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This article reviews the
Canadian system of
governance of clinical
research, highlights
how it fails to provide
research participants
with appropriate
protections, and
outlines the steps that
need to be taken by
researchers to ensure
appropriate risk
management when
conducting clinical

trials in Canada.

40 | MONITOR JUNE 2009

Martin Letendre, LLB, LLM | Sébastien Lanctot, LLB, LLM, DESScl, DCL

Transnational Research
Participant Protection

A Canadian Example

H uman research participants play a key role in clinical research. Indeed,
the need to recruit research participants in a timely manner is a critical
part of all clinical research planning. Research participant recruitment has
been one of the main drivers of clinical trial globalization and harmonization
efforts. The U.S. Food and Drug Administration (FDA) has been developing
policies to broaden the acceptance of foreign data for new drug applications,
and is in the process of establishing satellite offices in emerging regions such
as China, India, Eastern Europe, and South America. Regulatory authorities
within these emerging regions have been developing systems of governance
of clinical research to help foreign regulators develop confidence in the
integrity of the data arising from research conducted on their soil.

Despite this recent shift of clinical research to emerging regions, Canada
remains a country of choice when it comes to conducting clinical trials.
According to www.ClinicalTrials.gov, Canada ranks second in the world in
terms of the number of clinical studies. (As of February 4, 2009, 5,673 studies
were registered in Canada on www.ClinicalTrials.gov.)

There are many factors that support Canada’s position as one of the major
players in the conduct of clinical trials, including its developed research
industry, the relative value of its currency, and its streamlined regulatory
process. Because of its proximity to, and long-lasting relationship with, the
United States, there is a general impression that the Canadian and U.S. sys-
tems for the governance of clinical research are similar. However, compared
to its neighbor, there is no uniform regulatory framework in Canada that pro-
tects all research participants in a consistent manner irrespective of the source
of research funding, the type of research, or the province where the research
is conducted. Instead, there exists a patchwork of texts governing clinical
research (laws, regulations, codes, guidelines, etc.), which, despite its ques-
tionable value as a legally binding standard of practice, gives the impres-
sion that a comprehensive system of research participant protection exists.
Recent examples,'? however, have shown that this is purely an illusion,
and that the actual system relies essentially on the good faith of the actors
involved in human research.

This article reviews the Canadian system of governance of clinical research
and highlights how it fails to provide research participants with appropriate
protections. Although it contains suggestions on how the system may be
improved, the primary focus is on outlining the steps that researchers need to
take to ensure appropriate risk management when conducting clinical trials
in Canada. Although this article looks at the performance of clinical research
in Canada, we believe that the proposed approach could assist sponsors and
researchers, when conducting transnational research, in ensuring that



There is no uniform
regulatory framework in
Canada that protects all
research participants in

a consistent manner.

research participants benefit from the
same level of protection as required
under the UNESCO Universal Declara-
tion on Bioethics and Human Rights.

A Normative Patchwork
Governing Human Research

In Canada, human research is gov-
erned by laws and regulations origi-
nally adopted for other purposes. The
law applies almost by accident to clin-
ical research* and, indeed, there is no
law in Canada that specifically oversees
human research. Instead, the Canadian
system governing clinical research
resembles more of a legislative mosaic
that draws upon elements of criminal,
civil, and administrative law.

This patchwork approach to the gov-
ernance of human research provides
stakeholders with a heterogeneous legal
framework that is often contradictory
and inefficient. Because the laws were
not written specifically to provide a
framework for the conduct of clinical
research, several loopholes exist that
apply to both the principles governing
the conduct of research and the pro-
tection of participants’ rights, and to the
rules and methods employed to enforce
these principles.

Moreover, the Canadian federal and
provincial governments have chosen
to delegate the authority to regulate
the conduct of clinical research to the
research sponsors and the research
ethics boards (REBs)}—without clarify-
ing the extent of their mandate or the
standards by which they should oper-
ate. Researchers, funding agencies,
research sponsors, academic institu-
tions, and other stakeholders in clini-
cal research were therefore invited to
fill the gaps. As a result, the level of
clinical research oversight varies con-
siderably depending of what type of

research is being conducted (e.g.,
drug, device, fundamental), where the
research is being conducted (e.g., dif-
ferent provinces and/or types of
research settings), and who funds the
research (i.e., public vs. private fund-
ing).> The most eloquent example of this
situation is the fact that the Tri-Council
Policy Statement: Ethical Conduct for
Research Involving Humans,® the prin-
cipal standard of practice in research
ethics in Canada, applies only to clinical
research funded by the three federal
funding agencies, which represents just
50% of the overall health research con-
ducted in the country.” With respect
to drug clinical trials, federal funding
accounts for less than 20%.®

There is no law in Canada
that specifically oversees

human research.

The end result is a system where the
work of REBs is inconsistent, and where
the obstacles to the regulatory and pro-
fessional inspection process make the
system ineffective and obscure.

REB Inconsistencies

Canadian regulators have established
REB:s as the first-line control mechanism
of human research without providing
guidance regarding their operational
framework or the principles of ethics
they should apply. For example, under
Division 5 of Food and Drug Regula-
tions, REBs are accountable to research
sponsors and the sponsors are account-
able to Health Canada.® Therefore, the
authority, compliance, and account-
ability of the REBs are set by the spon-
sor, who has the duty to conduct the
necessary verifications in order to
ensure that REBs operate in accordance
with good clinical practices (GCPs).
Although Health Canada has adopted
International Conference on Harmo-
nization (ICH)-GCP™ as a guidance
document to assist sponsors in their
verification duties, the ICH-GCP guide-
line is silent with respect to the REBs’
authority or accountability. This situa-

tion is very different from the account-
ability imposed on institutional review
boards (IRBs) and institutions in the
U.S. under 21 CFR 56.121, where they
may face disqualification if they do not
comply with the applicable regulations.

The Canadian system places the
sponsors of clinical research in a deli-
cate situation. Not only have sponsors
been entrusted with the duty of ensur-
ing compliance without any clear guid-
ance as to what to verify, they have also
been put in a situation of structural
conflict of interest, wherein the orga-
nizations that have a vested interest in
the trial’s data play a fundamental role
in its regulation. For example, sponsors
select the REB that will review the
research; research institutions oversee
the conduct of research within their
walls and select the members of its REB;
and commercial REBs whose survival
depends on the financial support of
sponsors and researchers are omni-
present. Although one may agree that
conflicting interests can be managed,
the fact that the choice, financing,
establishment, and oversight of REBs is
the responsibility of the organization
that finances and conducts the research
leaves the question of conflicting inter-
ests unanswered—particularly when
the system has very little accountability
and no uniform standards.

The organizations that
have a vested interest in
the trial’s data play a
fundamental role in

its regulation.

Obstacles to the
Professional and Regulatory
Inspection Process

The professional and regulatory inspec-
tion of clinical research and medical
practice is ensured by provincial col-
leges of physicians and surgeons, and
by the Health Products and Food Branch
Inspectorate (HPFBI) of Health Canada.
Currently, the provincial colleges have
been reluctant to take an active role in
the inspection of the clinical research
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The duty to inspect
clinical research practices
has rested, so far, almost
entirely on the shoulders
of Health Canada.

activities of their members, since the
investigators’ duties differ from, and
even contradict those of, the physician
in clinical care. The duty to inspect
clinical research practices has rested,
so far, almost entirely on the shoulders
of Health Canada. Unfortunately, the
current system in Canada does not pro-
vide inspectors with the means to meet
HPFBI's objectives “to ensure that the
generally accepted principles of [GCPs]
are met, validate the quality of the data
generated, and verify compliance”" with
the regulations.

Health Canada’s inspection system
has been the object of several criti-
cisms'? related primarily to its lack of
transparency and its complacency in
applying the regulations. Contrary to
the United States, Health Canada pub-
lishes the results of its inspections only
in a nonidentifiable manner. Further-
more, only the general results of routine
inspections are published; investigations
(i.e., specific responses to known or
suspected instances of noncompliance)
remain confidential. Considering the
fact that, for the year 2006—07, Health
Canada conducted 39 routine inspec-
tions of qualified investigators, and that
it typically conducts 15 to 20 inves-
tigations annually, this means that
nearly 50% of the inspection activities
of Health Canada remain entirely secret.
One would think that, in a system where
the oversight of clinical research con-
duct has been delegated to sponsors,
Health Canada would provide assistance
to sponsors by disclosing the results of
its inspections.

Finally, because of its statutes, HPFBI
has limited options with respect to the
enforcement of corrective measures
related to observed issues of noncom-
pliance. HPFBI's arsenal of sanctions
focuses primarily on the study or prod-
uct, rather than on the actors them-
selves. Health Canada could proceed,
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for example, with the seizure and/or
voluntary detention of products, or the
suspension or cancellation of the clin-
ical trial authorization. However, con-
trary to the FDA, Health Canada does
not have the legislative authority to
disqualify an investigator, an IRB/REB,
or a research site. Therefore, if an
inspection/investigation concludes that
there were critical issues of noncompli-
ance in an already completed or ter-
minated clinical trial, HPFBI has no
options to remediate the situation for
future studies. The noncompliant inves-
tigator, research site, IRB/REB, or spon-
sor is allowed to conduct or participate
in other studies in the future.

The Need for Reform in Canada

For these reasons and several others, it
is clear that the current system of over-
sight of clinical research in Canada is
based not on accountability, but rather
on the good faith of various stake-
holders. The fact that, until recently,"
no major clinical trial incident had
occurred in Canada cannot be inter-
preted as an indicator of the system’s
effectiveness. Experts have called for
reform of the Canadian governance of
clinical research.!* For a great majority,
such reform implies the adoption of
legislation that would provide both a
substantive and procedural framework
within which sponsors, researchers,
institutions, and REBs would operate,
making them all accountable for their
actions. Until such reform takes place,
given that Canada remains a preferred
location for the conduct of clinical
trials, there are behaviors that spon-
sors can adopt in order to secure the
value of their investment and the
integrity of their data, and that research
facilities and investigators can use to
preserve their reputations. Such behav-
iors stem from the adoption of a com-
prehensive human research protection
program.

Ensuring Proper
Risk Management

Since research and development nec-
essarily involve risk, this risk must be
managed through careful planning,

which necessitates the development
of a human research protection pro-
gram (HRPP). Development of an HRPP
implies that the persons responsible
for the conduct of a clinical trial

e adopt principles and standards
toward the protection of research
participants;

e develop a structure by which
employees, partners, and suppliers
understand the set principles and
standards, know their responsi-
bilities, and are accountable for
maintaining the pre-established
standards; and

e develop a process by which com-
pliance with the requirements of
the human research protection
program is enforced and
enhanced.'®

In practice, the development and
respect of an HRPP poses challenges,
especially in an environment where
time and resources are often limited.
Nevertheless, the challenge can be
met even within such restrictions. For
instance, you can select partners and
suppliers who have already developed
an HRPP, which can be verified through
an audit or, if resources do not permit it,
through an independent source. Several
academic centers have published their
standard operating procedures (SOPs)
on their websites, allowing for a paper
audit. You may also develop a question-
naire for sites and REBs to complete (see
Tables 1 and 2). Such questionnaires
could request copies of SOPs, certifica-
tions in clinical research, and copies of
recent regulatory inspections (typically
going back three to five years).

Experts have called for
reform of the Canadian
governance of clinical

research.

The Quebec Ministry of Health has
established a system of accountability,
unique within Canada, where insti-
tutional REBs under its jurisdiction
(including every hospital in the pro-
vince) must provide an annual report



Table 1 Summary of Elements to Consider when Evaluating a Research Ethics Board (REB)

REB Evaluation Domains

The REB Has Written Policies and Procedures Describing

Authority and Relationship

e The authority under which the REB is established and empowered.
 The relationship between the REB and other research departments or institutions.
» The authority of the REB to approve, modify, disapprove, place restrictions on, suspend,

and terminate studies.

Laws, Regulations, Guidelines, and
Ethical Principles to be Followed

The laws and principles that govern the REB in assuring the protection of the rights and

welfare of participants.

REB Membership

Member qualification and diversity.

Member and chairperson selection and appointment.
Responsibilities and length of term/service for all members.

Members’ training and evaluation.
Use of consultants.

Management of REB members’ conflict of interest and undue influence.

REB Functions and Operations

Full board and expedited review processes.
Modifications to approved studies.

Management of unanticipated problems, serious adverse events, protocol deviations,

noncompliance, and waivers.
Continuing review process.
Appeal of REB decisions process.

Elements of Ethics Review

Submission requirements.

Scientific review.

Ethical review.

Financial and conflict of interest review.

REB Communications and Records

Content and means of communications with investigator/sponsor.

Record retention requirements.
REB minutes requirements.

Research Participant Resources

of their research activities, unantici-
pated events that occurred over the year,
and a copy of their SOPs. Moreover,
there are organizations accredited by
the Association for the Accreditation of
Human Research Protection Programs
(AAHRPP) that offer clinical research
and/or ethics review services in Canada.

Compliance with the HRPP can be
easily integrated into the routine moni-
toring of the trial. For sites conducting
research in Canada, the development of
an HRPP is vital, as investigators are
ultimately responsible for the well-being
of research participants. A site should
clarify with the sponsor what the report-
ing requirements will be for unantici-
pated events and how these events will
be managed. Furthermore, if the site is
located in the community and will rely
on the services of a commercial central
REB, the site should review, with the
sponsor, the criteria used to select the
REB and assess whether the criteria
meet the principles and standards of
the site’s HRPP.

Management of participant questions, concerns, and complaints.

Sponsors need to be
aware that variations in
the governance of clinical
research exist from one

country to the next.

Conclusion

Human research participant recruit-
ment, which is essential for successful
clinical research and development, has
been a driver for the recent globaliza-
tion of clinical trials. Despite numer-
ous efforts toward the harmonization
of standards of clinical trials at the
international level, sponsors need to be
aware that variations in the gover-
nance of clinical research exist from
one country to the next, and they must
evaluate the potential impact of these
variations on their investment in the
research and on the integrity of the
data.

This article used Canada as an illus-
tration of such variations. Despite the
proximity of the U.S. and Canada, and
their significant collaborative research
projects, the two countries’ systems of
governance of clinical research differ
significantly concerning the protection
of research participants. In Canada,
this protection is based primarily on the
good faith of stakeholders, whereas in
the U.S. these same stakeholders are
legally accountable to the FDA. In order
to alleviate problems that might be
caused by such inconsistencies while
conducting transnational research, and
to ensure that research participants ben-
efit from the same level of protection
worldwide, careful planning is impor-
tant. Such planning necessitates the
development of an appropriately rig-
orous HRPP.
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Tahle 2 Summary of Elements to Consider when Evaluating an Investigator and Research Facility

Investigator and Site Evaluation Domains

Elements Required

Training and Expertise

* The principal investigator has a valid medical license.
* The principal investigator has expertise relevant to the area of the research project.
* The principal investigator has additional training relating to the protection of research

participants.

* The research staff is aware of its obligations with regards to participant protection.
* None of the investigators have been barred from conducting research by a professional

or regulatory agency.

Competing Interests

* The principal investigator and/or his/her relatives do(es) not have financial or nonfinancial
interests that could potentially influence the conduct or outcome of the research.

Research Resources

* The principal investigator has a practice affiliation in which there are sufficient
resources (staff and materials) available to successfully complete the study.

» Medical resources are readily available for participants in need of emergency care.

* The research facility has policies and/or practices to safeguard the privacy of participants

and the confidentiality of study data.

Recruitment Process and Consent Process
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