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Background
Publication Bias

« Under-reporting due to publication bias exaggerates the | W
) ] . ublished data
benefits of treatments and underestimates their harms.

« Adherence to study registration and reporting guidelines

are essential practices to foster evidence-based
medicine.

« Ultimately, this is detrimental to the healthcare system,
as It wastes resources and puts patients at risk.
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Background
Canada

Government Gouvernement
I * I of Canada du Canada Search Canada.ca n

MENU «

Canada.ca > Departments and agencies ¥ Health Canada ¥ Drugs and health products

> Drug_products > Applications and Submissions - Drug_Products

» Guidance Documents - Applications and submissions - Drug_products

Guidance Document For Clinical Trial Sponsors:
Clinical Trial Applications

clinical trials. Find out how you can participate.

[
€) Health Canada is consulting on the draft guidance on expanded access

(PDE Version - 190 K)

Notice

May 29, 2013

Our file number: 13-108409-403

1) Canadian Government recommends adherence to
the Tri-Council Policy Statement: Ethical Conduct for
Research Involving Humans (TCPS 2):

« “All clinical trials shall be registered before
recruitment of the first trial participant and that
researchers shall promptly update the study registry
with the location of the findings”

2) Canadian Government also encourages sponsors to
register clinical trials in a publicly accessible registry
such as ClinicalTrials.gov or ISRCTN (International
Standard Randomised Controlled Trial Number)
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Background
Other Countries
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(pJY U.S. FOOD & DRUG

ADMINISTRATION

+— Home / Science & Research / Science and Research Special Topics / Clinical Trials and Human Subject Protection /

FDA's Role: ClinicalTrials.gov Information

FDA's Role: ClinicalTrials.gov Information

‘ f Share

X Post

in Linkedin

¥ Email

& Print |

Federal law requires responsible parties to register with and submit results information to

FDA's Role: o ) ) . L. ! Content current as
ClinicalTrials.gov the ClinicalTrials.gov data bank for certain applicable clinical trials. f
or.
Information L .o . .. . o
Transparency of clinical trial information is important to scientific advancement. 12/04/2023
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Introduction
Internationally

World Medical Association’s (WMA) — 2008
« Declaration of Helsinki

World Health Organization (WHQO) — 2015
« Statement of public disclosure of clinical trial results

Ensures that all clinical trials are:
1. Prospectively registered before patient recruitment

2. Results reported in the public registry (within 12
months)

3. Findings are published regardless of the statistical
significance of their outcome (within 24 months)
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Objectives

« Evaluate the adherence of clinical trials conducted
In Canada to study registration and reporting best
practices.

« Establishing potential effect modifiers to these
best practices.

« Create a baseline against which to compare any
Improvement in the registration and reporting of
clinical trials in Canada.
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Outcomes
Policy Implications

1. The proportion of trials that were prospectively
registered on clinicaltrials.gov

2. The proportion of trials with study results reported
on clinicaltrials.gov

3. The proportion of trials with publication of findings
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Open Science
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Open Science Statement
Reproducibility and Validation

$20SF QE)Y  medryiv

ChinicalTrials.gov
Open Science Framework ClinicalTrials.gov medRXxiv
Our study protocol was The data acquired and This work was first communicated
prospectively registered analyzed in this study are as a preprint on medRxiv

publicly available
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Methods

Data collection

All data was downloaded from ClinicalTrials.gov (XML
format for complete details)

All these trials (Inclusion Criteria):

ClinicalTrials.gov - Are registered on clinicaltrials.gov
o - Have at least one Canadian site
= - Interventional clinical trials

g - Start date after 2009
e : - Completion date before 2019

A total of 6,720 trials were identified.
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Results
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Table 1. Trial characteristics
Total 100.0% Clinical trial site location
Lead Sponsor Canada only
Industry* International
Academia’ 52% Primary completion date
Phase 2009 65 1%
Early I 1% 201 216 3%
I 7% 201 399 6%
I-11 3% 201 554 8%
II 19% 201 681 10%
[-111 1% 201 736 11%
I 201 787 12%
201 781 12%
Not reported 201 848 13%
Number of participants 201 834 12%

1-99 201 819 12%

100-500 * The industry category includes pharmaceutical and device
>500 companies and NIH studies.

Not reported * The academia category includes universities, individuals,
and community-based organization.
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Adherence to reporting best practice among clinical trials conducted in Canada (n=6,720)

Prospective Registration Results Reported Findings Published All Three Practices
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Rate of adherence from 2009-2019 among clinical trials conducted in Canada (n=6,720)

=®=Prospective Registration
Results Reported

=®=Findings Published

=@=A|| Three Practices
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Adherence of clinical trials to reporting best practices based on lead
sponsor and trial location

Lead Sponsor Clinical Trial Sites

5%

Industry Academia International
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Adherence of clinical trials to reporting best practices based on total
participants and phase of trial

Total Patient Enroliment Phase of Trial

8%

100-500
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Potential Effect Modifiers
. Location of clinical trials

Only
o of Canadian clinical trials
satisfied the reporting best
0 practices
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Among trials conducted in Canada, the odds of having adherence to all
three best practices concurrently Is:

90% lower in “Academia” than in “Industry” (OR = 0.1; 95CI: 0.09 - 0.12)

96% lower in Phase 1 trials than in Phase 3 trials (OR = 0.04; 95CI: 0.03 - 0.07)

91% lower in trials with <100 participants than in trials with >500 participants (OR = 0.09; 95CI: 0.08 — 0.11)

DD

95% lower in Canadian trials than in international trials (OR = 0.05; 95CI: 0.04 — 0.06)
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Limitations
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Limitations
5 In total

1. Only analyzed one database

2. Only analyzed registered trials

3. Only analyzed “completed” trials

4. ldentification of publication status

ChinicalTrials.gov

5. Length of time for study completion
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Update
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New CIHR Policy
Statement

Clinical trials must be registered in a publicly available, free-to-access, searchable clinical
trial registry complying with the WHO's international agreed standards before the researcher
meets with the first study participant.

© CIHR-funded researchers are already doing this!

“Nominated Principal Investigators
receiving CIHR grant funds for clinical
trial research [...] must comply with the
following practices to remain eligible for
any new CIHR funding”

1. How will this be enforced?

2. What about other Principal
Investigators not receiving CIHR
grand funds?

Public disclosure of results must be done within a mandated time frame:

« Publications describing clinical tnal results must be open access from the date of
publication.

« Summary results must be publicly available within 12 months from the last visit of the
last participant (for collection of data on the primary outcome).

© This new requirement applies to all trials funded on or after 1 Jan. 2022

All study publications must include the registration number/Trial ID {to be specified in
the article summary/abstract).

© This new requirement applies to all trials funded on or after 1 Jan. 2022
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Conclusion
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Conclusion and Key Message
There Is room for Improvement

* There iIs substantial room for improvement

* The data presented provides a baseline against which to compare any future improvement
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Publication and Media Coverage

@Y NEWS

NEWS v VIDEOv LOCALv SHOWSv ABOUTwv SHOPPING TRENDS v

HEALTH | News

Patients 'betrayed' by Canadian
researchers, advocate says of clinical
trial probe

International Congress on

Peer Review and Scientific Publication /
Enhancing the quality and credibility of science
A

peerreviewcongress.org
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Thank you!

Dr. Mohsen Zein Alayche
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Table 4. Adherence of Canadian trials to study registration and reporting best practices based on the lead sponsor, total
enrollment, phase of study, and countries implicated.

Variable of interest Number of studies  Prospective registration Results reported Findings published All three practices

Total 6720 3967 (59.03%) 2642 (39.32%) 3724 (55.42%) 1361 (20.25%)

Lead sponsor

Industry=

Academia®

2235 (68.88%)
1732 (49.84%)

2217 (68.32%)
425 (12.23%)

1849 (56.98%)
1875 (53.96%)

1182 (36.43%)
179 (5.15%)

Total patient enrollment

1-99
100-500
=500

Not given

1813 (51.86%)

1402 (64.25%)

752 (72.24%)
0 (0%)

762 (21.8%)
1101 (50.46%)
779 (74.83%)
0 (0%)

1538 (43.99%)

1355 (62.1%)

831 (79.83%)
0 (0%)

274 (7.84%)

585 (26.81%)

502 (48.22%)
0 (0%)

Phase of study

Early I

l

I/I1

II

/111

111

Y

Not given

14 (38.89%)
262 (53.47%)
97 (53.59%)
863 (68.71%)
60 (61.22%)
1172 (73.85%)
295 (60.08%)
1204 (46.65%)

3 (8.33%)
73 (14.9%)
51 (28.18%)
679 (54.06%)
34 (34.69%)
1251 (78.83%)
197 (40.12%)
354 (13.72%)

14 (38.89%)
145 (29.59%)
79 (43.65%)
634 (50.48%)
61 (62.24%)
1192 (75.11%)
285 (58.04%)
1314 (50.91%)

0 (0%)

19 (3.88%)
18 (9.94%)
322 (25.64%)
16 (16.33%)
777 (48.96%)
106 (21.59%)
103 (3.99%)

Clinical trial site location

Canada only

International?

1774 (47.14%)
2193 (74.16%)

435 (11.56%)
2207 (74.64%)

1800 (47.83%)
1924 (65.07%)

123 (3.27%)
1238 (41.87%)

*The industry category includes pharmaceutical companies, device companies, and NIH studies.
"The academia category includes universities, individuals, and community-based organization.

SIncludes all international clinical trials that have at least one Canadian clinical site.




Table 1. Trial characteristics

Total 100.0% Clinical trial site location
Lead Sponsor Canada only 56%
Industry* 48% International 44%
Academia’ 52% Primary completion date
Phase 2009 65 1%
Early I 1% 201 216 3%
I 7% 201 399 6%
554 8%
681 10%
736 11%
787 12%
781 12%
848 13%

I-11 3% 201
I 19% 201

1-111 1% 201
I11 24% 201
IV 7% 201
Not reported 38% 201
Number of participants 201 834 12%
1-99 52% 201 819 12%

100-500 32% * The industry category includes pharmaceutical and device
>500 15% companies and NIH studies.

Not reported 0% * The academia category includes universities, individuals,
and community-based organization.
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