June B, 2012

Menibers,
Standing Commitice on Social Affairs, Scienes and Teclmology

A{ the conclusion of our respective hearings before the Standing Commiltee on Social Aflalss, Science
ant Technology in May 2012, you invited each of us to provide additional information and best
practices regarding transparency and nccountabillty in the clinleal trials proeess and repulatory system.
Further research and reflectian on whether Cannda should erenie ifs own ollnical trials reglsivy and
what Jevel of oversight should be provided to ensure compliance have led us lo the following
recommendations.

I owr view, Canada should not ereate Hs own registey, however, elinleal trlals reglstcation should be
tegally required, and a government regulalory agency {not a federal research funding agency, or any
other agency that reports o & federai research funding sgeucy) should be empowsred to strictly euforce
complinnce with that requtbrement,

e
Allachedisa page summary of our recommendntions designed to ensure meaningiul transparency

and aecountability in clinteal tlals and an Appendiy that provides a comparative review of select
documents,
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Recommendation 1: It shouid be mandatory for ALL clinical trials (including Phase 1 trials as well as
observational studies) that are conducted in Canada or that are conducted abroad by Canadians whether
in the role of principal-investigator or co-investigator to be included in a clinical trial registry.

There is an abundant literature in support of the argument that it is important from a public
health perspective to register all trials, and not only phase 2 and 3."

Recommendation 2: Canada should not create an independent clinical trials registry, but should
require Canadian principal and co-investigators to register in an existing registry(ies).

Creating a Canadian registry would be labour-intensive, time-consuming, and costly.

Recommendation 3: There should be a limited number of registries in which Canadian principal and
co-investigators can register trials.

One of the benefits of a registering clinical trials is having access to “a complete view of
research.” This accessibility can be hindered if there is an excessive number of registries in
which data might be stored, This explains the need to limit the number of eligible registries.
The regulatory agency responsible for oversight of registration and results disclosure should
identify the limited number of eligible registries based on criteria for content, quality and
validity, accessibility, unique identification, technical capacity and administration,

Recommendation 4: Canada should create a mandatory results reporting requirement in connection
with the trial registration obligation.

Results reporting is the logical continuum of the clinical trial registration requirement. Both are
essential to obtain meamngful transparency.> The U.S. FDAAA requires both trial Ieglstzatlon
and results reporting,? Reseatch ethics guidelines such as the the Helsinki Declaration’ and the
Tri-Council Policy Statement’ also require both.

Recommendation 5: The mandatory registration and results reporting requirement should be
entrenched in law and clear penalties for non-compliance should be outlined in the legislation.

Studies mdlcate that in the absence of strict penalties, a substantial number of studies are not
legisteled The U.S. FDAAA imposes penalties of up to $ 10,000 per violation per day.’

Recommendation 6: A government agency should be empowered to monitor compliance with the
clinical trials registration requirement and resuits reporting requirement and enforce penalties in the
event of non-compliance.

Recommendation 7: Canada should do more than simply catch up with other jurisdictions. Canada
should reclaim its leadership role.

In October 2004 the Canadian Insiitutes of Health Research hosted a meeting to foster
international consensus on trial registration. This resulted in the development of what is known
internationally as the first “Ottawa Statement.” Two further statements were developed on the
basis of this first statement. Palt 1 highglights key principles for registration of clinical trials,®




Part 2 addresses the implementation of these principles, and Part 3 addresses results reporting.’
Canada should aim to be at the forefront of the current initiative.

Consistent with expert opinions and policy proposals in place in the United States and Europe,
Canada should move beyond clinical trial registration and mandatory results reporting to require

access to full protocol and raw data.'® Only in this way can the health and welfare of Canadians
be sufficiently protected.

See Appendix A for a brief comparative review of select policies on clinical trials registration.




APPENDIX A

The following tables clearly illustrate the weaknesses of the current situation in Canada (FCPS2), and
show the incremental benefits of other approaches, two of which are Canadian (CIHR Policy and
Ottawa Statement). This data can be used to inform and implement the above recommendations.

Guiding Principles for trial registration and results disclosure

ATianspalency and accessxb;lxty

g g
results are publicly available (to avoid the selective
reporting of tial resuits)

Integrity and accountability

Registering of trials is essential fo make sure that
ethical obfigations fo participants are mel {e.g., avoid
unnecessary duplication and increased burden on
paticipants; identify gaps in research)

Advancement of science and innovation

Registering of trials will facilitate the effective and
timely development of evidence-based medicine

Tri-Council Policy Statement: Ethical Conduct for Research Involving Humans, CIHR, NSERC,
and SSHRC, December 2010 hilp://www.pre.ethics.ge.ca/pdffeng/teps2/TCPS 2 FINAL Web.pdf

Cimlcai trlat reglstratlon [Art 11.3]

* Register all clinical trials ina
recognized and easily web-accessible
public registry

¢ Registry must be compliant with WHO
or ICMJE criteria as of Nov, 2010

¢ Provide REB with the name of registry
and the identification number

o The standald of “1ecogn1zed and easﬂy
web-accessibie” is too low. E.g., every
univeristy could have its own registry
and comply with this standard

o Potential for multiple registrations

s No central repository of registration

information as information is reported

to local REB

Reporting (disclesure) of trial results

[Art. 11,12]

+ REBS are to ensure that researchers
publish or otherwise disseminate
clinical trials data

o The standard “otherwise disseminate”
is too low. E.g., a letter to all research
participants and nothing else might
satisfy this standard.

o The reporting requirement makes no
mention of including relevant data in a
registry; falsely assumes that an REB
does this kind of work; no provisions
for public reporting as in the
superceeded CIHR policy.

No requirements re:

¢ Public disclosure of trial information
during trial

s Data retention

Monitoring and adherence
e Adherence to TCPS 2 required as a
condition of funding

Only applies to CIHR, NSERC and
SSHRC funded researchers and
institutions




» The ‘Panel on Responsible Conduct of
Research’ may review allegations of
breach of an Agency policy in
accordance with ‘Tri-Agency
Framework: Responsible Conduct of
Research’

‘Tri-Agency Framework: Responsible
Conduct of Research’ makes no
mention of clinical trial registration.
There has never been a serious sanction
for alleged or confirmed allegation of
breach of Agency policy

CIHR “Policy on registration and resuits disclosure of controlled and uncontrolled triais
funded by CIHR" Google’s cache of http://www.cihr-irsc.gc.ca/e/42831.htm! on March 17, 2011

e Register all CIHR funded trials in a
WHO/ICMIE endorsed registry

o Registration must include, at least, the
WHO Trial Registration Data Set

o Preferably register the trial in only one
WHO primary registry or registry
acceptable to ICMJE

* Provide CIHR with the name of registry
and the identification number

Only applies to CIHR grantees

Public disclosure of trial information

during trial

¢ Information in registry to be updated
annually

¢ Report major protocol changes to CIHR
and the registry

¢ Report early stopping or termination of a
trial to CIHR and the registry

Only applies to CIHR grantees

Public reporting {disclosure) of trial
results

e Submit final report to CIHR

e Publish trial results in an open access
journal or archive in open access
repository (include adverse events or
harms in publication)

o Submit {rial results to publicly accessible
databank (include reporting of adverse
events or harms)

Only applies to CIHR grantees

Data retention

o Consistent with Health Canada
requitement, retain original micro-level
and metadata for 25 years

Only applies to CIHR grantees

Monitoring and adherence

¢ The ‘Panel on Responsible Conduct of
Research’ may review allegations of
breach of an Agency policy in accordance
with “Tri-Agency Framework:

Only applies to CIHR, NSERC and
SSHRC grantees

“Tri-Agency Framework:
Responsible Conduct of Research’
makes no mention of clinical trial




Responsible Conduct of Research’ registration.

e There has never been a serious
sanction for alleged or confirmed
allegation of breach of Agency policy

The Ottawa Statement, Part One: Principies for international registration of protocol
information and results from human triais of health-related interventions

http://ottawagroup.ohri.ca/statement.himl

‘Statement of principle only;
binding

s Protocol information and results from
all trials — regardless of topic, design,
outcomes, or market status of
interventions examined — should be
registered and publicly available

Elements of registration Statement of principle oniy; non-

¢ Obtaining an internationally unique binding
identification number,

o Registering the original protocol
approved by the IRB/IEC along with
subsequent amendments

o Repgistering the trial results

Assignment of Unique ID Statement of principle only; non-

e Every trial should have a Unique ID binding
from a single international source. To
facilitate efficient searching, multiple
national or regional registers should be

linked,
Oversight role for REB Statement of principle only; non-
« Responsible to ensure: (i) trial has a binding

unique ID; (ii) relevant documents
registered prior to enrolment; (iii)
amendments reported and registered;
{(iv}) unique ID appears on consent
forms; and (v) encouraging publication
of trial results

Policing and sanctions NA

o Trial registration should be a legal
requirement, with enforcement of
meaningful sanctions against those
found to be in violation

Food and Drug Administration Amendments Act (FDAAA)} 2007, Section 801




Prospective registration of trials

s Protocol information for phase 2 — 4
interventional studies of drugs,
biologics, or devices regardless of
sponsor type (e.g. industry,
government, or academic)

Omits important studies from
registration
- The World Health Organisation and
International Committee on
Medical Journal Editors both
recommend registration of all
interventional studies in human
beings regardless of intervention
type.
- Also excludes observational
studies,

Elements of registration*?

e Organization’s unique protocol
identification number

¢ Secondary identifiers (e.g. from other
registries)

o Brief protocol title

¢ Study type (interventional,
observational, expanded access)

¢  Whether FDA regulated intervention

o  Whether Section 801 trial

» Investigational New Drug or
Investigational Device Exemption

. information

¢ Sponsor / Responsible Party
information

o Study Description (Brief description
only)

¢ Status (date protocol last verified,
overall recruitment status, and study
start date)

e Study design (primary techniques used
in protocol, primary purpose (e.g.
treatment, prevention), study phase,
intervention model, number of arms,
primary and secondary outcomes,
enrolment)

o Eligibility criteria (gender, age limits,
accepts health volunteers)

¢ Protocol location, contact, and
investigator information

Oversight role for REB not clearly
defined in the FDAAA 2007

Public disclosure of “basic resuits”,
which consists of?

Under-inclusive and potential for
significant delay in disclosure




¢ “Participant flow: Progress of

research participants through each
stage of a trial according to group,

including the number of

participants who dropped out of the

clinical trial
¢ Baseline characteristics:

Only products that are approved by
the FDA are required to disclose
results.

There is potential for significant
delay: generally results must be
made available within 12 months of
trial completion or within 30 days

Demographic and baseline data for
the entire trial population and for
each group)

Outcome measures and statistical
analyses: Aggregate results for each
primary and secondary outcome
measure according to group;
statistical analyses as appropriate)
Adverse events: List of all serious
adverse events; list of other (not
including serious) adverse events in
each group that exceed a frequency
threshold of 5% within any group;
both lists include adverse events,
whether anticipated or
unanticipated, and grouped by
organ system

Key dates and contact information
Description of agreements, if any,
between the sponsor and the
principal investigator that would
restrict dissemination of results by
the principal investigator”

of FDA approval

Does not require “full clinical reports”

Policing and sanctions

Clear penalties are in place for non-
compliance with the requirements
of the FDAAA

Some evidence suggests that the
requirements are not being strongly
enforced™?
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