MEDICI N E Sl

Activities of the European Medicine

Agency on ethics of biomedical research
Fergus Sweeney, PhD

European Medicines Agency

International Conference on "Ethics Review of Biomedical Research Project”

Council of Europe and the Ministry of Health and Social Development of the Russian Federation

Moscow 28-29 Nov 2011

Presented by: Fergus Sweeney, PhD
Head of Sector, Compliance and Inspection, European Medicines Agency.

An agency of the European Union
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Disclaimer

The views presented in this presentation/these
slides are those of the author and should not be
understood or quoted as being made on behalf of

the European Medicines Agency and/or its
scientific committees
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European Medicins Agency

Science. Medicines. Health.

The mission of the
European Medicines Agency
is to foster scientific excellence in
the evaluation and supervision of
medicines, for the benefit of
public and animal health.
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EU Regulatory Network
European Commission DG SANCO

European Medicines Agency (EMA)

e Centralised procedure
e CHMP and WPs, COMP, PDCO, SAWP..

e Clinical trial database EudraCT, EudraVigilance
database (clinical trial and post-marketing)

National Competent Authorities (NCASs)

e National marketing authorisations via DCP/MRP

e National authorisation of Clinical Trials
[ ]
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Role of EMA

« Scientific Advice

« Development of guidelines

e Paediatric Investigation Plans
 Orphan Medicinal Product designation

« Marketing Authorisation Application evaluation - Centralised
Procedure

 Processes - Advice, guidance, assessment and inspection -
« Performed by experts of the EU Member States’ Medicines Agencies

wWww.ema.europa.eu






Region

Number of patients in pivotal trials submitted in MAAs to EMA (2005-2010)
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Third countries with at least 0.5%o0f the patients in the pivotal trials included in the MAA submitted to EMA (2005-2010)
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171 pivotal clinical trials involving Russian investigators
sites submitted to EMA between 2005 and 2010

Wide range of therapeutic areas including:

Oncology
Anti-infectives
Neurological
Antipsychotic
Cardiovascular
Endocrine/Metabolism
Diabetes

11
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Region 2003 = 2004 | 2005 = 2006 @ 2007 @ 2008 | 2009 = 2010 TO:ggf’oer:
USA 4 1 1 5 5 12 11 55
EU/EEA/EFTA 3 7 9 2 17 31 10 33 141
CIs 3 3 2 2 1 11
Middle East/Asia/Pacific 1 2 3 4 11 7 28
Eastern Europe (non EU) 1 1 1 1 1 5
South/Central America 2 4 4 6 16
Africa 2 2 1 3 8
Canada 4 3 4 5 16
Australia/NZ 2 2
10 8 16 5 32 52 45 282

usa

EWEEAEFTA

Cis

KMiddle Esst/Asis/Pacdic
Eastern Europea {moa ELN
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The Dilemna......

Between 2005 and 2010

754,930 Patients in pivotal trials

(39.4% in Europe, 34.5% in North America, 2.8%
Africa, 8.7% Middle East/Asia Pacific, 3.9% CIS, 8.6
% Latin America, 2.1% other)

57,363 clinical trial sites in c. 90 countries

c. 400 new MAA applications, 282 GCP inspections

13
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EU requirements for clinical trials conducted in
support of Marketing Authorisation Applications
(MAAs) submitted to the EU

Requirements apply:

e To all clinical trials that are included in a MAA submitted in the
EU/EEA

— regardless of the route (Centralised, Mutual Recognition,
Decentralised)

— regardless of the EU or third country involved (legislation
does not differentiate developed, developing etc)

e Apply to the clinical trials included in a MAA
e There is no specific legal framework for review of a clinical

trial dossier by an EU regulator before the conduct of the trial
in a third country

14





"‘/“{{- s 3
@)

EU GCP Regulatory Framework

EUROPEAN MEDICINES AGENCY

Clinical Trials included in MAA to the EU
Regulation (EC) No 726/2004 Recital 16:

“There is also a need to provide for the ethical requirements of Directive
2001/20/EC. ......... . In particular, with respect to clinical trials conducted
outside the Community on medicinal products destined to be authorised
within the Community, at the time of the evaluation of the application for
authorisation, it should be verified that these trials were conducted in
accordance with the principles of good clinical practice and the ethical
requirements equivalent to the provisions of the said Directive.”

Directive 2001 /83/EC Annex I

“ To be taken into account during the assessment of an application, clinical
trials, conducted outside the European Community, ... shall be designed,
implemented and reported on what good clinical practice and ethical
principles are concerned, on the basis of principles, which are equivalent to
the provisions of Directive 2001/20/EC. They shall be carried out in
accordance with the ethical principles that are reflected, for example, in the
q%claration of Helsinki.”
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— Two principles
o Acceptability — ethics and data quality
o Applicability - intrinsic and extrinsic factors

— Two sets of process:

o Prospective — guidance, scientific advice, PIP....
o Confirmatory — assessment, inspection....

— Global approach:

o Network of regulators

o International ethical and data quality standards in place
and reinforced globally

o International clinical development plan addressing
ethical, data quality and scientific/medical needs of all
regions
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1 Loncon, 04 July 2011

Z EMASI89313 /2011

3  The European Medicines Agency Working Group on Third Country Clinical Triais

s+ Reflection paper on ethical and GCP aspects of clinical
s trials of medicinal products for human use conducted
& outside of the EU/EEA and submitted in marketing

r authorisation applications to the EU Regulatory

s Authorities

3 Draft

Draft Agreed by EMA Warking Group on Third Country Clinical
Trials

Erd of consultation (deadlire for commeants) 20 September 2010

Agread by EMA Working Grovp on Third Country Clinlcal Trials

Adoption by EMA
10| Azas52]
Comments should be provided using this template. The completed camments farm should be sent to
EHElDAnerE Sma, SUIETRA. SN

Ll

Keywords Clinical triails, GCP, Third Countries, Marketing Authorisation
Applications, EMA, EU, Ethlcs

12






“" f "I
N 4
y,

EUROPEAN MEDICINES AGENCY

Draft 'Reflection paper on ethical and GCP aspects of clinical trials conducted in third
countries for evaluation in marketing authorisation applications for medicines for

human use, submitted to the EMA’ Public consultation completed 30th September 2010.

Topic 1. Clarify the practical application of ethical standards for clinical
trials, in the context of EMEA activities

Topic 2. Determine the practical steps to be undertaken during the
provision of guidance and advice in the drug development phase

Topic 3. Determine the practical steps to be undertaken during the
Marketing Authorisation phase

Topic 4. International cooperation in the regulation of clinical trials, their
review and inspection and capacity building in this area
http://www.ema.europa.eu/Inspections/docs/71239709en.pdf

Working group - members from CHMP/COMP/PDCO, PCWP, HCPWP, GCP IWG
18
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International workshop

Meeting Report

Draft reflection paper on ethical and GCP aspects
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IA number of practical proposals and recommendations are set out in the draft reflection paper. It was
considered that EU regulators should only expect or require studies in support of an EU marketing
authorisation application that would also be ethically acceptable in the EU. There should not be a
different standard applied to trials conducted in the EU compared to those conducted elsewhere.

The discussions over the course of the two-day conference highlighted a number of points including:

« FEthical principles are universal and not negotiable. Equivalent ethical and scientific standards
should be applied everywhere in the world regardless of the current strengths or weaknesses of

regulatory or other systems.

» There was a consensus on the important role to be played by greater practical cooperation and
networking between regulatory authorities and ethics committees involved in the supervision of
clinical trials, including capacity building activities.

« Increased transparency of information on clinical trials is essential to establishing public confidence
in the clinical trial process and the assessment of trial information at the time of marketing
authorisation. This includes prospective clinical trial registers used at the time studied are initiated
and the provision of information about ethical and GCP aspects of the Marketing Authorisation
application and assessment in the European Public Assessment Report (EPAR).

= The greatest impact is achieved by building the ethical and scientific standards into the conduct
and supervision of clinical trials from their outset, assessment at the time of marketing
authorisation can only reinforce that process but not replace it. Patients’ views should be included
from early on in this process to ensure the adequate protection of clinical trial subjects.
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“It is an important element of international
cooperation that regulators support compliance
with local requirements in each country as well as
reinforcing international ethical and good clinical
practice standards.

In every case the trial must receive a positive opinion
or approval from an ethics committee with
appropriate jurisdiction for the investigator sites
and trial concerned.”
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“As regulators, wherever in the world we stand, most clinical
trials, most manufacturing activities, are carried out
somewhere else, under someone else’s jurisdiction — we rely
on each other to supervise these activities for the benefit of all
our citizens.”

“"What is needed is a robust framework for the oversight and
conduct of clinical trials, no matter where in the world the
clinical investigator’s sites are located and patients recruited.
The Agency is committed to build and extend its relationship
with regulators in all parts of the world and with international
organisations to work to standards agreed and recognised by
all.”
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International cooperation in the regulation of clinical trials, their

review and inspection and capacity building in this area

e Cooperation

e Information sharing

e Training

e Sharing best practice

e Regulatory authorities (assessors and inspectors), ethics

committees....
25
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EU/EMA establishing exchanges

Confidentiality arrangements

- EU/USA, EU/Canada, EU/Japan

— Bilateral discussions between European
Commission and Russia, India, China

EU/WHO

EMA - FDA GCP Initiative, harmonisation, synergy,
information sharing, make best use of finite
iInspection resource

Global network
Shared training
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Training together - netwrk based

GCP Inspectors Workshops - EU Members States, Accession Countries

International from 2008 onwards:

Africa/Middle East, Ghana, Kenya, Malawi, Nigeria, South Africa, Tanzania, Zambia,
Jordan, Saudi Arabia

Asia Pacific, Australia, China, Chinese Taipei, India, Indonesia, Philippines, Thailand
Russia

Latin America, Argentina, Brazil, Mexico

North America, USA, Canada

WHO

On site — EU inspectors notify local inspectors of site visits — invite them to observe

Ethics Committees — FERCAP (China, Thailand, Korea..), Council of Europe
(Russia..)...





( v

EUROPEAN MEDICINES AGENCY

GOAL

Subjects/patients participating in trials are fully
protected — wherever the trial takes places

Availability of safe and effective new medicines, as
early as possible, with data relevant to all regions

28
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SCIENCE MEDICINES HEALTH Text size: A/ A A |Site-wide search GO»
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Pre-authorisation
Post-opinion
Post-authorisation
Product information

Sciantific advice and
protocol assistance

Scientific guidelines
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Regulatory and
procedural guidance

SME office

Paediatric medicine
Orphan designation
Herbal products
Referral procedures
Article 58 applications
Compassionate use

Pharmacovigilance
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F Home F Regulatory B Human medicines P Inspections b GCP compliance

Good clinical practice compliance

Good clinical practice (GCP) is an international ethical and scientific quality standard
for designing, recording and reporting trials that invelve the participation of human subjects.,

Compliance with this standard provides public assurance that:

p the rights, safety and wellbeing of trial subjects are protected;
¢ the clinical trial data are credible.

The protection of clinical trial subjects is consistent with the principles set out in the
Declaration of Helsinki €. This is a statement of ethical principles developed by the World
Medical Association .

Reguirements for the conduct of clinical trials in the European Union (EU), including GCP and
good manufacturing practice (GMP} and GCP or GMP Inspections, are implemented in:

p the Clinical Trial Directive (Directive 2[][]1;'2[},-'EC@};
¢ the GCP Directive (Directive ZGGSfZSfEC'f"},

Information concerning the activities in EU Member States can be found via the Heads of
Medicines Agencies &,

EU harmonisation

The Eurcpean Medicines Agency plays an important role in the harmonisation and co-
ordination of GCP-related activity at an EU level. It s invelved in:

p co-ordinating GCP inspections for the centralised procedure;

(7] Email (= Print @@ Help Share

Related information

p Good clinical practice compliance
(weterinary)

p Declaration of Helsinki &
» World Medical Association &

p  Volume 10: clinical trial
gl.:idell'masf’-j'1

y ICH-GCP guideline &

p Council for International

Organizations of Medical Science
i

y  Working with the United States
of America

y International workshop on the
ethical and good-clinical-practice
aspects of clinical trials conducted
in third countries

EMEA strategy paper: Acceptance
of clinical trials conducted in third
countries, for evaluation in
marketing authorisation
applications (04/12/2008)

Mraft reflectinn nanear nn athical

EY

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000072.jsp&mid=WC0b01ac05800268ad
.
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Thank you

* Dr. Ana Rodriguez Sanchez Beato

O

EUROPEAN MEDICINES AGENCY e Dr. Maria Antonietta Antonelli

SCIENCE MEDICINES HEALTH
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Structure of the presentation

e Historical notes and overview of the Baltic
RECs

* Areas of concern in the emerging systems of
ethical review

* Concluding remarks: networking of RECs





Diversity of RECs’ systems in the Baltic
states

The first RECs have been relatively recently
established in CEE:

— Nordic countries: 1970s

— Baltic states: late 1980s

Lithuania — 2-tier system of ethical review of
multicenter protocols: 1 National Committee plus two
regional RECs

Latvia - 7 RECs; the National Committee only takes
specific projects

Estonia — 2 RECs based at the universities, National
Committee is not involved in ethical review





Estonian RECs

Membership and composition defined in the Statute of the
University (two RECs — in Tallinn and Tartu)

Statute of the Tartu University REC:
— atleast 13 members

— “the Committee shall consist of persons representing various different
fields of life with the preparation in the specialties of biomedicine as
well as in other specialties. Each member of the Committee shall be a
recognized specialist in his or her field with the necessary expertise
to perform the duties of a member of the committee and shall have an
impeccable reputation”

Fee of 383 Euro

Tartu and Tallinn RECs exchange information about the applications
submitted — RECs “shopping” avoided

Source of information:
http://www.eurecnet.org/information/estonia.html





Latvian RECs

Central Medical Ethics Committee reviews only some types of research
(e.g., related to National Genome studies)

At least 7 RECs (all in the capital city Riga) have been identified:
— 3 RECs for clinical drug trials,
— 4 RECs for other types of biomedical research,
— 1 REC - both types

Geographical regions are not defined — RECs “shopping” not excluded
Some of the RECs take fees
It is not clear if all the RECs have statutes

Source of information:

— http://www.eurecnet.org/information/latvia.html
— http://bioethics.lv/en/

— Dranseika et al, 2010




http://www.eurecnet.org/information/latvia.html

http://bioethics.lv/en/



Lithuanian RECs |

Lithuanian Bioethics Committee - Group of Experts of
Biomedical Research:

— issues approvals for “multi-regional” biomedical research
projects.

— afavorable/ "single opinion" for all clinical drug trials conducted
in the country.

Specific legislation on RECs and ethical review
LBC also acts as an appeal body for regional RECs

State tax (not a fee paid to the REC’s insttution) for the
ethical review
Source of information:

* http://www.eurecnet.org/information/lithuania.html

* http://bioetika.sam.It/




http://www.eurecnet.org/information/lithuania.html



Lithuanian RECs Il

e 2regional RECs (in Vilnius and Kaunas) are based at the
Universities with the tertiary medical education level

e 2 Regions cover the whole country
e opinions on clinical drug trials

* ethical review of all other biomedical research carried on
in the region

 Composition defined in the Law:

— 9 members:
* 1 member representing patients’ organization

* 4 degree-holding representatives of the respective university
(2MDs, 2 Social sciences/humanities),

* 4 members nominated by the Ministry of Health (3MDs, 1 social
sciences/humanities) and.





Steps of developming RECs system in Lithuania
(population 3,2 min)

Late eighties/early nineties: “Pre-legal state” - Started from
two IRBs at two largest medical schools;

1997: a special Decree of the MoH on the ethical expertise of
biomedical research - LBEC is the only institution authorized to
issue approvals upon the recommendation of the SDCA )

2001: The Law on Ethics of Biomedical Research - two tier
system (national+regional RECs);

2004: Amendments of the Law EBR (changes of the procedure -
approval by SDCA, favourable opinion of REC)

2007: Amendments of the Law on EBR (changes of the
regulation of regional RECs)





Dynamics of commercial/non-commercial research
reviewed by RECs in Lithuania (1997-2005)

http://archive.eurecnet.org/information/lithuania.html

250
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0_.
1997 1998 1999 2000 2001 2002 2003 2004 2005

@ Biomedical research, conducted by the pharmaceutical industry
O Biomedical research, conducted by academia
M@ Total

Ethics Review of Clinical
Research in Moscow, 28-29 November 2011
Pharmaceuticals





Areas of concern

* Difficulties to collect information about
— RECs functioning
— Number of protocols reviewed/rejected
— Fees taken, remuneration of the members, etc.

e RECs

— Institutional vs regional RECs

— Problematic process of ethical review (emphasis on IC,
monitoring of AE, etc.)

e Structural
— Non-equivalence of ethical review





Availability of information

e Baltic states
— Overview of the Baltic RECs (Dranseika et al., 2010):

* Very few websites

* information on statutes, procedures, composition, protocols
reviewed not publicly available

* Sometimes information is not even given if the institution is
contacted directly

— However, few recent improvements:

e Tartu University REC website (in both Estonian and English)
* Lithuanian Bioethics Committee





RECs: Problematic points

 “Regional” or institutional?
— How to establish de facto independent system of ethical review?

— Is the regional model feasable in the context of weak municipal
health services?

* Procedure of ethical review

— emphasis on “procedure rather than ethics” (N.Goodman, Chair
of Southmead LREC, UK, 2004)

— Emphasis on IC, methodology of biomedical research/clinical
trials is not always critically evaluated

— How efficient is monitoring of ongoing research: safety
information collected (e.g., piles of adverse events reports...)?

— Clinical drug trials: how to achieve an efficient collaboration
between RECs and competent authorities?





Types of human research and international regulatory

framework.
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Non-equivalence or “Asymmetry” of ethical
review in CEE

* Discrepancies between different regimes of ethical
review applied to different types of human
research

» Stringency of regulations decreases as we go from:

— Field I: clinical drug trials: double control, legally binding
provisions of ethical review;

— to Field Il: other types of biomedical research (e.g., as
defined by theAP to the Oviedo Convention): usually only
regulated by the statutes of RECs, IRBs

— to Field Ill: research on personal data (medical files),
biological materials: very diverse regulations

— to Field IV: non-biomedical human research - no binding
instruments: very often out of the scope of ethical review

Ethics Review of Clinical
Research in Moscow, 28-29 November 2011

Pharmaceuticals





Networking as the way forward:
Eurecnet

http://www.eurecnet.org/index.html

e fostering a sustainable infrastructure for European RECs

— gathering information on RECs in Europe to build a basis for
mutual exchange

— collecting and evaluating training materials for REC members

— conducting capacity building to facilitate the development of
national REC networks

— identifying emerging ethical issues to develop common
solutions for challenges posed by new technologies and
scientific methodologies.



http://www.eurecnet.org/index.html
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Declaration of Helsinki (1964)
WMA

|. Basic principles
Article 6

The design and performance of each
experimental procedure involving human
subjects should be clearly formulated in an
experimental protocol which should be
transmitted to a specially appointed
Independent committee for consideration,
comment and guidance.






Research Ethics Committees in France

- Before 1988, no external review of research protocols is
necessary in France

- 1988 : by law, clinical research needs ERC approval (« comité
consultatif de protection des personnes... ») before it can
starts

- only for interventional research (intervention: linked to or
added by research, altering patients’care)





Research Ethics Committees in France

- 2001 : European Union directive 2001/20

- 08-2004 transposition of the directive into French legislation :
no major change
- more control by CA
- and by RECs : a favourable opinion is now mandatory

- 2008-12 : revision of the French law on clinical research ;
enlargement the scope of the law (to non interventional
research) ; new roles for RECs





Regulation—the real threat to clinical research
BMJ nov 2008

Regulation—the real threat to clinical

research

Recent changes to research governance were
iIntended to ensure that clinical trials are safe
and effective. But Paul Stewart and
colleagues argue that the regulatory burden is
now obstructing high quality science

“...Increasing bureaucracy . . . Is now the biggest
single threat to the UK clinical research base...”





Research Ethics Committees in France

Missions
- Scope : the REC reviews all interventional research, but not
observational (Academic research, around 50 %)

- an intervention : linked to, or added by research, altering patients'
care : Distinction between research and treatment is crucial +++

- REC does not review only drug research ;
it reviews also: surgery, radiotherapy, pathophysiology,
medical devices...

- a debate as to the scientific evaluation of protocols ? Should it
be done by RECs ?

- a positive answer is necessary to obtain before any trial starts





Research Ethics Committees in France

Missions
- Evaluation of:
- global design of the trial: rationale, methodology, design,
- qualification : research on persons ? data? biological samples ?
If clinical research ( : on persons) : interventional or not, drug
research, phases 1, 2, 3..., minimal risk
- risk/benefit balance
- protection of confidentiality
- qualification of investigators (in absence of certification)

- information and consent forms
- protection of vulnerable persons





Research Ethics Committees in France

Protection of vulnerable persons

- children : consent provided by the two parents

- emergency research : waiver of consent initially ; then asked
when the person regains consciousness

- (transient) incompetence : consent asked to family members or
a person previously designated by the person

- the way information is delivered and consent obtained is not
controlled





Research Ethics Committees in France

Monitoring
- The REC has in France practically no role in the monitoring of

trials

- monitoring of trials is done by the sponsor and the competent
authority (national drug agency, AFSSAPS) , which is # from
the Netherlands, for instance

- transmission of adverse events ? What for?

- practically, missions of RECs and competent authority
are rather well delineated





Research Ethics Committees in France

Composition and functioning
- 14 members :
- 7 scientific (MDs, nurses, ...)
iIncluding methodologist/statistician
- 7 lay people (lawyers, patients advocacy groups...)
- designated by the regional authority, after propos ition by
different organisms (faculty of medicine, research organisms...)
- renewal every 4 years
- each committee elects its president

- the list of conflicts of interests of each committ ee member is
public





Research Ethics Committees in France

- committees are located near of or inside university hospitals

- there are 40 committees for France, 11 for the Paris area, 3 for
Lyon

- they meet once a month, or every 2 weeks
- substantial amendments are also submitted to RECs
- RECs have to give their advice within 35 days

- after a negative answer, investigators may appeal ; submission
to another committee, designated by the Ministry of health

- if not, the refusal is final and the protocol cannot be submitted
to another committee





Research Ethics Committees in France

“Single advice” for multicenter trials

- since 1988 in France, only one REC is solicited, even in the case
of multicenter trials

- this provision has been endorsed by the EU, and is now written
in directive 2001/20

- but major member states, like Germany and the UK, have
maintained the submission to local committees

- advantage of single advice : more rapid

- inconvenient : when examined centrally, advice on local
investigators and feasibility of the trial (locally) may be weak?





Research Ethics Committees in France

Limitations
- French RECs review only a part of clinical research:
In particular, they do not review observational research +++

- French investigators have in the past experienced difficulties for
publishing their results





Ethical review and publication

- Décembre 2008: Amer J Gastroenterology; X
Roblin et al 103: 3115-22;

- mars 09: rétraction by authors

- mai 09: a letter to the editor de B Bonaz et al:
« ...this study should have been submitted to an
ethics committee... »





La Recherche NI
Le probleme de la publication

« The AJRCCM endorses the recommendations concerning human
research that are contained in the Declaration of Helsinki. The
Editors reserve the right to reject any manuscript containing
studies that do not conform to these recommendations. All
manuscripts reporting human research must contain a statement in
the text that the institutional review board for human studies
approved the protocols and written consent was obtained from the
subjects or their surrogates if required by the institutional review
board. »






AMERICAN JOURMNAL CF

Respiratory and
Critical Care Medicine

Editorials

Do All Types of Human Research Need Ethics
Committee Approval?

F Lemaire 2006; 174: 363





Research Ethics Committees in France

Limitations

- overlap with the Committee competent for data protection
(CNIL) and the ministry of research for biobanks

- RECs are largely inhomogeneous nationwide ; law made them
“independent”; but some of them do not apply proper
legislation.





Research Ethics Committees in France

A new revision of the French legislation ?
A project of law is currently examined by the Parliament :

- a national Commission for improving coordination
between committees

- obligation to submit observational research to RECs

- improvement of provisions concerning minimal risk
research : the concept of “risk- adjusted” categories of research

- clarification of provisions concerning biobanks and data
protection
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Individual-Research-Society =

or CWERGE CELEURGIE

* Primacy of the human being
The interests and welfare of the human being shall prevail over the

sole interest of society or science
(Article 2, Oviedo Convention)

 Freedom of research — protection of participants

— Scientific research in the field of biology and medicine shall be carried
out freely, subject to the provisions of this Convention and the other

legal provisions ensuring the protection of the human being.
(Article 15, Oviedo Convention)

« Ethical review before approval

— Research may only be undertaken if the research project has been
approved by the competent body after independent examination of its
scientific merit, including assessment of the importance of the aim of
research and multidisciplinary review of its ethical acceptability.
(Article 7, Protocol “Biomedical research”)

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Fields of Biomedical Research

e With a physical intervention
— potential direct benefit for the person involved

— no potential direct benefit for the person involved
mmmmm) All kind of biomedical research on man!

« Without a physical intervention

— research on stored biological material of human origin,
associated data

— medical epidemiology
— medical observational research

Elmar Doppelfeld, Moscow,
28 - 29 November 2011





Responsibilities of Research Ethics

COUNCH  Condnl

Committees oramire _Geceuror:

Independent examination by an ethics committee

Submission of every research project for independent examination of its ethical acceptability
to an ethics committee. Submission in each State in which research activity is to take place

— Protection of the dignity, rights, safety and well-being of research participants. Appropriate
range of expertise and experience adequately reflecting professional and lay views.

— Opinion containing reasons for the conclusion

“Independence of the ethics committee

1. Parties to this Protocol shall take measures to assure the independence of the ethics committee.
That body shall not be subject to undue external influences.

2. Members of the ethics committee shall declare all circumstances that might lead to a conflict of interest.
Should such conflicts arise, those involved shall not participate in that review.”

Information for the ethics committee

- Allinformation necessary for the ethical assessment of the research project in written form

—  For harmonization: Information on items contained in the appendix to the Protocol “Biomedical
Research”

Undue influence

— No undue influence, including that of a financial nature, on persons to participate in research
— Particular attention must be given to vulnerable or dependent persons

(Articles 9,10,11,12,Protocol “Biomedical Research”)

Elmar Doppelfeld, Moscow,
28 - 29 November 2011





Regulations of Research

Approach for International Implementation

Shared ethical values

— Autonomy
— Beneficence /Non-maleficence
— Justice

International laws/treaties ratified
Framework given by national law
Harmonized procedure

Guide for Research
Ethics Committee Members

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Intentions

Assistance for capacity building

Assistance for Research Ethics Committees (RECS) reviewing
research proposals mainly involving human beings

European view of key ethical issues that RECs are likely to face

Highlighting the ethical basis of principles covering biomedical
research as laid down in the relevant European instruments in
conformity with an international level

Operational procedures
No definition of new principles

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Biomedical Research

-description used in the guide-

RECs may have to review a wide range of biomedical research
projects involving human beings, from those involving
Interventions to those using stored biological samples and
associated personal data. The Guide is mainly concerned with
research involving interventions.

However, sections of this guide e.g. confidentiality and right to
iInformation or access to research results, are relevant for all
types of biomedical research projects involving human beings.

Elmar Doppelfeld, Moscow,
28 - 29 November 2011





Legal Aspects =

or CWERGE CELEURGIE

Compliance with relevant national laws which must fulfil the
requirements of any international laws/treaties ratified

Non legally binding instruments — “soft law”

Declaration of Helsinki
Universal Declaration on bioethics and human rights (UNESCO)

International Ethical Guidelines for Biomedical Research Involving Human
Subjects (CIOMS)

ICH E6 Good Clinical Practice guidelines

Legally binding instruments

Convention on Human Rights and Biomedicine (Oviedo Convention) and its

Additional Protocol concerning Biomedical Research

Directive 2001/20/EC concerning drug research in the EU-Member States

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Research Ethics Committee

- Description -

Multidisciplinary, independent groups of individuals

Review of biomedical research protocols involving human beings
Respect and protection of dignity, fundamental rights, safety and
well-being of research participants

Established at local, regional or national level

Appointment by institutions or by regional or national authorities
Scope as a local, regional or national REC defined by the
appointing authority

RECs should be established and function according to commonly
accepted ethical principles and procedural standards

Elmar Doppelfeld, Moscow,
28 - 29 November 2011





RECs in the Research Process (=i

or CWERGE CELEURGIE

Before research begins

— Review of research proposals

o Scientific quality - may be revised by a different body
o Conformity with law - may be proven by a different body
o Ethical acceptability

During research

— Conduct of research projects if appropriate according to national practice

— Re-examination of the research project in the light of new developments
and/or scientific results

— Decision to continue, to change or to terminate the project

After research — as aim for the future

— Fulfilment of any obligations of researchers and/or sponsors to research
participants, groups or societies from which they were recruited

— Availability of results for participants, offer of information on health-related results
— Publication of results in scientific journals

Elmar Doppelfeld, Moscow, 10
28 - 29 November 2011





Composition of RECs

or CWERGE CELEURGIE

Multidisciplinary composition
Appropriate collective expertise to perform a review

Balance of scientific expertise, philosophical, legal or
ethical background and lay views

Basic understanding of the importance of research
Equal standing of professional and lay members
Obligation to confidentiality

Initial and continuing training of REC members adapted
to individual needs

Rules for appointment and renewal process
Accountability of RECs in conformity with national law

Elmar Doppelfeld, Moscow,
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Members of RECs

COUNCH  Condnl
or Cwssrt L LEURGCIE

 Professional members e.g.

— Scientists, health care professionals, lawyers, ethicists, epidemiologists,

clinical pharmacologists, pharmacists, psychologists, sociologists,
biostatisticians

« Lay members

— No specific qualification in biomedical research, medicine or health care

e Initial and continuing training of REC members
— Training relevant to the role in the REC

— Training for all members adapted to individual needs and RECs specific
needs in particular

o Ethical principles and their application in biomedical research
0 Research design and methods

o View of conducting research

Elmar Doppelfeld, Moscow, 12
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Method of Working ——

or CWERGE CELEURGIE

Statutes issued by the appointing body
Rules of procedure developed by the REC

— Plenary meetings

— Appointment of ad hoc rapporteurs for specific proposal
— External expertise

— Administrative procedures

— Archiving documents

— Handling of conflict of interest

Follow up of an ongoing research project
REC self-evaluation

Internal discussion on the work of the REC
Independent audit of REC functioning
Exchange with other bodies

Elmar Doppelfeld, Moscow, 13
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Examination of a Research Project [

or CWERGE CELEURGIE

-Formal requirements-

Legal competence of the REC according to national law
Applicant entitled to submit a proposal

Interaction with authorities according to national law
Application process

Application in writing and dated, electronic submissions should be accepted
Acknowledgement of receipt and safeguarding of confidentiality
Requirements for application fulfilled?

Contact person for the applicant

Notice to the applicant concerning begin and time table of assessment

Before begin of the assessment declaration of conflicts of interest
pertaining to the proposal to be reviewed

Elmar Doppelfeld, Moscow,

28 - 29 November 2011 14





Information for the REC. /=

or CWERGE CELEURGIE

« Description of the project

« Justification for involving human beings
* Inclusion and exclusion criteria

« Healthy volunteers

o Justification for control groups

 Use of placebo

* Benefits and risks

e Recruitment arrangements

* Information for potential participants

« Potential undue influence

* Informed consent/authorization
— arrangement for seeking, scope, documentation

*According to the Appendix to the Additional Protocol Biomedical Research

Elmar Doppelfeld, Moscow,
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Safety and Supervision

- Information for the REC -

Assessment of health status of participants
Medical supervision of participants

Information for the REC during the conduct of
research

New information and protection of participants

Elmar Doppelfeld, Moscow,

28 - 29 November 2011 16





COLCH e LT 1]
or CWERGE CELEURGIE

Confidentiality - Right to Information
- Information for the REC-

Data protection
Safety of removed and stored biological materials
Right to know — right not to know

Elmar Doppelfeld, Moscow,
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Availability of Research Results

- Information for the REC -

e REC

— Information by the researcher on results, conclusions, conduct or premature
termination of the research project; foreseen means for publication of results

o Participants
— Overall conclusions in a comprehensible form on request of the participant

— Respect of interests and rights of third parties

— Offer of information on results with relevance to the health of the participant
and/or his family; medical counselling!

o Scientific community and healthcare system

Elmar Doppelfeld, Moscow, 18
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Other Points B

Payments and rewards
— Participants: influence on free and informed consent
— Researcher: independent judgement of the project

Further uses, including commercial uses, of
the research results, data or stored biological
materials

Compensation for damage

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Persons not able to consent [uis it

- Specific assessment by the REC -

Legal provisions

System of legal representation

— Participation of the represented person in the authorization procedure in
relation to maturity and capacity to understand

— Authorization only on full information; may be refused or withdrawn at any
time without disadvantage for the represented person

— No specific interests of the legal representative
Justification for research on persons not able to consent

Minimal risk and minimal burden as limiting factors for research
without the potential direct benefit on persons unable to consent

“Scientific quality — conformity with law — ethical acceptability”

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Research in Specific Situations e

or CWERGE CELEURGIE

Clinical emergencies
— Legal provisions
— Delayed informed consent/authorization

— Assessment of the project as an emergency project by an authority
and by a REC

— Principles of minimal risk and minimal burden for research without
a potential direct benefit for the participant

Persons deprived of liberty

— Legal protective provisions
— Justification for research on this group
— Protection of autonomy!

Pregnancy and breastfeeding
Cluster randomised trials

Elmar Doppelfeld, Moscow,
28 - 29 November 2011
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Work In Progress

e Transnational research

— Draft Declaration on the implementation of fundamental ethical
principles in transnational biomedical research

 Research on biological materials of human origin

— Recommendation Rec(2006)4 of the Committee of Ministers
to member states on research on biological materials of
human origin

Elmar Doppelfeld, Moscow,
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