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What does research ethics bring to 
clinical trials in oncology globally?

Does the revised Declaration of 
Helsinkicontribute to the needs of 

researchers in developing countries?
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Why Research Ethics?

• As a critique of health research?
• As a support for health research?
• As an apology for health research?
• As a description of health research?



Justifying Research Ethics

A. ‘Knowledge without action has no value.’
B. ‘Action without knowledge has no value.’

1. What are the eyes and ears of research ethics?
2. What are the heart and mind of research ethics?
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Recent Developments Affecting 
Global GCP Guidelines

• Declaration of Helsinki
(WMA, 2000, 2002, 2004, 2008)

• ICH Globalisation Process
(GCP 1996-Present)

• WHO GCP(1995, 2005)
• Development of Regional & National GCP 

Guidances
(India, China, Indonesia, Thailand, Malaysia, 
Singapore, South Africa, PAHO, UK MRC)

• Directive on Implementing GCP and the 14 
implementing guidance texts
(EU, 2001-2005)

• US IRB/IEC Assurances
(US OHRP, 3 December 2000)

• The Globalization of Clinical Trials: A Growing 
Challenge in Protecting Human Subjects
(US DHHS Report, September 2001)

• Protocol on Biomedical Research
(Council of Europe, 2004)

• Declaration on Universal Norms on Bioethics
(UNESCO, 2005)
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Recent Developments (cont.)
• Operational Guidelines for Ethics Committees That 

Review Biomedical Research
(WHO, March 2000)

• Surveying and Evaluating Ethical Review Practices
(WHO, February 2002)

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

• Ethical Considerations in Preventive Vaccine 
Research
(UNAIDS Guidance Document, May 2000)

• Operational Guidelines for Data & Safety 
Management Boards
(WHO/TDR, 2005)

• Model Standard Operating Procedures for Ethics 
Committees
(GCPA-Europe + SIDCER, 2005)

• Operational Guidelines for Conducting Clinical 
Trials on Botanical Medicines
(WHO/TDR, 2005)

• Guidance in Paediatric Research
(WHO & CESP)
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1. What is the 1. What is the Declaration of Declaration of 
HelsinkiHelsinki??



How should we understand the 
Declaration of Helsinki in 2009?

• (a philosophy ?)
• a set of principles ?

• a guideline ?
• a standard ?

• a regulation (law) ?
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What is the World Medical 
Association?

• Founded 1947 in Paris, 27 medical associations 
represented, including AMA

• Located in Ferney-Voltaire, France
(close to Geneva, Switzerland, 1975-present)
(1964-1974 headquartered in New York City)

• Currently 94 member national medical associations
� Constituent members – national associations of physicians
� Association members – individual physicians
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WMA raison d’être

• Created: ‘to ensure the independenceof 
physicians, and to work for the highest possible 
standards of ethical behaviour and care by 
physicians, at all times.’
(particularly in light of the role of physicians in WWII)

• Purpose: ‘to serve humanity by endeavoring to 
achieve the highest international standards in 
Medical Education, Medical Science, Medical 
Art and Medical Ethics, and Health Care for all 
people in the world’ 11



WMA Statements

The Declarations, Resolutions and 
Statements cover a wide range of subjects, 
including an International Code of Medical 
Ethics, the rights of patients, research on 
human subjects, care of the sick and 
wounded in times of armed conflict, torture 
of prisoners, the use and abuse of drugs, 
family planning and pollution.
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Other Activities
• health-related human rights
• promoting and defending the basic rights of patients and 

physicians
• Medical education helping physicians to continuously improve 

their knowledge and skills
• human resources planning for health care services
• patient safety
• public health policy and projects such as tobacco control, 

immunization
• democracy building for new medical associations, especially in 

new or developing democracies
• leadership and career development
• advocacy for physicians' and patients' rights 
• occupational health and safety
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The Declaration of Helsinki

• Adopted by the WMA General Assembly in 
Helsinki 1964
‘Recommendations Guiding Physicians in 
Clinical Research’

• Work begun on the drafting in 1953
• Part of an ongoing discussion on research 

ethics
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The Role of Helsinki

• ‘the cornerstone of research ethics’
(FP Crawley, WMA General Assembly, Helsinki, 2001)

• ‘the international touchstone for the ethical 
conduct of clinical studies’
(Peter Lurie & Sidney Wolf, Public Citizen’s Health 
Research Group, Letter to David Lepay, FDA, September 
1, 2004)
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2. 2. The Background to the 2008 The Background to the 2008 
RevisionRevision
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The Cornerstone of
Health Research Ethics

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

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

(DoH 2000, Intro, Paragraph 2)



Why Revise Helsinki in 2008?

• Controversies since the November 1997 
AMA proposal to revise Helsinki
(focused on eliminating the therapeutic –
non-therapeutic distinction)

• Acceptance and non-acceptance of the 2000 
revision

• Addition of footnotes to paragraphs 29 & 30 
in 2002 and 2004 (respectively)
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The Revision Process (1)

• Aimed at ‘editorial changes’
• Developed through the Ethics Unit at the WMA
• May 2007 WMA Council established a 

Working Group (Medical Associations of 
Sweden, Japan, South Africa, Brazil, and 
Germany; Dr. Eva Nilsson Bågenholm, 
President Swedish Medical Association, Chair)

• May 2007, Invitation to stakeholders to suggest 
changes 19



The Revision Process (2)

• October 2007 WMA Medical Ethics Committee 
discusses the proposed changes

• November 2007 – Working group prepares consultation 
draft, which is distributed widely

• February 25, 2008 – Deadline for comments

• March 10-11, 2008 – Stakeholders conference in 
Helsinki to discuss contentious points raised in the 
consultation

• March 11-31 – Working group revises its consultation 
draft 20



The Revision Process (3)

• May 15-17 – Consideration of the revised draft by the 
WMA Medical Ethics Committee and Council

• May 31 – Call for comments on latest draft

• August 31 – Working group prepares its final draft

• October 15-18 – Final consideration of draft by WMA 
Medical Ethics Committee and Council and adoption by 
the WMA General Assembly in Seoul
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Draft Revision of Helsinki
10 June 2008

Helsinki

lost authority ?
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3. What is New in the3. What is New in the
Declaration of Helsinki Declaration of Helsinki 2008?2008?



The Ground of Helsinki

‘In biomedical research on human subjects, 
considerations related to the well-being of 
the human subject should take precedence 
over the interests of science and society’

Declaration of Helsinki 2000, paragraph 5



Helsinki
(draft revision, 9 November 2007)



Revisiting
The Ground of Ethics

‘In medical research involving human 
subjects, the well-being of the individual 
research subject must take precedence over 
all other interests.’

Declaration of Helsinki 2008, paragraph 8



Challenging
The Ground of Ethics

‘Medical research involving human subjects 
may only be conducted if the importance of 
the objectiveoutweighs the inherent risks 
and burdensto the research subjects.’

Declaration of Helsinki 2008, paragraph 21



Vulnerable Populations

‘Medical research is subject to ethical standards 
that promote respect for all human subjects and 
protect their health and rights. Some research 
populations are particularly vulnerable and need 
special protection. These include those who 
cannot give or refuse consentfor themselves 
and those who may be vulnerable to coercion or 
undue influence.’

Declaration of Helsinki 2008, paragraph 9
28



Vulnerable Populations

‘Medical research involving a 
disadvantaged or vulnerable population or 
community is only justified if the research 
is responsive to the health needs and 
priorities of this population or community 
and if there is a reasonable likelihood that 
this population or community stands to 
benefit from the results of the research.’

Declaration of Helsinki 2008, paragraph 17
29



Transparency 

‘Every clinical trial must be registered in a publicly 
accessible database before recruitment of the first 
subject.’

Declaration of Helsinki 2008, paragraph 19



Use of Control Arms
‘The benefits, risks, burdens and effectiveness of a new 

intervention must be tested against those of the best 
current proven intervention, except in the following 
circumstances:

• The use of placebo, or no treatment, is acceptable in studies 
where no current proven intervention exists; or

• Where for compelling and scientifically sound methodological 
reasonsthe use of placebo is necessary to determine the efficacy 
or safety of an intervention and the patients who receive placebo 
or no treatment will not be subject to any risk of serious or 
irreversible harm.  Extreme care must be taken to avoid abuse of 
this option.’

Declaration of Helsinki 2008, paragraph 14



Access to Post-study Interventions

‘At the conclusion of the study, patients entered into the 
study are entitled to be informed about the outcome of 
the study and to share any benefits that result from it, for 
example, access to interventions identified as beneficial 
in the study or to other appropriate care or benefits.’

Declaration of Helsinki 2008, paragraph 33

‘. . . The protocol should describe arrangements for post-
study access by study subjects to interventions identified 
as beneficial in the study or access to other appropriate 
care or benefits.’

Declaration of Helsinki 2008, paragraph 14
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‘How can we in 2009 best integrate the 
Declaration of Helsinkiinto research ethics?

fpc@gcpalliance.org


