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Why: register trials?

“Registration of all interventional trials
IS a scientific, ethical and moral
responsibility”

WHO ICTRP Secretariat, Nov 2005

A trial Is any research study that
prospectively assigns humans or groups
of humans to health-related interventions
» Includes Phase | toiPhase IV trials



Why register trials

o An ethical responsibility

o Publication bias

o [ransparency and accountability
o ldentifying gaps



An ethical responsibility

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

“'Every medical researnch 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....
TThe design of all studies should be publicly
available.”

Declaration of Helsinki



Publication bias

Publication bias

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

Selective publication

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

Selective reporting

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



Registered v Published studies

OVARIAN CANCER CHEMOTHERAPY: SINGLE V COMBINED

Published Registered

No. studies 16 13
Survival ratio 1.16 1.05
95% ClI 1.06-1.27 0.98-1.12
P-Value 0.02 0.25

Simes, J. @ncol, 86, p1529



Other research In publication bias

> Follow-up ofi 737 studies at Johns Hopkins
(Dickersin, JAMA, 1992)

o Positive SUBMITTED more than negative
(2.5 times)



Transparency and accountability
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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



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

Managing allegations of scientific misconduct and fraud:
lessons from the ‘“Hall affair”’

If we can learn from this, it will have made a contribution to the pursuit of integrity in research

COMMENTARY

Scientists behaving badly

To protect the integrity of science, we must look beyond falsification, fabrication and plagiarism, to a wider range
of questionableresearch practices, argue Brian C. Martinson, MelissaS. Anderson and Raymond de Vries.

Annals of Internal Medicine Mepicne anp Pustic [ssugs

Research Misconduct, Retraction, and Cleansing the Medical
Literature: Lessons from the Poehiman Case

Harold ©. Soa, MO, and Crummond Rennks, M




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



ldentifying gaps

News Focus

As advocacy groups in the orphan disease world pmrlgtfﬁ‘ﬁﬁlﬂltrials theyre faced with a delicate balandng act

Advocating, the Clinical Way

Moving Dollars Toward the Clinic 2004

Budget Mo. of ongoing
Advocacy Groups (inmillions) | clirical trials

ALS Therapy Development Foundation 54 1

Cystic Fibrosis Foundation 5157 21 .
Science,

Foundation Fighting Blindness 516 r'u"lla':f 13, 2005,
Juvenile Driabetes Research Foundation $1ar 308, 940-942
Multiple Myelama Research Foundation 511

Myelin Repair Foundation [multiple sclerosis) 5125

Mathan's Battle Foundation (Batten disease) 51

Prostate Cancer Foundation 326




"Clinical trials remain a major concern

for us. South Africa is overwhelmed and
our people are exposed to too many trials.
Regulation, coordination and better access
to information on which trials are going on

are essential to protect the people”

Manto Tshabalala Msimang
Minister of Health, South Africa,
World Health Assembly, May 16, 2005
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The South African Mational Clinical Trials Reqgister provides the public with updated information on clinical trials on
human participants being conducted in South africa. The Register provides you with information on a trials purpose;
who can participate, where the trial is located, and contact details.

The South African Mational Clinical Trials Register forms part of international calls for making trial information publicly
available. The International Committee of Medical Journal Editors, which includes peer reviewed journals from around
the world, recently made a statement that from 1 July 2005 no trials will be considered for publication unless they are
included on a research register. The World Health Organisation has begun the push for clinical trial registration with
the initiation of a Clinical Trials Register platform. Similarly, the global pharmaceutical industry has recently released
plans to make trial data more publicly available,

The benefits of a central publicly accessible clinical trial register are numerous. They include:

m Serves to promote collaboration among researchers, the private sector and the community through the sharing
of research information;

m Assists people to identify clinical trials they can participate in;

m Decreases publication bias; reduce duplication of research efforts;

s Promotes best use of limited research resources; and

» Contributes to global efforts to reduce / eliminate disease,

The SA Mational Clinical Trials Register is an important tool for mu:unltu:urlng and managing new clinical trials. The
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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 humber ofi trials
> Improve access to research information



Other reasons to register

> Increase efficiency of the research
Process
o €.9. ethical review

> enhance transparency and
accountability

> Improve equity and ownership
> facllitate policy development



Registration:
a prief history



Calls for trials registration

WHO!16
IFPMA15

PhRMA
ICMJE (2)'

ESF® AMA12

ClinicalTrials.gov® ICMJE (1)"
FDA* EUCTD? FACT ACT"0

Simes' Dickersin? NHMRC? ISRCTNS Ottawa Group®
1985 1990 1995 2000 2000 |

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

2. Dickersin K. Control Clin Tri@g:m-&



Diary of major events

November
1997

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




»d and Drug Administration Modernization Act (FDAMA) Section 113 and ClinicalTrials.go¥ - Microsoft Internet Explo ﬁl&lﬂl Elﬁl@l ;Ll

Edit  Wiew Fawvorites Tools  Help
- . " - r J‘
i~ . @:‘7 '-:i

Sackv_\_;]v\ﬂ\g

55 I:ﬂj http: /e, Fda, govfoashijfclinicaltrialsfsection 11 3/def aulk. hkm j Go | Links ¥ | @

— Y )
P ! Search ":;_:f} Favarites @f

US.

FDA Home Pade | Search FDA Site | FDA A-S Index | Contact FDA

Food and Drug Administration Modernization Act (FDAMA) Section 113 and
ClinicalTrials.gov

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.

ClinicalTrials.qov

The MIH, through its Mational Library of Medicine (ML), with input from the FDA and others, developed the Clinical Trials Data Bank, a
central resource, providing current information an clinical trials to individuals with serious or life-threatening diseases or conditions, to other

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 included primarily NIH-sponsored trials.

FDA's Office of Special Health [ssues undertook a multifaceted project to educate sponsors of investigational new drug applications about
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Diary of major events
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(Consolidated Standards for the Reporting
of clinical Trials)
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The CONSORT statement

» Describes various aspects of the protocol when
reporting results:

planned study population, together with inclusion
and exclusion criteria

planned interventions and their timing

primary and secondary outcome measures, the
min. important difference and how sample size
was projected

Rationale and methods for statistical analyses
Prospectively defined stepping rules
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Calls for tral registration

ICMJE (incl. NEJM, Lancet, JAMA, Ann Int Med, MJA)
(2004)

“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
enroliment. This policy applies to any clinical trial
starting enrollment after July 1, 2005. For trials
that began enroliment prior te this date, the ICMJE
member journals will require registration: by
September 13, 2005;.before considenng the tral
for publication.”



Diary of major events

28-29 Oct
2004

WHO International Clinical Trials Registry.
Platferm meeting, New: York
(The New: York statement)




WHO “New York statement”

(2004)

> Need for global approach te clinical trials registration

unambiguous identification of trials

consensus needed on which trials; data; timing and disclosure of
results

one-stop search portal; publicly available
system is simple, effective, efficient
capacity built where appropriate

> WHO should establish formal process towards a global
approach

apprepriate governance

collaborative process, involving all interested parties

existing structures leveraged; identify any need for new: structures
WHO mindful off ICMJE deadline



Diary of major events

16-20 Nov
2004

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




“Mexico statement” 2004)

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

o« establish network of clinical trial registers
o ENSure unambiguous identification ofi trials
o €Nnsure a single point ofi access
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58M\WHA Resolution @oos)

Called upoen the global
sclentific community, civil
soclety, International
partners, the private sector
and other relevant
stakeholders “to establish a
platform linking a network: of
iInternational clinical trials
iegisters in erder to ensure a
Single peint of access anad
the Unambigueus
identification efi trials?

58th World Health Assembly, Geneva, May 16-25, 2005







"We are ready to move forward
with an International Clinical Trials
Registry. This will do much to
strengthen the research process
and its ability to win public trust”

Dr JW. Lee
WHO Director-General

Opening Address to the World Health Assembly
May 16, 2005




Diary of Events

22-23 Sep 2005

Critical Issues In Clinical Trial Registries And
Registers: A Focus on Operational Considerations
& Transparency. Philadelphia

17-18 Nov 2005

Scientific Advisory Group meeting, Geneva

6 Feb 2006

International Advisory Board meeting, London

24-27 Apr 2006

CDISC 2006 European Interchange, Berlin,
Germany.

26 Apr 2006
27-28 Apr 2006

Formal Consultation on Disclosure Timing Paolicy,
Geneva, Switzerland , and SAG meeting




Challenges In trial registration



Challenge 1: what to disclose
and when

o Competitive advantage
Industry: commercial sensitivity
Academia: novel ideas, methods

o Delayed disclosure



What to disclose:

WHO minimum dataset

1. Unique, primary ID 11. Countries of recruitment

2. Date registration 12. Health condition studied

3. Secondary ID(s) 13. Intervention(s)

4. Funding source(s) 14. Key inclusion/exclusion criteria
5. Primary sponsor 15. Study type

6. Secondary sponsor 16. Date first enrolment

7. Contact for public gueries 17. Target sample size

8. Contact for scientific qgueries 18. Recruitment status

9. Public title 19. Primary outcome(s)

10. Scientific title 20. Secondary outcome(s)




Ottawa Statement

http://ottawagroup.ohri.ca

> WHO items are the minimum data set
o Intention Is to revisit after 2 years

> Ottawa Statement argues:

o registration and public release of all 20 WHO items
are necessary but insufficient for transparency.

o Suggests additional items including:
Registration of full protecol and consent forms

Details of ethics committee approval
Additional design information




When to disclose

“arguments for delayed disclosure were neither
convincing noer compelling®
o Large variation in disclosure practice

o INnformation claimed to be sensitive Is often available
for a fee

o No evidence that disclosure threatens competition
and hence innovation

WHO ICTRP Platform (Lancet May 2006)



When to disclose

The WHO Registry Platform “calls for full
public disclosure of all registration data

items at the time of registration and before
recruitment of the first participant™



Challenge 2: Compliance

> Compliance
o Registration of all trials

» Registration of all items on the minimum
data set

Quality control and quality assurance



Example

Compliance on clinicaltrials.gov

Table 2. Number and Disposition of Records from Industry Providers for Interventional Trials with Nonspecific Entries

in the “Intervention Name" Field.

Provider* May 20, 2005

Records with
Monspecific Entries

no. ftotal no. of trials
120/132
GlaxoSmithKline 53/104
Pfizer 22/75
Lilly 3/96
0/1619
198/2026

Merck

Other industry

Tatal

Interval Period {May 20-Oct. 11, 2005)

Records
Corrected with
Addition of
Company Serial
Number

Records
Corrected with Records
Addition of Mot
Drug Name Corrected

Records with
Monspecific Entries

New Records with
Monspecific Entries

no. no. ftotal no. of trials
25 94 0/52
2 4 1/128
14/224
0/136
0/1849
15/2389

1/184
48232
32/299
3/232
0/3468
844415

* Specific providers are listed in descending order of the number of nonspecific records as of May 20, 2005,

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


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

Table 3. Use of the “Primary Outcome Measure” Field by 20 Drug Companies from May 20 through October 11, 2005.
Rank According to No. of Records with Percentage of Records with
U.S. Drug Sales* Company Primary Qutcome Measure Total No. of Records Primary Outcome Measure

1 Pfizer 221 2 99

2 GlaxoSmithKline 63 &6 95

3 Johnson & Johnson 57 63 90

4 Merck 9 46 20

3 AstraZeneca 51 a2 98

6 Movartis ] 239 3

7 Amgen b5 10 93

8 Sanofi-Aventis 19 45 42

9 Bristol-Myers Squibb 53 60 38

10 Lilly 121 136 29

11 Wyeth 53 53 100

12 Abbott 19 34 k103

13 Hoffmann-La Roche 0 13 0

14 TAP Pharmaceutical 22 22 100

15 Boehringer Ingelheim 48 48 100

16 Teva (Teva Neuroscience) 14 14 100

17 Schering-Plough 1 11 9

18 Forest Laboratories 1 1 100

19 Eisai 31 35 29

20 Watson 15 15 100

Total for the 20 companies 871 1247 70

* Data on rank according to volume of U.S. sales are from IMS Health.*

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.
registration

> National ethical, regulatory, legal or
funding requirements.

> Example: Australia
o Ethical requirement

» Code for the responsible conduct of
research

> Example: US
o LLegal requirement



Registration as an ethical
requirement

> PI’OpOS&| (OWA | =L@ DRAFT OF THE
review of National NATIONAL STATEMENT ON
ETHICAL CONDUCT IN HUMAN
Statement RESEARCH

e« [|hat evidence of Second consultation
registration be
provided at the time
Of SmeISSIOn to an National Health and Medical Research Council
REC as a pre- Australian Vice-Chancellors' Committee
condition

o« Some Australian
RECs have voluntarily
adopted such a policy.

Developed jointly by




Responsibilities of

researchers
e “5.5 Register clinical trials:
evision of the Joint NHMRC/AVC( )
Statement and Guidelines on Research R e S e arC h e I S m u St re g | Ste I

Practice

clinical trials with a

recognised register to
Australian code for the responsible promote access to the results

conduct of research

of all clinical trials”

Second consultation draft
February 2006

Compliance with the code of
conduct Iis an ethical
requirement




Registration as a legal requirement

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

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

State-based legislation (eg State of Maine,
California, New Jersey, Hawail)

> Ifisuccessiul, the FACT legislation will require
registration as a condition ofi Institutional Review
Boarnd (IRB) approval in the United States



FACT act

It Is the purpose of this Act-

> (1) to create a publicly accessible national data bank of clinical trial
iInformation comprised of a clinical trial registry and clinical trial
results database;

> (2) to foster transparency and accountability in health-related
Intervention research and development

> (3) to:maintain a clinical trial registry accessible to patients and
health care practitioners seeking information related to ongoing
clinical trials for serious or life-threatening diseases and conditions;
and

> (4) to establish a clinical trials results database of all publicly and
privately funded clinical trial results regardless of outcome, that is
accessible to the scientific community, health care practitioners, and
members of the public.



Challenge 3: unambiguous
identification

> Multiple registration of single trials
o Within single registers
o ACross registers

> Collaboeration across registers
« WHO Register Network



Challenge 4: Multiplicity

> Multiple registers require multiple
searches to identify trials

> WHO Search Portal



Challenge 5: Results disclosure

> Results disclosure

o Discussion ongoing
Internationally
regarding:

When to disclose
What to disclose

How: it should be
disclosed

Guideline for Industry

Structure and Content of Clinical
Study Reports




Results reporting:
An ethical responsibility

“Medical research Is only justified If
there Is a reasonable likelihood that

the populations in which the research

IS carried out stand to benefit from the
results of the research.”

Declaration of Helsinki
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