
In October 2008, the 59th World Medical Association 

(WMA) General Assembly in Seoul adopted the 7th revision 

of the Declaration of Helsinki: “Ethical Principles for Medical 

Research Involving Human Subjects.” This new version is 

the result of an extensive review process which started in 

2007 and which received contributions by various national 

medical associations, researchers, and medical journal edi-

tors (1). The 7th revision of Declaration contains important 

new requirements related to the registration of clinical tri-

als and reporting of their results.

Both requirements are indeed appropriately situated 

among the core principles of contemporary research eth-

ics (Paragraphs 19 and 30). The main purpose of trial reg-

istration is to reduce publication and reporting bias and 

thus provide reliable evidence for decision making, but it 

can only achieve this if complemented by public report-

ing of results.

Various controversies over the last decades have con"rmed 

the need to "rmly reiterate that medical research involving 

humans has a clear public purpose and that transparency 

is a crucial requirement to ensure that this public purpose 

is respected (2,3).

A "rm commitment of the medical community to trans-

parency should help rebuild trust in medical research, 

which has been seriously damaged by these controversies. 

Ensuring transparency and integrity of data also re#ects an 

ethical commitment to respect for research subjects. In-

deed, using research subjects (or as we prefer to call them, 

participants) for research that remains hidden because of 

corporate or other interests amounts to using human be-

ings as instruments of marketing and undermines their 

dignity. Finally, transparency in research on humans is also 

a core component of promoting the physical well-being 

of research participants and of patients who will end up 

consuming the products that result from research. Know-

ing about trials that have already taken place is crucial in 

preventing unnecessary exposure to potential harms in 

research and in promoting safe prescription behavior. 

Changes made to the Declaration, particularly those re-

lated to the need for the registration of clinical trials and 

results reporting, are a clear sign that the medical com-

munity is taking the issue of transparency, and public ac-

countability of research seriously.

Here we shall brie#y present the background to these pro-

visions and address their implications and some of the re-

maining challenges.

HISTORY OF THE DECLARATION

As is well known, the Helsinki Declaration grew out of phy-

sicians’ international initiatives which promoted general 

ethical standards for the medical profession after World 

War II. The "rst initiative of the World Medical Association in 

that context was to update the Hippocratic Oath with the 

Declaration of Geneva (1948), which focused on the basic 

ethical obligations of physicians toward their patients (4,5). 

The WMA subsequently embarked on a process to de-

velop ethical principles for physicians involved in medical 

research on humans. It was developed in direct response 

to the International War Crimes Tribunal’s condemnation 

of several prominent German physicians for their involve-

ment in horri"c medical experimentation on prisoners. The 

Nüremberg Court’s decision contained a statement of core 

ethical principles that had to be respected in medical ex-

perimentation, the so-called Nüremberg Code (6,7).

Even though these principles were thought to be “gener-

ally accepted” and widely shared by the medical commu-

nity, it took the WMA a substantial amount of time to reach 

a consensus on its own ethical principles for medical re-

search. This was in part due to the fact that many delega-

tions, particularly the US and Canadian, felt that the Nürem-

berg Code was too restrictive, particularly with respect to 

research involving children and people in mental health 

institutions and prisons (5). The version that was "nally ad-

opted in 1964 as the Declaration was clearly more #exible 

in that respect, providing a weaker informed consent, 

and allowed, for example, research on incompetent 
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patients. It also made a clear distinction between so-called 

therapeutic and non-therapeutic research, providing for 

weaker informed consent requirements in the context of 

research involving patients, ie therapeutic research.

Over time, the Declaration has undergone important 

changes, many of which were in line with the growing 

recognition of the need for fully informed consent in the 

context of medical practice, not just medical research. It 

was also revised to address new scienti"c and techno-

logical developments (8). According to Williams (1), the 

Declaration’s evolution addressed the balance between 

general and individual interests, while continuing to em-

phasize that individual interests are primary and cannot 

be overridden for the sake of society or science. In the 

major revision of the Declaration in 2000, the distinction 

between so-called “therapeutic” and “non-therapeutic” 

research was abolished. At the same time, the Declara-

tion forbade the use of placebo when there was an ex-

isting therapy, and added a public health component by 

requesting researchers to seek bene"t for populations in 

their research (9).

7TH REVISION OF THE DECLARATION AND PROMOTION 

OF TRANSPARENCY

The 7th revision of the Declaration continues on this path 

of adapting to a changed research environment and a 

growing awareness of newly emerging ethical issues. We 

want to draw attention here to two important paragraphs 

and highlight their signi"cance. The "rst is Paragraph 19 

(Box 1) which introduces prospective registration of trials 

as a strict requirement. The second is Paragraph 30 (Box 

2), which emphasizes the importance of the disclosure of 

research results.

The inclusion of these two paragraphs in the Declaration 

has a long history. As early as the 1980s, commentators 

argued that there was a need to introduce a registration 

system for clinical research, as an important step to pro-

mote transparency (10-12). This call for registration and 

reporting of results has become louder in recent 

years, in the context of growing concerns over the incom-

plete disclosure of clinical trials data and bias in reporting 

research results (13-17).

Frustrated with the frequent publication and outcome re-

porting bias, the International Committee of Medical Jour-

nal Editors (ICMJE) made trial registration a mandatory 

prerequisite to consider trial results for publication, thus 

creating signi"cant pressure and adding a very important 

motivation for clinical trials registration (14). Following the 

recommendations of the Mexico Summit on Health Re-

search in November 2004, the 58th World Health Assembly 

adopted a resolution in 2005 which called for the develop-

ment of a voluntary clinical trials registry platform (18). In 

the summer of 2005, the World Health Organization set up 

a working group to develop uniform criteria for trial regis-

tration and an international trial platform. This started an 

intensive international movement that contributed signi"-

cantly to the development of the international standards, 

which were launched in 2006, and supported by the ICMJE 

and many others (15).

The Ottawa Group (to which we belong) has also been a 

vocal advocate for transparency. At its October 2004 meet-

ing, this independent international group of stakeholders 

adopted a statement on the principles of trial registration, 

the so-called Ottawa Statement (13,19). In 2007, the Ot-

tawa Group recommended to the WMA that the new ver-

sion of the Declaration should include: (a) the need for per-

forming systematic reviews in medicine, (b) prospective 

registration of trials, in line with the international standards 

launched by the WHO in 2006, and (c) public disclosure of 

results (20).

Declaration of Helsinki, Paragraph No 19

Every clinical trial must be registered in a publicly accessible 

database before recruitment of the "rst subject.

Box 1.

Declaration of Helsinki, Paragraph No 30

Authors, editors and publishers all have ethical obligations 

with regard to the publication of the results of research. 

Authors have a duty to make publicly available the results 

of their research on human subjects and are accountable 

for the completeness and accuracy of their reports. They 

should adhere to accepted guidelines for ethical reporting. 

Negative and inconclusive as well as positive results should 

be published or otherwise made publicly available. Sources 

of funding, institutional a%liations and con#icts of interest 

should be declared in the publication. Reports of research not 

in accordance with the principles of this Declaration should 

not be accepted for publication.

Box 2.
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Not all of these proposed changes have been fully imple-

mented. The need for systematic reviews is not explicitly 

listed and registration is included but without de"ning 

the registries. Ideally, the Declaration could have provided 

more clarity around registration and results reporting. For 

example, the Ottawa group thought that using the term 

“freely” accessible (meaning no payment at the moment 

of use), not just accessible, would be extremely impor-

tant, as it would particularly promote access to research 

results for resource-poor countries. Furthermore, it was 

felt that there should have been a clear de"nition of the 

necessary public ownership of registries, which should 

have excluded registries set up by entities with a poten-

tial con#ict of interest associated with the results (eg, in-

dustry-owned registries). Still, the fact that the Declaration 

does include a clear and undeniable reference to the need 

for public accountability of research is laudable. The Dec-

laration explicitly requires that results are made publicly 

available (Paragraph 30), which includes not only publica-

tions in peer-reviewed journals, but also results posted on 

the Internet (21).

DECLARATION AND REMAINING CHALLENGES IN 

PROMOTING TRANSPARENCY OF RESEARCH ON 

HUMANS

The Declaration aims at setting generally acceptable prin-

ciples and cannot provide all the details, which have to be 

worked out by regulatory bodies and organizations. While 

this international declaration of principles is a beginning, 

there is a need for further initiatives at national and inter-

national levels. These initiatives must address two ongoing 

challenges. First, there is a need to develop standards for 

results disclosure on a global level. This has been recom-

mended by the participants of the international meeting 

on Public Reporting of Clinical Trials Outcomes and Results 

(PROCTOR), organized by the Canadian Institutes of Health 

Research (CIHR) in March 2008 (22). In June 2008, the WHO 

Working Group on reporting of "ndings of clinical trials 

proposed that "ndings of all clinical trials be made publicly 

available. WHO also started a public consultation process 

(23), which we can expect to lead to the development of 

international standards. Second, there is a need to ensure 

national implementation and enforceability of the Decla-

ration requirements and of the WHO/ICMJE international 

standards for trial registration. In Canada, for example, the 

Declaration principles are re#ected and further developed 

in the research ethics policy developed by the major fed-

eral funding agencies, the Tri-Council Policy Statement: 

Ethical Conduct for Research Involving Humans (24). This 

Policy Statement de"nes ethical standards in research in-

volving humans that is undertaken in federally funded 

institutions. The Tri-Council Policy Statement is currently 

being revised and the new draft, which has been made 

publicly available for commentary, contains explicit pro-

visions related to trial registration and results reporting 

(25). Its new article 11.12 would impose a duty to register 

all clinical trials “with a recognizable and easily accessible 

public registry” (25). Such a registry, the document states, 

is important to allow access to ongoing trials and their re-

sults. The new draft also explicitly states that institutions 

and research ethics boards should ensure that results of 

clinical trials will be published or otherwise disseminated 

in a timely manner. According to the new article 11.11, 

“any prohibition or undue limitation on the publication 

or dissemination of scienti"c "ndings from clinical trials 

is ethically unacceptable” (25). However, the impact of 

the Tri-Council Policy Statement in Canada is somewhat 

limited. In principle, it only binds research that is funded 

by one of the major federal funding agencies, or research 

that is being undertaken in federally funded institutions 

that have signed a contractual agreement with the fed-

eral funding agencies to respect the Tri-Council Policy 

Statement. Clinical trials of pharmaceutical products that 

are sponsored by industry are subject to clinical trial reg-

ulations emanating from the Canadian Government and 

have to respect the International Conference on Harmon-

isation – Good Clinical Practice Guidelines (ICH-GCP) (26). 

There is currently no regulation requiring registration of 

all clinical trials and no requirement to publicize all results. 

As in many countries, there is clearly a need for a national 

regulation that requires clinical trial registration and re-

sults reporting on the clinical trials that are taking place 

outside publicly funded institutions.

The main task in front of us is to de"ne international prin-

ciples and standards of public disclosure of trial results, be-

yond publication in peer reviewed journals. This includes 

the elaboration of minimum and optimum requirements 

and the development of a long-term vision that would en-

able a gradual increase in details and levels of public post-

ing of results to meet the needs of various user groups. 

Using this approach, we expect to achieve the level of 

transparency that would enable the critical appraisal of tri-

als, protect trial participants from unexpected harm, and 

regain people’s trust in research on humans and thus guar-

antee that research meets ethical requirements. Some 

pioneering work in de"ning international principles for 

results reporting has been done by the Ottawa State-

ment, especially its part 3 (13).
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NATIONAL IMPLEMENTATION OF THE TRANSPARENCY 

REQUIREMENTS

The clinical trial results tables developed by the ClinicalTri-

als.gov registry as the implementation of the 2007 Amend-

ment of the Food and Drug Administration Act (FDAAA), 

represent a big step in that direction (27,28). Our concerns 

regarding results posting, as de"ned by FDA Amendment 

Act and prior-publication, was addressed by the ICMJE’s 

timely reaction in June 2008. Journal editors agreed that 

the registration of results in the same primary register in 

which the trial was registered will not be considered prior 

publication (29). However, without a global approach we 

cannot achieve the application of ethical principles world-

wide and a consequent increase in transparency and safe-

ty of trial participants.

Initiatives are also needed to ensure the implementation of 

the Declaration principles. The WMA by itself has no power 

to ensure the implementation at a national level and no 

regulatory power to ensure compliance. It is expected that 

national medical associations and medical schools will 

adopt the Declaration and this will undoubtedly have an 

impact on research in which physicians are involved. Yet, 

professionals other than physicians are increasingly in-

volved in health-related research involving humans. Some 

health research projects may not involve medical practi-

tioners at all. While the Declaration has a high moral status 

in the world of medical research at large, the fact that it is 

enacted by a single professional organization may indicate 

its limits unless other professionals also endorse it. In para-

graph 2 of the Declaration the WMA invites all those that 

design, conduct, and analyze clinical research to adopt 

these principles.

Furthermore, there is uncertainty as to the legal status of 

revisions to the Declaration in countries which explicitly 

refer in legislation to the need to respect the Declaration’s 

principles. Indeed, national legislators or regulators would 

not normally be bound by a new version of a document 

emanating from another institution, to which they refer 

in their regulations or legislation (25,30). In October 2008, 

following several years of debate, the FDA in the United 

States removed the references to the Declaration, likely in 

reaction to the more stringent restrictions on the use of 

placebo controls in the 6th revision of the Declaration (31-

33). This is regrettable for a variety of reasons, not in the 

least because it undermines the authority of the Decla-

ration as a statement of ethical principles to which all 

nations can sign onto. In the context of registration 

and results reporting, it should, however, be mentioned 

that the US is in the forefront of moving toward a strin-

gent regulatory system. Indeed, following the 2007 FDA 

Amendment Act, trial registration, and mandatory results 

reporting of at least phase II to phase IV trials are now strin-

gent regulatory requirements that can be legally enforced 

in the United States.

We believe that it is important for national regulators not 

to invoke the limitations of the Declaration as an excuse 

to reject an important research ethics document that pro-

vides standards for ethical research to which all members 

of the research community should adhere. The Declaration 

has been widely endorsed as being among the most in-

#uential international medical research ethics documents. 

Its moral status can undoubtedly be used to put pressure 

on national governments and legislators to ensure that na-

tional regulatory systems live up to the principles embed-

ded in the Declaration. They should use the current version 

of the Declaration’s principles, and expand them if per-

ceived necessary. Declaration’s principles should be seen 

as a minimum standard, and national regulations or guide-

lines should not “reduce or eliminate any of the protections 

for research subjects set forth in this Declaration” (21).

We should seek ways to get the Declaration accepted as 

the code of ethics that binds all those that participate in 

clinical research anywhere and in whichever role. Orga-

nizations of health professionals, ethics committees, aca-

demia, registries, journal editors, funders, and sponsors, as 

well as those developing regulatory and scienti"c stan-

dards and guidelines, should explicitly embrace the Dec-

laration’s principles and build on them.

TOWARD INTERNATIONAL STANDARDS

Certain issues related to trial registration and results re-

porting need to be solved, including the scope, purpose, 

and form of results, to enable their public disclosure on the 

Internet, beyond publication in peer-reviewed journals. 

In spring 2008, building on international and its own ini-

tiatives, the Canadian Institutes of Health Research orga-

nized a meeting on the Public Reporting of Clinical Trial 

Outcome and Results (PROCTOR). The PROCTOR meeting 

started an international dialogue of di&erent constituen-

cies and identi"ed issues regarding how, when, for whom, 

and in which ways results of clinical trials should be report-

ed and how they might be used, and made recommen-

dations for developing international standards for public 

disclosure of clinical trial results (unpublished). Outcomes 
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of the PROCTOR meeting are about to be published and 

we sincerely hope that they will contribute to the devel-

opment of international standards. The new version of the 

Helsinki Declaration, with its explicit requirements for trial 

registration and results reporting, may provide the neces-

sary impetus to move toward global registration and re-

porting systems.
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