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Stand and declare
Opportunity and challenge of clinical trial registration

Diane Kelsall, mD, meD, ccfp, fcfp

Canadian Family Physician (CFP) is a URM journal; 
that is to say, we follow the Uniform Requirements 
for Manuscripts Submitted to Biomedical Journals 

from the International Committee of Medical Journal 
Editors (ICMJE). The ICMJE developed in the late 1970s 
when a small group of medical editors met to establish 
guidelines for the format of manuscripts submitted to 
their journals. Over the years, the ICMJE has gradually 
broadened its scope to include ethical principles related 
to publication in biomedical journals.1 

In 2004, the ICMJE published an editorial aimed at pro-
moting clinical trial registration.2 It announced that ICMJE 
member journals (11 general medical journals whose edi-
tors form the ICMJE) would require, as a consideration for 
publication, registration of trials in a public trials registry. 
The ICMJE encouraged editors of other biomedical jour-
nals, such as CFP, to adopt a similar policy.

Why is clinical trial registration necessary?  
Recent evidence suggests that the results of clinical tri-
als might be selectively reported.3-5 Results might not be 
published because the new treatment has been shown 
to be inferior to standard treatment (negative trial) or 
because the trial results are inconclusive. In some cases, 
results might be partially reported. In other situations, 
the trials might not be published in any format. Some 
trials might be over-reported.

In 2004, the Canadian Institutes of Health Research 
sponsored an open meeting (the Ottawa Group) to dis-
cuss trial registration in an international context. The 
resulting Ottawa Statement (part 1) asserts that there 
are both ethical and scientific reasons to register clinical 
trials (Table 1).6 The ICMJE stresses that registration is 
an important part of achieving full transparency for both 
performance and reporting of clinical trials.2

How should trials be registered?
Trial registries have been operating in many countries for 
years; however, no comprehensive system has tracked, 
organized, and disseminated information about com-
pleted and ongoing clinical trials.7 It is important that 
all registries contain uniform data elements, are linked 
electronically, and are broadly searchable.8

Over the past few years, much effort has gone 
into developing protocols for this process. In 2005, 
the World Health Organization (WHO) and its stake-
holders developed a 20-item minimum data set for 

information to be included in trial registry databases.9 
Part 2 of the Ottawa Statement, which explores reg-
istration, is in the latter stages of development. This 
document will include a more comprehensive list of 
data-set items than developed by the WHO, as the 
Ottawa Group is concerned that the WHO’s minimum 
data set is insufficient for full transparency.10 At the 
time of the writing of this article, the draft document 
recommends a much more comprehensive descrip-
tion of the research protocol. 

The ICMJE does not advocate a particular registry, but 
an author wishing to publish results in an ICMJE mem-
ber journal must enrol the trial in a registry with the fol-
lowing characteristics2:
• accessible to the public at no charge;
• open to all prospective registrants;
• managed by a not-for-profit organization;
• able to ensure validity of the registration data; and
• electronically searchable.
The ICMJE has adopted the WHO minimum data set11 
and maintains on its website (www.icmje.org) a list of 
trial registries that meet the above criteria.

Table 1. Rationale for registration of clinical trials
ethical

• Respect the investigator-participant covenant to contribute 
to biomedical knowledge by making trial methods and 
results public.

• Provide global open access to information.
• Reduce unnecessary duplication of invested research 

resources through awareness of existing trials.
• Ensure accountability with regard to global standards for 

ethical research.
• Enable monitoring of adherence to ethical principles and 

processes.

Scientific
• Increase the reliability and availability of evidence on which 

health care decisions are based.
• Improve trial participation.
• Increase opportunities for collaboration.
• Ensure transparency of trial design and methods.
• Provide open review of protocols to improve trial quality 

and refine methods.
• Provide means for identification and prevention of biased 

under-reporting or over-reporting of research.
• Accelerate knowledge creation.

Reprinted with permission from Krleža-Jeric et al.6 
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Which trials require registration?
The ICMJE defines a clinical trial as “[a]ny research 
project that prospectively assigns human subjects to 
intervention and comparison groups to study the cause-
and-effect relationship between a medical intervention 
and a health outcome.”11 Medical intervention refers 
to any intervention used to modify a health outcome, 
including the following:
• drugs,
• surgical procedures,
• devices,
• behavioural treatments, and
• process-of-care changes.

To trigger the requirement for registration, the trial 
must have at least 1 prospectively assigned concurrent 
control or comparison group, according to ICMJE policy. 
All trials whose purpose is to affect or influence clinical 
practice must be registered. Phase 1 trials where the pri-
mary goal is to assess major unknown toxicity or deter-
mine pharmacokinetics are excluded from registration 
by ICMJE policy, but phase 3 trials must be registered. At 
this point, phase 2 trials do not necessarily require reg-
istration; however, individual ICMJE editors will decide 
about publishing the results of unregistered phase 2 tri-
als on a case-by-case basis. 

In contrast, the Ottawa Group recommends register-
ing all clinical trials, regardless of design. The members 
argue that potential risks to research participants are 
“justified primarily by the presumed social good result-
ing from the creation of publicly accessible knowledge.”6 
Failure to disclose information from exploratory and 
uncontrolled trials (eg, for drugs not brought to market) 
might result in potentially harmful duplication by other 
researchers. There is also a missed opportunity to use 
the information as a basis for future research.

Implications for CFP
The mission of CFP includes providing a source of accu-
rate, relevant, and stimulating research, with the inten-
tion of encouraging improved patient care and the 
academic development of the discipline. Registration of 
clinical trials is a necessary step in achieving the mis-
sion of CFP. 

As a URM journal, CFP will be following the ICMJE 
requirements for trial registration (see www.icmje.org 
for further details), but will monitor the progress of 
Canadian and international deliberations on the regis-
tration and disclosure of clinical trial information. After 
an extensive consultation process, an external working 
group for Health Canada is due to make its final recom-
mendations on clinical trial registration in the fall of 
2006. 

Canadian Family Physician will consider publishing the 
results of clinical trials beginning on or after January 1, 
2007, only if the trial is registered before the first patient 
is enrolled (prospective registration). Authors wishing 

to submit results of clinical trials to CFP will be required 
to include the trial registration number and trial registry 
name at the end of the abstract. If the results of the trial 
are published in CFP, the registration number and regis-
try name will form part of the published article. Updates 
on trial registration in CFP will be available on our web-
site (www.cfpc.ca/cfp) under “for authors.”

Future of trials registration
Many challenges lie ahead before the final goal of full 
transparency for performance and reporting of clini-
cal trials is achieved. There are many registries around 
the world with varying data sets. At the time of writ-
ing, there is no international consensus on items to 
be included in the minimum data set, particularly with 
regard to the description of the research protocol.

Trial registration is still voluntary; however, a grow-
ing number of journals require clinical trial registration 
before publication. Funding agencies, ethics committees, 
and institutional review boards could also play impor-
tant roles by insisting on registration as a condition of 
funding or ethics approval.12 

Within the next year the WHO International Clinical 
Trials Registry Platform will launch a Web-based search 
portal where anyone, including potential trial partici-
pants, patients, physicians, researchers, and the general 
public, will be able to search participating registries for 
information about trials, ongoing or completed, any-
where in the world.9 It is hoped that all existing and 
future registries will participate in this project. 

Dr Kelsall is Scientific Editor of Canadian Family 
Physician.
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