
Registration of clinical Registration of clinical 
trialstrials

Davina GhersiDavina Ghersi
Coordinator / Team LeaderCoordinator / Team Leader

International Clinical Trials Registry PlatformInternational Clinical Trials Registry Platform
Department of Research Policy and Cooperation (RPC/EIR), Department of Research Policy and Cooperation (RPC/EIR), 

World Health Organization, World Health Organization, 
Avenue Avenue AppiaAppia, CH, CH--1211 Geneva 27, Switzerland. 1211 Geneva 27, Switzerland. 

http://http://www.who.int/ictrpwww.who.int/ictrp



Why register trials?Why register trials?

““Registration of all interventional trials Registration of all interventional trials 
is a scientific, ethical and moral is a scientific, ethical and moral 
responsibilityresponsibility””

WHO ICTRP Secretariat, Nov 2005WHO ICTRP Secretariat, Nov 2005

A trial is any research study that A trial is any research study that 
prospectively assigns humans or groups prospectively assigns humans or groups 
of humans to healthof humans to health--related interventionsrelated interventions

Includes Phase I to Phase IV trialsIncludes Phase I to Phase IV trials



Why register trialsWhy register trials

An ethical responsibilityAn ethical responsibility
Publication biasPublication bias
Transparency and accountabilityTransparency and accountability
Identifying gapsIdentifying gaps



An ethical responsibilityAn ethical responsibility

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

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

Declaration of HelsinkiDeclaration of Helsinki



Publication biasPublication bias

Publication biasPublication bias
““Where the likelihood of publication  is influenced by the  Where the likelihood of publication  is influenced by the  
direction or strength of the trial resultsdirection or strength of the trial results”” (Dickersin 1990)(Dickersin 1990)

Selective publicationSelective publication
““Different conclusions may be reached by selecting trials Different conclusions may be reached by selecting trials 
from the published literature or from a clinical trials from the published literature or from a clinical trials 
registryregistry”” (Simes 1986)(Simes 1986)

Selective reportingSelective reporting
Incomplete reporting of trial outcomes associated with Incomplete reporting of trial outcomes associated with 
statistical significance (Chan 2005)statistical significance (Chan 2005)



Registered v Published studiesRegistered v Published studies
OVARIAN CANCER CHEMOTHERAPY:  SINGLE V COMBINEDOVARIAN CANCER CHEMOTHERAPY:  SINGLE V COMBINED

 Published Registered 

No. studies 16 13 

Survival ratio 1.16 1.05 

95% CI 1.06-1.27 0.98-1.12 

P-Value 0.02 0.25 
 

 

Simes, J.  Clin Oncol, 86, p1529



Other research in publication biasOther research in publication bias

FollowFollow--up of 737 studies at Johns Hopkins up of 737 studies at Johns Hopkins 
(Dickersin, JAMA, 1992)(Dickersin, JAMA, 1992)

Positive SUBMITTED more than negative   Positive SUBMITTED more than negative   
(2.5 times)(2.5 times)



Transparency and accountabilityTransparency and accountability



Public (Public (mis)trustmis)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 



Martin B Van Der Weyden, MJA Vol 180, 16 Feb 2004: 149-151

Nature, Vol 435 | June 2005

Apr 18 2006,144 (8):609



Enhancing public trustEnhancing 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 



Identifying gapsIdentifying gaps







Other reasons to registerOther reasons to register

increase participation in clinical trialsincrease participation in clinical trials
contribute to systematic reviewscontribute to systematic reviews
speed access to resultsspeed access to results
increase effectiveness of research increase effectiveness of research 
fundingfunding
impending increase in number of trialsimpending increase in number of trials
improve access to research informationimprove access to research information



Other reasons to registerOther reasons to register

increase efficiency of the research increase efficiency of the research 
process process 

e.g. ethical reviewe.g. ethical review

enhance transparency and enhance transparency and 
accountabilityaccountability
improve equity and ownership improve equity and ownership 
facilitate policy developmentfacilitate policy development



Registration: Registration: 
a brief historya brief history



Calls for trials registrationCalls for trials registration

1. Simes RJ. J Clin Oncol. 1986;4:1529-41

2. Dickersin K. Control Clin Trials. 1988:9:76-81



Diary of major eventsDiary of major events
November November 
19971997

US FDA Modernization Act (mandate public US FDA Modernization Act (mandate public 
register of NIH trials register of NIH trials –– clinicaltrials.gov)clinicaltrials.gov)

March 2000March 2000 Current Controlled Trials introduce the Current Controlled Trials introduce the 
ISRCTNISRCTN

April 2001April 2001 Publication of the CONSORT StatementPublication of the CONSORT Statement

October 2003October 2003 WHO Director General highlights trial WHO Director General highlights trial 
registration in global health researchregistration in global health research

September September 
20042004

Publication of the ICMJE policy on Publication of the ICMJE policy on 
prospective trial registrationprospective trial registration

2828--29 Oct 29 Oct 
20042004

WHO International Clinical Trials Registry WHO International Clinical Trials Registry 
Platform meeting, New YorkPlatform meeting, New York
(The New York statement)(The New York statement)



In November 1997, Congress included a provision in the Food and 
Drug Modernization Act to mandate that the National Institutes of 
Health (NIH) establish, maintain, and operate a public resource for 
information on efficacy studies of drugs.

The NIH (through NLM), with input from the FDA and others, 
developed the Clinical Trials Data Bank, a central resource, providing 
current information on clinical trials to individuals with serious or life-
threatening diseases or conditions. First made available to the public 
via the Internet on February 29, 2000. At that time, the data bank, 
known as ClinicalTrials.gov included primarily NIH-sponsored trials.

http://www.clinicaltrials.gov/
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The CONSORT statementThe CONSORT statement

Describes various aspects of the protocol when Describes various aspects of the protocol when 
reporting results:reporting results:

planned study population, together with inclusion planned study population, together with inclusion 
and exclusion criteriaand exclusion criteria
planned interventions and their timingplanned interventions and their timing
primary and secondary outcome measures, the primary and secondary outcome measures, the 
min. important difference and how sample size min. important difference and how sample size 
was projectedwas projected
Rationale and methods for statistical analysesRationale and methods for statistical analyses
Prospectively defined stopping rulesProspectively defined stopping rules
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Calls for trial registrationCalls for trial registration

ICMJEICMJE (incl. NEJM, Lancet, JAMA, Ann (incl. NEJM, Lancet, JAMA, Ann IntInt Med, MJA) Med, MJA) 
(2004)(2004)

““The ICMJE member journals will require, as a The ICMJE member journals will require, as a 
condition of consideration for publication, condition of consideration for publication, 
registration in a public trials registry. registration in a public trials registry. Trials must Trials must 
register at or before the onset of patient register at or before the onset of patient 
enrollment. This policy applies to any clinical trial enrollment. This policy applies to any clinical trial 
starting enrollment after  July 1, 2005. For trials starting enrollment after  July 1, 2005. For trials 
that began enrollment prior to this date, the ICMJE that began enrollment prior to this date, the ICMJE 
member journals will require registration by member journals will require registration by 
September 13, 2005, before considering the trial September 13, 2005, before considering the trial 
for publication.for publication.””



Diary of major eventsDiary of major events
November November 
19971997

US FDA Modernization Act (mandate public US FDA Modernization Act (mandate public 
register of NIH trials register of NIH trials –– clinicaltrials.gov)clinicaltrials.gov)
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WHO WHO ““New York statementNew York statement””
(2004)(2004)

Need for global approach to clinical trials registrationNeed for global approach to clinical trials registration
unambiguous identification of trialsunambiguous identification of trials
consensus needed on which trials; data; timing and disclosure ofconsensus needed on which trials; data; timing and disclosure of
results results 
oneone--stop search portal; publicly available stop search portal; publicly available 
system is simple, effective, efficient system is simple, effective, efficient 
capacity built where appropriate capacity built where appropriate 

WHO should establish formal process towards a global WHO should establish formal process towards a global 
approachapproach

appropriate governance appropriate governance 
collaborative process, involving all interested parties collaborative process, involving all interested parties 
existing structures leveraged; identify any need for new structuexisting structures leveraged; identify any need for new structures res 
WHO mindful of ICMJE deadlineWHO mindful of ICMJE deadline



Diary of major eventsDiary of major events

1616--2020 Nov Nov 
20042004

Ministerial Summit on Health Research, Ministerial Summit on Health Research, 
Mexico City (the Mexico statement)Mexico City (the Mexico statement)

April 2005April 2005 Publication of the Ottawa StatementPublication of the Ottawa Statement
2525--27 April 27 April 
20052005

Technical Consultation on Trial Technical Consultation on Trial 
Registration Standards, GenevaRegistration Standards, Geneva

1616--25 May 25 May 
20052005

5858thth World Health AssemblyWorld Health Assembly

30 May 200530 May 2005 Brainstorming meeting to explore the Brainstorming meeting to explore the 
possibility of establishing an European possibility of establishing an European 
registry of ongoing clinical trials, Milanregistry of ongoing clinical trials, Milan



““Mexico statementMexico statement”” (2004)(2004)

Ministers of Health and others from Ministers of Health and others from 
52 countries called on WHO to:52 countries called on WHO to:

establish network of clinical trial registersestablish network of clinical trial registers
ensure unambiguous identification of trialsensure unambiguous identification of trials
ensure a single point of accessensure a single point of access



Diary of major eventsDiary of major events

1616--20 Nov 20 Nov 
20042004

Ministerial Summit on Health Research, Ministerial Summit on Health Research, 
Mexico City (the Mexico statement)Mexico City (the Mexico statement)

April 2005April 2005 Publication of the Ottawa StatementPublication of the Ottawa Statement
2525--27 April 27 April 
20052005

Technical Consultation on Trial Registration Technical Consultation on Trial Registration 
Standards, GenevaStandards, Geneva

1616--25 May 25 May 
20052005

5858thth World Health AssemblyWorld Health Assembly

30 May 200530 May 2005 Brainstorming meeting to explore the Brainstorming meeting to explore the 
possibility of establishing an European possibility of establishing an European 
registry of ongoing clinical trials, Milanregistry of ongoing clinical trials, Milan



5858thth WHA Resolution WHA Resolution (2005)(2005)

Called upon the global Called upon the global 
scientific community, civil scientific community, civil 
society, international society, international 
partners, the private sector partners, the private sector 
and other relevant and other relevant 
stakeholders stakeholders ““to establish a to establish a 
platform linking a network of platform linking a network of 
international clinical trials international clinical trials 
registers in order to ensure a registers in order to ensure a 
single point of access and single point of access and 
the unambiguous the unambiguous 
identification of trialsidentification of trials””



Platform





Diary of EventsDiary of Events

2222--23 Sep 200523 Sep 2005 Critical Issues In Clinical Trial Registries And Critical Issues In Clinical Trial Registries And 
Registers: A Focus on Operational Considerations Registers: A Focus on Operational Considerations 
& Transparency. Philadelphia& Transparency. Philadelphia

1717--18 Nov 200518 Nov 2005 Scientific Advisory Group meeting, GenevaScientific Advisory Group meeting, Geneva

6 Feb 20066 Feb 2006 International Advisory Board meeting, LondonInternational Advisory Board meeting, London

2424--27 Apr 200627 Apr 2006 CDISC 2006 European Interchange, Berlin, CDISC 2006 European Interchange, Berlin, 
Germany Germany 

26 Apr 200626 Apr 2006
2727--28 Apr 200628 Apr 2006

Formal Consultation on Disclosure Timing Policy, Formal Consultation on Disclosure Timing Policy, 
Geneva, Switzerland , and SAG meetingGeneva, Switzerland , and SAG meeting



Challenges in trial registrationChallenges in trial registration



Challenge 1: what to disclose Challenge 1: what to disclose 
and whenand when

Competitive advantageCompetitive advantage
•• Industry: commercial sensitivityIndustry: commercial sensitivity
•• Academia: novel ideas, methodsAcademia: novel ideas, methods

Delayed disclosureDelayed disclosure



What to disclose:What to disclose:
WHO minimum datasetWHO minimum dataset

1.   Unique, primary ID1.   Unique, primary ID
2.   Date registration2.   Date registration
3.   Secondary 3.   Secondary ID(sID(s))
4.   Funding 4.   Funding source(ssource(s))
5.   Primary sponsor5.   Primary sponsor
6.   Secondary sponsor6.   Secondary sponsor
7.   Contact for public queries7.   Contact for public queries
8.   Contact for scientific queries8.   Contact for scientific queries
9.   Public title9.   Public title
10. Scientific title 10. Scientific title 

11.   Countries of recruitment11.   Countries of recruitment
12.   Health condition studied12.   Health condition studied
13.   13.   Intervention(sIntervention(s))
14.   Key inclusion/exclusion criteria14.   Key inclusion/exclusion criteria
15.   Study type15.   Study type
16.   Date first enrolment16.   Date first enrolment
17.   Target sample size17.   Target sample size
18.   Recruitment status18.   Recruitment status
19.   Primary 19.   Primary outcome(soutcome(s))
20.   Secondary 20.   Secondary outcome(soutcome(s) ) 



Ottawa StatementOttawa Statement
http://http://ottawagroup.ohri.caottawagroup.ohri.ca

WHO items are the WHO items are the minimumminimum data setdata set
Intention is to revisit after 2 yearsIntention is to revisit after 2 years

Ottawa Statement argues:Ottawa Statement argues:
registration and public release of all 20 WHO items registration and public release of all 20 WHO items 
are necessary but insufficient for transparency are necessary but insufficient for transparency 
Suggests additional items including:Suggests additional items including:

•• Registration of full protocol and consent formsRegistration of full protocol and consent forms
•• Details of ethics committee approvalDetails of ethics committee approval
•• Additional design informationAdditional design information



When to discloseWhen to disclose

““arguments for delayed disclosure were neither arguments for delayed disclosure were neither 
convincing nor compellingconvincing nor compelling””

Large variation in disclosure practiceLarge variation in disclosure practice
Information claimed to be sensitive is often available Information claimed to be sensitive is often available 
for a feefor a fee
No evidence that disclosure threatens competition No evidence that disclosure threatens competition 
and hence innovationand hence innovation

WHO ICTRP Platform (Lancet May 2006)WHO ICTRP Platform (Lancet May 2006)



When to discloseWhen to disclose

The WHO Registry Platform The WHO Registry Platform ““calls for full calls for full 
public disclosure of all registration data public disclosure of all registration data 
items at the time of registration and before items at the time of registration and before 
recruitment of the first participantrecruitment of the first participant””



Challenge 2: ComplianceChallenge 2: Compliance

ComplianceCompliance
Registration of Registration of allall trialstrials
Registration of all items on the minimum Registration of all items on the minimum 
data setdata set
•• Quality control and quality assuranceQuality control and quality assurance



ExampleExample
Compliance on clinicaltrials.govCompliance on clinicaltrials.gov

Note: Non-specific did not provide “clinically meaningful insight”

http://content.nejm.org/content/vol353/issue26/images/large/10t2.jpeg


Aim: to determine patterns of completion for the field termed "Primary Outcome Measure”

http://content.nejm.org/content/vol353/issue26/images/large/10t3.jpeg


Mandatory vs Voluntary Mandatory vs Voluntary 
registrationregistration

National ethical, regulatory, legal or National ethical, regulatory, legal or 
funding requirements.funding requirements.
Example: AustraliaExample: Australia

Ethical requirementEthical requirement
Code for the responsible conduct of Code for the responsible conduct of 
researchresearch

Example: USExample: US
Legal requirementLegal requirement



Registration as an ethical Registration as an ethical 
requirementrequirement

Proposal to AHEC Proposal to AHEC 
review of National review of National 
StatementStatement

That evidence of That evidence of 
registration be registration be 
provided at the time provided at the time 
of submission to an of submission to an 
REC as a preREC as a pre--
conditioncondition
Some Australian Some Australian 
RECsRECs have voluntarily have voluntarily 
adopted such a policyadopted such a policy



Responsibilities of Responsibilities of 
researchersresearchers

““5.5 Register clinical trials: 5.5 Register clinical trials: 
Researchers must register Researchers must register 
clinical trials with a clinical trials with a 
recognised register to recognised register to 
promote access to the results promote access to the results 
of all clinical trialsof all clinical trials””

Compliance with the code of Compliance with the code of 
conduct is an ethical conduct is an ethical 
requirementrequirement



Registration as a legal requirementRegistration as a legal requirement

Fair Access to Clinical Trials (FACT) Act (dated Fair Access to Clinical Trials (FACT) Act (dated 
January 31, 2007) January 31, 2007) 

Enhancing Drug Safety and Innovation Act (known Enhancing Drug Safety and Innovation Act (known 
as the Enzias the Enzi--Kennedy Bill)Kennedy Bill)

StateState--based legislation (based legislation (egeg State of Maine, State of Maine, 
California, New Jersey, Hawaii)California, New Jersey, Hawaii)

If successful, the FACT legislation will require If successful, the FACT legislation will require 
registration as a condition of Institutional Review registration as a condition of Institutional Review 
Board (IRB) approval in the United StatesBoard (IRB) approval in the United States



FACT actFACT act
It is the purpose of this ActIt is the purpose of this Act--

(1) to create a publicly accessible national data bank of clinic(1) to create a publicly accessible national data bank of clinical trial al trial 
information comprised of a clinical trial registry and clinical information comprised of a clinical trial registry and clinical trial trial 
results database;results database;
(2) to foster transparency and accountability in health(2) to foster transparency and accountability in health--related related 
intervention research and developmentintervention research and development
(3) to maintain a clinical trial registry accessible to patients(3) to maintain a clinical trial registry accessible to patients and and 
health care practitioners seeking information related to ongoinghealth care practitioners seeking information related to ongoing
clinical trials for serious or lifeclinical trials for serious or life--threatening diseases and conditions; threatening diseases and conditions; 
andand
(4) to establish a clinical trials results database of all publi(4) to establish a clinical trials results database of all publicly and cly and 
privately funded clinical trial results regardless of outcome, tprivately funded clinical trial results regardless of outcome, that is hat is 
accessible to the scientific community, health care practitioneraccessible to the scientific community, health care practitioners, and s, and 
members of the public.members of the public.



Challenge 3: unambiguous Challenge 3: unambiguous 
identificationidentification

Multiple registration of single trialsMultiple registration of single trials
Within single registersWithin single registers
Across registersAcross registers

Collaboration across registersCollaboration across registers
WHO Register NetworkWHO Register Network



Challenge 4: MultiplicityChallenge 4: Multiplicity

Multiple registers require multiple Multiple registers require multiple 
searches to identify trialssearches to identify trials
WHO Search PortalWHO Search Portal



Challenge 5: Results disclosureChallenge 5: Results disclosure

Results disclosureResults disclosure
Discussion ongoing Discussion ongoing 
internationally internationally 
regarding:regarding:

•• When to discloseWhen to disclose
•• What to discloseWhat to disclose
•• How it should be How it should be 

discloseddisclosed



Results reporting: Results reporting: 
An ethical responsibilityAn ethical responsibility

" Medical research is only justified if " Medical research is only justified if 
there is a reasonable likelihood that there is a reasonable likelihood that 
the populations in which the research the populations in which the research 
is carried out stand to benefit from the is carried out stand to benefit from the 
results of the research."results of the research."

Declaration of HelsinkiDeclaration of Helsinki



ICH E3 synopsisICH E3 synopsis
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