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Why register trials

 To improve transparency and accountability

 It is an ethical responsibility

 To improve public trust 

 To address publication bias and selective reporting

 To identify gaps

 To build research infrastructure and capacity 
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An ethical responsibility
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Why register trials?

“Registration of all interventional trials is a scientific, 

ethical and moral responsibility”

WHO ICTRP Secretariat, Nov 2005

An interventional trial is any research study that 

prospectively assigns humans or groups of humans to 

health-related interventions

– Includes Phase I to Phase IV trials
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An ethical responsibility

" Medical research involving human subjects must … be based on a 
thorough knowledge of the scientific literature, other relevant 
sources of information…."

" Every medical research project involving human subjects should be 
preceded by careful assessment of predictable risks and burdens 
in comparison with foreseeable benefits to the subject or to 
others…. The design of all studies should be publicly available." 

Declaration of Helsinki
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Declaration of Helsinki 2008

19. Every clinical trial must be registered in a publicly 

accessible database before recruitment of the first 

subject.
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Declaration of Helsinki 2008

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 
affiliations and conflicts 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.



Why register clinical trials | Zanzibar February 5, 20098 |

Public trust
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Public (mis)trust

 In a recent survey, only a quarter of Americans said the 

(pharmaceutical) industry was doing a good job, putting it on a par 

with the tobacco industry. When your customers see you as 

"manipulative, dark, menacing," you could be said to be losing the 

battle for hearts and minds… drug companies are under increasing 

pressure to prove value for money, where "value" is about more 

than just the effectiveness of their drugs. 

Fiona Godlee: BMJ 2005;330 (28 May)

doi:10.1136/bmj.330.7502.0-g 
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Enhancing public trust

Two initiatives … could help improve the industry's image or help 

individual drug companies stand out from the crowd. The first is 

trial registration. .... Drug companies have been closely involved in 

recent negotiations and should now, for their own sake as much as 

the public's, embrace this opportunity to show their commitment to 

greater transparency. 

Fiona Godlee: BMJ 2005;330 (28 May)

doi:10.1136/bmj.330.7502.0-g 
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"… academic fraud has been around since the year dot 

and it's just coincidence that three high-profile cases 

come along at once. Others are less certain, and believe 

that the past 10 years have seen a marked increase in 

malpractice as competition for research funds, 

development money and jobs has intensified. A recent 

study by the university of Minnesota of 4,000 

researchers in more than 100 faculties found that one in 

three scientists plagiarised, 22% handled data 

"carelessly" and 15% occasionally withheld 

unfavourable data." 
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Publication bias

Publication bias

“Where the likelihood of publication  is influenced by the  

direction or strength of the trial results” (Dickersin 1990)

Selective reporting

Incomplete reporting of trial outcomes associated with statistical 

significance (Chan 2005)
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"Publication bias has been a perennial concern of 

reviewers and evidence-based practitioners, but a 

recent series of events has provided a disturbing 

example of the potentially serious effects of the failure to 

publish trial data or to make them available. It has 

emerged that trials of paroxetine, a selective serotonin 

reuptake inhibitor, showing negative or neutral results in 

the treatment of depressive disorders in children and 

adolescents have been not been published by the trials’ 

sponsor, GlaxoSmithKline." 

http://ebmh.bmj.com/cgi/content/full/7/4/98#R6
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“Legal action against 

GSK over SSRI data” 

“The New York State Attorney is suing GlaxoSmithKline (GSK) 

over its alleged failure to disclose important safety and efficacy 

information concerning the use of its antidepressant paroxetine 

(Paxil in North America and Seroxat in the UK) by people under 

18.” 

“The concealed information "impaired doctors' ability to make the 

appropriate prescribing decision for their patients and may have 

jeopardized public health and safety," stated Attorney General 

Eliot Spitzer.” 

CMAJ • July 6, 2004; 171 (1). doi:10.1503/cmaj.1040982
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Following the Freedom of Information Act 
(FOIA) [7], we requested from the FDA all 
publicly releasable information about the 
clinical trials for efficacy conducted for 
marketing approval of fluoxetine, venlafaxine, 
nefazodone, paroxetine, sertraline, and 
citalopram, the six most widely prescribed 
antidepressants approved between 1987 and 
1999 [2], which represent all but one of the 
selective serotonin reuptake inhibitors (SSRIs) 
approved during the study period. 
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Kirsch et al 2008

"Conventional meta-analyses are often limited to 

published data. In the case of antidepressant 

medication, this limitation has been found to result in 

considerable reporting bias characterized by multiple 

publication, selective publication, and selective reporting 

in studies sponsored by pharmaceutical companies [5]." 
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“Just 10 days after Kirsch’s results were published, 

GlaxoSmithKline was found to have withheld clinical trial 

data from the United Kingdom regulator, the Medicines 

and Healthcare Regulatory Authority (MHRA), that 

showed that its anti depressant increased the risk of 

suicide among teenagers, and that it had known this 

since 1998.”

25/3/2008
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"There are many voices in the scientific community 
calling for public disclosure of full sets of data for review 
to ensure independent evaluation of data. 

Perhaps nowhere is this more relevant than in India, 
where the government courts investment from overseas 
companies in clinical trials and its own industries seek to 
develop new products. 

As the subjects of much experimentation, Indians 
deserve to have the data generated from trials properly 
analysed."
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"We …join the calls on our partners 

in the pharmaceutical industry to be 

more transparent and open about 

their trial data. Failing to do so 

means, at best, that ineffective 

treatments are widely used in 

patients and, at worse, can lead to 

unnecessary illness and even death 

if the reported risks of harms are 

underestimated." 

http://ebmh.bmj.com/cgi/content/full/7/4/98#R6

http://ebmh.bmj.com/current.shtml
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International Committee of Medical 

Journal Editors (ICMJE)

“The ICMJE member journals will require, as a condition 

of consideration for publication, registration in a public 

trials registry. Trials must register at or before the onset 

of patient enrollment.”
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"It was unanimously decided that the editors have the 

responsibility to promote the registration of all clinical 

trials being conducted in India and to urge researchers 

to register their trials within a stipulated time, to make 

the clinical trial data transparent and to enable results to 

be published in good journals.“

http://www.icmr.nic.in/ijmr/2008/february/editorial2.pdf

http://www.icmr.nic.in/ijmr/2008/february/editorial2.pdf
http://www.icmr.nic.in/ijmr/2008/february/editorial2.pdf
http://www.icmr.nic.in/ijmr/2008/february/editorial2.pdf
http://www.icmr.nic.in/ijmr/2008/february/editorial2.pdf
http://www.icmr.nic.in/ijmr/2008/february/editorial2.pdf
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Chinese journal editors

 Joint Statement of Establishing Chinese Clinical 

Trial Registration and Publication System

 Chinese Clinical Trial Registration and Publication 

Collaboration (ChiCTRPC). 

"We declare that, from January 1st 2007, the member 

journals of ChiCTRPC will publish clinical trials with 

unique register number superior to those who do not 

have. In future, only clinical trials with register number 

can be published in those journals. This schedule will be 

adjusted by members themselves."
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Identify gaps
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Example

 AFRO and

– Children = 100

• And diarrhoea = 1

• And pneumonia = 4
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Registration rate by 

World Bank income level (Oct 13 2008)
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Registration rate by 

WHO region (Oct 13 2008)
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At 21st October 2008…

On the WHO ICTRP clinical trials search portal:

 469: the number of trials recruiting in AFRO countries

 227: the number of trials registered so far this year that 

either are recruiting or have recruited participants in the 

AFRO region

Refer also status report
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Recruiting at Oct 21 2008
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Research infrastructure
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http://www.sciencemag.org/index.dtl
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Example: China

"The biggest infrastructure gaps in both countries are in 

trial know-how and ethical oversight." 

Wu Taixing, ChiCTR

 Found that 207 of 2235 "randomized" trials reported in 

Chinese journals were randomized properly. 

"Most authors of these reports lack an adequate 

understanding of rigorous clinical trial design".

http://www.sciencemag.org/index.dtl


Why register clinical trials | Zanzibar February 5, 200933 |



Why register clinical trials | Zanzibar February 5, 200934 |

Edwin Cameron, Supreme Court of Appeal

"It is especially important to recognize the thousands of 

women who globally have volunteered for clinical trials. 

They deserve our respect and thanks, and we owe them 

our partnered commitment to ensure that communities 

understand the benefits of clinical trials. For too long, 

fear and mistrust have characterized the way many look 

at clinical trials in Africa. By setting the highest ethical 

standards and guaranteeing the highest standard of 

healthcare to trial participants, we can build widespread 

support for clinical trials across the continent." 
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron%20Microbicides%20Apri%20l2006_en.pdf

http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
http://data.unaids.org/pub/Speech/2006/20060530_SP_ECameron Microbicides Apri l2006_en.pdf
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Other reasons to register

 increase participation in clinical trials

 contribute to systematic reviews

 speed access to results

 increase effectiveness of research funding

 impending increase in number of trials

 improve access to research information
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Other reasons to register

 increase efficiency of the research process 

– e.g. ethical review

 enhance transparency and accountability

 improve equity and ownership 

 facilitate policy development



Why is WHO involved?
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58th WHA Resolution (2005)

Called upon the global scientific community, 

civil society, international partners, the private 

sector and other relevant stakeholders…

“to establish a platform linking a network of 

international clinical trials registers in order to 

ensure a single point of access and the 

unambiguous identification of trials”
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The Registry Network

WHO Primary Registries:

 ANZCTR (Australia)

 ChiCTR (China)

 CTR-I (India)

 ISRCTN (United Kingdom)

 NTR (Netherlands)

 SLTR (Sri Lanka)

 DKTR (Germany) 

 JRN (Japan)

 AIM: to provide a forum for 
registries to exchange 
information and work 
together to establish best 
practice for clinical trial 
registration

P
la

tfo
rm
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What is a Primary Registry?

 Meet criteria for content, quality and validity, 

accessibility, unique identification, technical capacity 

and governance and administration

 Are managed by a not-for-profit agency.

 Have the support of government within the country / 

region for the proposed Primary Register to act as the 

Primary Register for the country / region

 Have the support of the ICMJE
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Central Repository

Database Database Database

Data downloaded every Tuesday 

Searched using 

Search Portal model
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Why integrate registration with 

regulation and ethical review?
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Why integrate?

 Separate processes but shared information
– There is an identifiable "core" data set

– Eg patient population, description of the intervention, sites of 
recruitment (sites with ethics approval)

 Potential to build purpose-specific add-ons (or modules) 
to the core

– Eg a module for ethics committees

– Eg a module for regulators

 Improve efficiency
– Developing separate systems to meet separate needs is 

resource consuming and would result in duplication
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Example: Brazil

 Trial registration is a legal requirement

 Trials must be registered before they are submitted to 
the regulatory authority (ANVISA)

 WHO trial registration data set to be included in the 
application form to be used by all ethics committees

– Agreed to be CONEP: the national authority that coordinates 
the ethics committees and institutional review boards in Brazil

 The intention is for data to be fed automatically to the 
Brazilian Registry through ethics committees, then made 
available to ANVISA
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Example: Italy

 One of the first countries to make trial registration a 

legal requirement.

 Registration is achieved through electronic submission 

to Local Ethic Committees (LECs) 

 All trials are registered at the National Monitoring Centre 

for Clinical Trials (OsSC)
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Example: USA

 Registration a legal requirement (FDAAA 2007)

 Data submitted directly to registry by trial sponsors


