
Introduction: REB Review as
Public Mandate

In 2000, a working group on the regulation of clinical trials,

established by the Swiss Intercantonal Drug Regulatory

Agency submitted a report on the regulation of clinical trials

in the country, focusing in particular on the role and regula-

tion of research ethics boards (REBs).1 The working group

had been established in the wake of a controversy surround-

ing a contract research organization, VanTx, and a private

REB, the Freiburger Ethik-Kommission International

(FEKI). This controversy hit the Swiss media after an Esto-

nian newspaper reported that VanTx had been importing

research subjects into Switzerland from foreign countries,

and was often using highly questionable recruitment proce-

dures. The report of the Working Group confirmed that seri-

ous problems were associated with the recruitment of

subjects in phase I and II trials organized by VanTx. It found

that VanTx had been flying subjects in from Estonia,

Poland, Macedonia and the Slovak Republic, and that it had

also targeted asylum seekers to participate in research in

exchange for a participation fee. The report raised concerns

about the consent procedures and about the focus on the

recruitment of vulnerable people.2 Interestingly, the report

also revealed administrative concerns related to VanTx and

FEKI. The director of VanTx appeared to combine this

function with his position as director of the local subsidiary

of FEKI, the REB that was approving the questionable

research of his company.3

Following the VanTx scandal, the Cantonal Authorities of

Bale decided to intervene by introducing the requirement

that any research involving human subjects had to be

reviewed by a recognized regional ethics review board,

thereby making it impossible for the local subsidiary of

FEKI to continue its work. FEKI challenged that decision in

court and argued that the government had no authority to

regulate REB review. In 2003, the Swiss Supreme Court

(Bundesgericht) confirmed that the cantonal authorities

have the authority to assign exclusive authority to a regional

research review board, thereby depriving private REBs

within their jurisdiction of their authority to operate. The

highest court ruled that the organization of research review

is part of the cantons’ legitimate exercise of state authority

in matters of health protection. Although it did not rule out a

role for private parties in this system, it explicitly stated that

they could only do so under explicit delegation of authority

from the health authorities. “A research ethics committee

fulfills a control function with a mandate from the state,” the

court ruled, “and the exercise of such function should not be

open to whoever is interested.”4
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This case is, even in the international context, one of the rare

court decisions that touch on the role of REBs and their rela-

tion to state authority. It confirms that REBs are seen as hav-

ing an important public mandate with respect to health

protection, and is therefore interesting as an introduction to

a legal analysis of the basis for regulatory authority over

REBs in Canada.

In this paper, I will argue that a clear government-

ally-enforced regulatory structure around REB review is not

only needed, but also relatively easy to accomplish in at

least one area. A clear, accountable and independent REB

system is particularly needed, I will suggest, in the context

of clinical research involving new drugs and medical

devices. The federal government, I will maintain, should

have no difficulty imposing a binding regulatory regime

around REB review in the context of such clinical trials.

Various recent controversies have illustrated the serious

concerns associated with the increasingly competitive con-

text in which clinical trials are conducted. Interestingly,

these controversies also confirm that the federal government

can legitimately impose a regulatory structure which clearly

could be qualified as a bona fide exercise of their public

authority over the protection of the health and safety of its

citizens.

The Canadian Situation

In Canada over the last couple of years, various reports and

commentaries have pointed to the need for more coherent

regulation of REBs.5 The introduction of the Tri-Council

Policy Statement in 1998 has provided impetus for further

initiatives aimed at improving the coherence of REB review

across the country. When the three major federal funding

agencies launched the Tri-Council Policy Statement in

1998, they specified that institutions receiving federal fund-

ing had to comply with the first two sections of the TCPS

(dealing with, among other things, the composition, struc-

ture and authority of REBs) by a specific date in order to

continue to be eligible for funding. The funding agencies also

started to negotiate with institutions about the signing of for-

mal Memoranda of Understanding, to provide a stronger con-

tractual basis for requiring the respect of the Tri-Council

Policy for all forms of research undertaken within a federally

funded institution. Most of the institutions were considered to

comply with the first two sections of the TCPS by an

extended deadline of December 1, 1999. However, until

recently at least, the Tri-Council Ethics Secretariat continued

to discuss the implementation of appropriate standards with

institutions which were deemed not to adhere to these mini-

mal REB requirements. If the enforcement of adherence to

the most minimal formal requirements and structures for

REB review has proven relatively difficult in Canada, one

can presume that coherence with respect to other aspects of

REB review is far from achieved at this point.

In any event, as has often been emphasized, the Tri-Council

Policy does not apply to research undertaken outside the

context of funded institutions and can therefore not be seen

as the single basis for a coherent uniform approach towards

REBs in Canada. Even if the funding agencies are ultimately

successful in promoting adequate REB review and making

the REB system fully accountable and coherent within all

funded institutions, this will only have a limited moral

impact on REBs that function outside of these institutions. It

can be expected that TCPS initiatives will be closely

watched and likely followed by other funding agencies and

by governmental agencies that are themselves involved in

conducting research (e.g. research undertaken by various

Ministries such as Defense and Health). For example, the

REB that was set up by Health Canada to review its own

research, and the REB that will be established to review pro-

tocols for stem cell research under the new Assisted Human

Reproduction Act, would likely be influenced by the fund-

ing agencies’ initiatives related to REBs. Other REBs out-

side these categories, or other organizations involved with

research, will probably be influenced by the moral status

that the TCPS has attained in Canada. But the real impact of

the funding agencies’ initiatives will be limited when it

comes to research that is undertaken outside of academic

health care centers and not funded by any of the federal

agencies. Other initiatives may also promote a more

accountable and coherent REB system. In the 2000 Law

Commission of Canada Report on research governance, the

late Douglas Kinsella discussed how the Canadian Medical

Association Code of Ethics’ requirements related to the

duties of Canadianphysicians who participate in research

inspired the Alberta College of Physicians and Surgeons to

implement its own REB structure for all research under-

taken outside academic institutions.6 The work undertaken

by the National Council on Ethics in Human Research, for

example, may have an impact outside federally funded insti-

tutions. Initiatives undertaken with support of the NCEHR

to implement a voluntary accreditation and certification sys-

tem will also contribute to a more accountable REB system

in Canada.7 Elsewhere in this journal, McDonald and

Beagan argue that a much more evidence-based approach

needs to be taken in order to determine how well research

subjects are actually protected.8
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But will this be sufficient? The initiatives undertaken in

Canada to introduce an accreditation system fit the tradi-

tional self-regulatory model, in which those involved in

medical research undertake to impose specific standards of

research ethics review and introduce a quality label for

REBs and, in the case of certification, research ethics mem-

bers. These initiatives, in the current context, would not be

binding. Although they may promote the quality of REB

review and may lead to the establishment of a standard of

practice that most REBs will aim at, I would argue that they

would not be sufficient to safeguard the public interest. I

have developed elsewhere the

argument that REBs have an

official mandate to protect

research subjects and the pub-

lic, and that this public mandate

should be reflected in a clear

regulatory framework that can

be enforced through state

authority.

Clinical Trials
and the Need for
a Strong REB
System

Two categories of concerns can be distinguished in the con-

text of the commercialization of clinical trials. First, com-

mercial pressures may have an impact on the protection of

human research subjects. The pressure on pharmaceutical

companies to develop new drugs has turned recruitment of

research subjects into one of the major challenges in drug

development for pharmaceutical sponsors.9 As a result, a

variety of recruitment strategies are increasingly used, tar-

geting both researchers and research subjects. Sponsors

offer various recruitment incentives to researchers, who

may receive considerable financial benefits from recruiting

research subjects and from doing so as fast as possible.10

Research participants are also offered significant amounts

of money, even though such payments are generally

frowned upon by various research ethics guidelines and pol-

icies. Discussing the potential result of these practices in

much detail exceeds the scope of this paper, but it is fair to

say that concerns have been raised that commercial compe-

tition for research subjects has led to inappropriate recruit-

ment practices. For example, some controversies suggest

that financial interests may push researchers or research

subject recruiters to disrespect the inclusion criteria, either

by falsifying test results on subjects or by repeating clinical

tests until the results are reconcilable with the inclusion cri-

teria. In some instances, financial incentives may also

undermine appropriate informed consent procedures. These

practices can negatively affect the safety and well-being of

research subjects, and can also have an impact on the reli-

ability of the research outcome. If inclusion criteria are not

respected, the scientific quality of the study is affected and

the representativeness of the outcome may be undermined.

The safety of human subjects can further be compromised

by the potential commercial interest in keeping subjects in

the clinical trial even when

there are reasons to either halt

the trial, or to take individual

subjects out of the trial. This

will particularly be the case if

researchers receive financial

benefit from keeping subjects in

a clinical trial until the trial

ends. The various financial

incentives to include patients in

clinical trials can also be partic-

ularly problematic if it leads

researchers to push patients in

need of treatment towards par-

ticipation in placebo-controlled

studies.

A second category of concerns related to commercial

involvement in clinical trials involves research integrity.

Various empirical studies have indicated that research

funded by industry tends to lead to an outcome that is

favourable to the sponsor.11 Although these empirical stud-

ies do not establish a clear causal link between the source of

funding and the outcome of research, they do raise concerns

about the potential bias in industry-funded research. This

concern should be combined with the increasing dominance

of industry over clinical trials related to drug development.

Clinical trials have gradually moved outside academia in the

last decades and into a highly specialized clinical trials

industry. In addition, the percentage of industry funding in

research has steadily increased, making academic centers

increasingly dependent on research funding, thus influenc-

ing the type of research undertaken in academic centers. If

industry-funded research is the sole or very dominant source

of information on the safety and efficacy of a new com-

pound, and if, as various studies suggest, these studies show

a bias in favour of products produced by the sponsor, there is

reason to be concerned about the reliability of much of the

evidence that supports drug approval applications and that is

Volume 13, Number 2 & 3 41

“If the enforcement of adherence
to the most minimal formal

requirements and structures for REB
review has proven relatively difficult in

Canada, one can presume that
coherence with respect to other
aspects of REB review is far from

achieved at this point.”



often used in the development of clinical practice guide-

lines.

An interesting example of how industry interest are more

and more directly using clinical trials as part of a marketing

effort, raising questions about the impact of commercial

interests on the outcome of the results, is the recently

exposed history behind much of the scientific literature

related to the safety and efficacy of sertraline hydrochloride,

better known under its brand name Zoloft.12 David Healy

and Dinah Cattell analyzed the literature that discussed the

efficacy and safety of this com-

pound. They found that most of

the scientific articles on

sertraline were prepared by

Current Medical Directions

Inc, a medical communications

agency specialized in the devel-

opment of communication

strategies for drug sponsors.

The publication of these articles

in the most respected academic

journals, such as the Journal of

the American Medical Associa-

tion, the American Journal of

Psychiatry and the Archives of

General Psychiatry, provided immediate credibility to anal-

yses which were largely prepared within the context of a

marketing strategy. Interestingly, those studies that were

organized by the communications firm were much more

likely to be published in journals with the highest impact

factor than the few more independent studies.

Whereas bias related to the source of funding may reveal an

unconscious and indirect impact of industry on results of

clinical trials, there are also concerns about more direct

interference. The substantial profits associated with bring-

ing new blockbuster drugs to the market and the commercial

pressure to do so quickly have been invoked to explain a

variety of other practices in which pharmaceutical sponsors

increasingly engage, and which more directly threaten, the

integrity of medical research. In addition to the recruitment

of research subjects, commercial sponsors increasingly con-

trol the design of the study, the gathering of data, the analy-

sis of the results and the subsequent publication process.

Clinical trials or other forms of research involving drug

products are in and of themselves increasingly part of a com-

plex marketing scheme. Various recent controversies have

raised concerns about how these practices diminish the reli-

ability of the results of clinical trials.13

Since research integrity is a crucial component of the drug

approval system as well as of the establishment of appropri-

ate clinical practice, these concerns not only affect the safety

and well-being of research subjects, but also the safety of the

future consumers of health care products and the costs of the

health care system. Research subjects and consumers can be

directly harmed when scientific research is compromised by

the impact of commercial interests on research.

This short discussion of the challenges related to the com-

mercialization of clinical trials should provide sufficient

background information for a

further discussion of the role of

REB review and the need for

more stringent regulation of

such review in the context of

clinical trials. Two issues must

be kept in mind. First, the com-

mercialization of clinical trials

has created pressures which

may affect the individual

behaviour of those involved in

medical research. Second, on a

more structural level, the safety,

health and well-being of

research subjects and consum-

ers is threatened by some aspects of the commercialization

of medical research. The question that I will address further

in this paper is: what are the implications of these develop-

ments in terms of the authority and role of the drug regula-

tory authorities in the regulation and oversight of REBs? I

will not discuss in this paper other regulatory changes that,

in my view, are urgently needed to strengthen the review of

the safety and efficacy of new drugs and medicinal prod-

ucts.14

REB Review and Clinical Trials
Regulations

The first thing one has to recognize is that the movement of

clinical trials outside academic centres has significantly

reduced the impact that the granting agencies possess on this

form of research. Clinical trials are increasingly undertaken

by specialized contract research organizations (CROs),

which either conduct these trials in their own research cen-

tres, or engage physicians in private practice to enroll

patients and perform some of the research tasks. The proto-

cols supporting these clinical trials are generally reviewed

by private commercial REBs, which have boomed over the
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last decade in both Canada and the U.S. Some CROs have

set up their own internal REB to review in-house studies.

But most of these clinical trials are reviewed by non-institu-

tional REBs, often referred to as “independent review

boards”, which operate as independent for-profit entities of

which the sole commercial activity is the review and moni-

toring of medical research.

Commercially-sponsored research undertaken outside of

the federally funded institutions is submitted to regulatory

oversight and REB review to the extent that it involves clini-

cal trials that aim at the approval of drugs or medical devices

in Canada. In that case, the sponsor has to obtain an authori-

zation to import or sell a drug for clinical trial purposes from

Health Canada’s Therapeutic Products Directorate.

The 2001 Clinical Trials Regulations explicitly refer to

REB review as part of the requirements for clinical trials that

are part of the drug approval process.15 The regulations first

mention the REBs in the definition section. According to the

regulations, an REB is:

... a body that is not affiliated with the sponsor,

and

(a) the principal mandate of which is to approve

the initiation of, and conduct periodic reviews

of, biomedical research involving human sub-

jects in order to ensure the protection of their

rights, safety and well-being;

and

(b) that has at least five members, that has a

majority of members who are Canadian citizens

or permanent residents under the Immigration

Act, that is composed of both men and women

and that includes at least

(i) two members whose primary experience and

expertise are in a scientific discipline, who have

broad experience in the methods and areas of

research to be approved and one of whom is

from a medical discipline or, if the clinical trial

is in respect of a drug to be used for dental pur-

poses only, is from a medical or dental disci-

pline,

(ii) one member knowledgeable in ethics,

(iii) one member knowledgeable in Canadian

laws relevant to the biomedical research to be

approved,

(iv) one member whose primary experience and

expertise are in a nonscientific discipline, and

(v) one member who is from the community or

is a representative of an organization interested

in the areas of research to be approved and who

is not affiliated with the sponsor or the site

where the clinical trial is to be conducted.

(comité d’éthique de la recherché)16

The language used in this definition confirms the traditional

view that REBs have a public mandate to protect the “rights,

safety and well-being” of Canadians. This mandate is shared

with many official governmental agencies. Similar terms are

found back in documents supporting, for example, Health

Canada.17

When sponsors want to sell or import a drug for use in a clin-

ical trial, their request for authorization to Health Canada

must include the name and contact information of the REB

that approved the study (C.05.005(c)(x)), as well as the

name and contact information of any REB that previously

rejected the protocol and the reasons for this rejection

(C.05.005(d)). REB review is also required when amend-

ments are made to a previously authorized study

(C.05.008(1)(c)(ii)) . Reference to REB review is also made

under the section describing sponsors’ obligations with

respect to good clinical practices. The regulations impose on

sponsors a general duty to “ensure that a clinical trial is con-

ducted in accordance with good clinical practices”

(C.05.010) and give as one of the examples the duty to

obtain approval by an REB before commencing a clinical

trial at a particular site (C.05.010(d)). REB review is thus

clearly part of the regulatory procedures that are required in

order to obtain permission to conduct clinical trials involv-

ing a drug or medical device that is not yet approved for use

in Canada.

Clinical Trial Regulations and
the ICH-GCP

There are, however, no further references to what REB

review specifically entails and what the power and regula-

tory authority of these REBs is. The precise content of the

“good clinical practices” that are connected to REB review

in the regulations refers to documents with a weaker regula-

tory status. For instance, more information on good clinical

practice can be found in “Good Clinical Practices”(GCP)

guideline, also known as the ICH-GCP Guideline, which

Health Canada introduced into its framework as a “guidance

document”. The ICH-GCP is an international guideline that

was adopted as part of a harmonization effort of clinical tri-

als by the drug regulatory agencies of the U.S.A., Europe
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and Japan.18 The goal of this harmonization effort is to

streamline the approval of drugs in these jurisdictions. Can-

ada had observer status at the conference where these guide-

lines were adopted.

The ICH-GCP begins by enumerating some general princi-

ples, such as the primordial importance of respecting the

rights and well-being of research subjects and the need for a

careful weighing of risks and potential benefits of clinical

trials. It also contains rules about the responsibilities and

role of various parties involved in clinical research. For

example, it discusses the required qualifications for

researchers, how they ought to conduct research and their

reporting obligations. The ICH-GCP specifies the duties of

sponsors with respect to the management of the trials and the

monitoring and reporting of adverse events, and also elabo-

rates on the content of the protocol and the investigator’s

brochure. The ICH-GCP contains many of the substantive

rules with respect to the REB review of clinical trials, rules

which are often similar to the ones enumerated in the

Tri-Council Policy Statement. It is worth noting, however,

that the Tri-Council Policy Statement combines in one pol-

icy document a clear reference to the obligation to obtain

ethics approval for all federally funded research with sub-

stantive details of how this review should take place and

what the content of the review should be. In contrast, the

detailed rules about REB review that we find in the

ICH-GCP are not part of Health Canada’s Clinical Trials

Regulations that impose REB review for all clinical trials

conducted in the context of drug development in Canada.

The legal status of the ICH-GCP in Canada is ambiguous,

since it is not part of the formal regulations enacted by the

government. Guidance documents are intended to provide

assistance to industry and health care professionals on how

to comply with the regulations. They also can be used by

regulatory agents to establish whether good clinical prac-

tices are respected in the research that supports an applica-

tion. As Health Canada states, “Guidance documents are

administrative instruments not having force of law and, as

such, allow for flexibility in approach. Alternate approaches

to the principles and practices described in this document

may be acceptable provided they are supported by adequate

scientific justification.”19

In Canada, clinical trials which are part of the drug approval

process are thus submitted to a formal regulatory require-

ment to undergo REB review. The Clinical Trial Regula-

tions of 2001 specify the composition of these REBs, but

contain neither further substantive details as to the scope and

content of REB review, nor any further procedural require-

ments related to REB review.

This soft regulatory approach towards REB review contrasts

sharply with the importance attached to it in the context of

clinical trials. The Regulatory Impact Statement that accom-

panies the 2001 regulations confirms that Health Canada

recognizes REB review as a fundamental part of the drug

regulatory process. Various references are made in this Reg-

ulatory Impact Statement that highlight how important REB

review really is. The text explicitly states that REB review “

... helps to ensure that conflict of interest situations are

avoided and that the health and safety of trial subjects

remain the paramount concern.” Interestingly, it refers to the

REBs’ role with respect to initial review, but also indicates

that REBs are responsible for “periodic reviews.”20

Clearly, REB review and monitoring by REBs of on-going

research is seen as a part of the good clinical practices that

the regulatory agency wants to see respected. And yet,

although the ICH-GCP rules with respect to REB review can

be used to determine whether an REB is acting in accor-

dance with good clinical practice, there is no clear regula-

tory power to hold these REBs accountable for violations of

these rules. The 2001 Regulatory Impact Statement also

explicitly recognizes that there is currently no accreditation

system for REBs and that Health Canada is looking into

implementing such system in conjunction with CIHR and

the NCEHR. It seems remarkable, though, that three years

after the introduction of these new regulations, no clear reg-

ulation-based authority and no clear regulatory guidance has

been given to REBs. At the same time, Health Canada’s

Health Product and Food Branch Inspectorate is now

inspecting REBs as part of the compliance review of clinical

trials. In its Summary Report of Inspections of Clinical

Trials in 2003-2004, the agency reports that it visited 5

REBs which approved the 45 clinical trials it inspected. 21

The report points out how inspectors made observations

about regulatory deficiencies in systems and procedures,

membership and records among some of the REBs

inspected. It can be argued that Health Canada is thus

enforcing the ICH-GCP requirements related to REB review

through its inspection process. In principle, Health Canada

has the authority to suspend clinical trials if good clinical

practice, is not respected. 22 If REB review does not take

place in accordance with the ICH-GCP, it could be argued

that good clinical practice is not being respected and that a

trial authorized by an inappropriately functioning REB

ought to be suspended. So far, no clinical trial seems to have

suspended on this basis. A firmer regulatory structure for
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REB review, with also clear regulatory sanctions attached to

non-compliance, would provide a much more solid legal

basis to intervene. It is also clear, in light of the high number

of clinical trials undertaken in Canada that the review

remains very sporadic.

Federal-Provincial Jurisdiction and
REB Review

Concerns about encroachment on the jurisdiction of the

provinces may have made the federal government reluctant

to engage in the development of

a clear regulatory structure sur-

rounding REB review. This

may explain why ambiguous

references are made when it

comes to the authority of these

REBs, and to the obligatory

nature of REB review. Con-

cerns about the issue of federal

and provincial jurisdiction in

this area are not surprising.

Some issues that are typically

covered in research ethics

guidelines, for example those dealing with the behaviour of

physician-researchers, may indeed fall within the category

of the regulation of the profession, which is traditionally

seen as falling under provincial jurisdiction. Provincial gov-

ernments would have the jurisdiction to enact regulations

related to the involvement of various professionals in the

context of research.23 They could develop a regulatory struc-

ture, enacting requirements for participation in research and

establishing supervision of the behaviour of health care pro-

fessionals. They could also impose a system of accreditation

or licensing on researchers, and could mandate specific

administrative bodies, such as REBs, to fulfill a role in this

context. Provincial power over the accreditation of physi-

cian-researchers and other health care workers such as

nurses could also affect REBs, since some of these profes-

sionals are represented on REBs. Provincial regulations of

health care professionals and of researchers could impact on

REB membership requirements. Provinces could for exam-

ple determine what research ethics training requirements

these professionals have to fulfill in order to be qualified.24

It is clear, however, that the federal government considers

REB review to be a fundamental part of the protection of

human subjects in the context of clinical trials undertaken as

part of the drug approval process. As the Regulatory Impact

Statement points out, the revised clinical trials regulations

“provide Federal recognition of the important service pro-

vided by REBs.”25 There is no doubt that the regulation of

pharmaceuticals falls under the jurisdiction of the federal

government. Both the criminal law power and the Peace,

Order and Good Government (POGG) powers can be

invoked in this context.26 Martha Jackman discusses in a

2000 article in the Health Law Journal how the Supreme

Court has dealt with the use of both the criminal law power

and the POGG clause to justify federal jurisdiction in areas

related to the protection of health. The 1983 decision in R. v.

Wetmore, in which the Supreme Court confirmed that the

Food and Drugs Act is a legiti-

mate exercise of the federal

government’s criminal law

power.27 In the 1982 case of R.

v. Schneider28 the court also

found that jurisdiction over

health could be found under

POGG as health was a matter of

national concern.

While there is no doubt that

drug regulation falls under fed-

eral jurisdiction, the question

will be whether it is appropriate to consider research ethics

review as a fundamental part of the regulatory regime. In the

context of the distribution of powers between the federal and

provincial governments, federal regulation of REB review

could still be seen as an inappropriate encroachment on pro-

vincial jurisdiction if there is no clear connection between

the aims and purpose of federal drug regulation and REB

review. It is therefore interesting to evaluate whether REB

review could be seen as a coherent part of the drug regula-

tory system, and whether it could be justified under the

criminal law power of the federal government.

As Martha Jackman points out, the Supreme Court assigned

the federal government a wide scope of power to enact crim-

inal sanctions in the area of health protection.29 The only

requirement imposed is that “the legislation must contain a

prohibition accompanied by a penal sanction and must be

directed at a legitimate public health evil.”30 I have men-

tioned earlier that clinical trials have increased considerably

in the last decades. It is definitely an important social activ-

ity in which a large number of Canadians are participating

and, as argued earlier, one which exposes research subjects

to considerable risks. The various official references to the

role of REBs with respect to the protection of the “rights,

health and well-being of subjects” resonate with the lan-
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guage used in federal regulatory regimes to justify the use of

criminal law. In addition, the discussion of the impact of

commercialization on medical research shows that there are

public health concerns related to the safety and efficacy of

pharmaceutical products. If, as TPD points out, REBs play a

crucial role with respect to conflicts of interest, they are def-

initely a crucial component of the drug regulatory regime,

and more particularly, a crucial review body that should

contribute to avoiding inappropriate influence by commer-

cial interests on the research process and research outcome.

An interesting reference is also made in the Wetmore case,

by Laskin C.J. (as he then was), to the fact that federal regu-

lation of the pharmaceutical industry could be justified

under the federal trade and commerce power.31 Clinical tri-

als, in particular multi-site trials, are part of the commercial

development of drugs and pharmaceuticals, which are

developed, traded and sold across the country. It could be

argued that good clinical practices and the REB review asso-

ciated with these good clinical practices can be regulated by

the federal government as part of the regulation of this

inter-provincial trade and commerce. This would enable the

federal government to enact legislation without the need to

invoke its criminal law power, thus making it possible to

develop a regulatory regime that uses more administrative

sanctions than criminal law.

It would also be interesting to consider a POGG basis to jus-

tify federal regulation of research ethics review, for example

if one wants to avoid having to justify the use of criminal

law sanctions. The POGG clause has been accepted as a

basis for federal jurisdiction in the area of health in cases of

emergency and in cases of “national concern”. While the

emergency concern could be used to regulate research and

REB review in the context of epidemics such as SARS, the

“national concern” basis is the most likely candidate for fed-

eral jurisdiction over research and REB review. In R. v.

Crown Zellerbach Canada Ltd., Le Dain J., writing for the

majority of the Supreme Court, specified that in order to jus-

tify federal jurisdiction based on this ground, an issue must

“have a singleness, distinctiveness and indivisibility” and its

impact on provincial jurisdiction must be reconcilable with

the constitutional division of power.32

Using the “national concern” doctrine, federal regulation of

pharmaceuticals, with REB review of clinical trials as an

indivisible part of it, could likely be justified under this

rubric. Concerns raised by recent controversies in the con-

text of pharmaceuticals could be invoked to argue that there

is something distinct and indivisible about drug research and

development, and that a federally organized REB review

system is part of the regulatory regime needed to address

these national concerns. The use of the POGG ground could

perhaps also make it possible to support the argument that a

comprehensive REB review system has to be developed on

the federal level, covering not only clinical drug trials but

also other forms of research.

For all of these reasons, it seems obvious that the federal

government can clearly regulate REB review in the context

of clinical trials that are part of drug development. In fact,

one specific aspect is currently explicitly regulated as part of

the 2001 Clinical Trials Regulations, i.e. the need for REB

approval. It seems inconsistent to recognize the importance

of REB review, to stipulate even that REBs are the crucial

administrative bodies that ensure that conflicts of interests

are avoided, and then leave all details of REB review other

than membership issues up to the good will of these often

commercially focussed REBs.

In June 2003, the House of Commons Standing Committee

on Health discussed the absence of a regulatory framework

for REBs. In a report on the regulation of prescription drugs

in Canada, it mentioned that several witnesses had

expressed concern about the “uneven standards and incon-

sistent operations among research ethics boards across the

country”, and about the lack of a national body mandated to

provide oversight for research. It did not make any clear rec-

ommendation about the need to develop a comprehensive

REB framework for all forms of research. It seemed to rec-

ognize implicitly, however, as I discussed here in this paper,

that the federal jurisdiction over the regulation of REBs is

clear in the context of clinical trials. It recommended that

“Health Canada develop standards that establish an accredi-

tation process for research ethics boards assessing clinical

trials.”33 In light of this clear recognition of the importance

of a coherent REB system, especially for the review of clini-

cal trials, it is surprising that the supporting documents for

Health Canada’s new Health Protection Legislative

Renewal initiative, aimed at developing new all-encompass-

ing federal health protection legislation, make no reference

to the need for a tighter REB system.34 In the documents

supporting this renewal, the agency recognizes that under

the current legislative and regulatory scheme, “enforcement

and compliance mechanisms are inadequate,” but it does not

mention the need for a coherent REB review system. This

may be related to the general purpose of the documents

announcing this initiative. It can be hoped that if this legisla-

tive renewal moves ahead, federal oversight over REB

review will be included in its initiatives.
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Conclusion

This analysis has indicated that REBs fulfill an important

public function and that Health Canada has recognized that

REB review is a fundamental part of the protective regime

surrounding clinical trials. REBs, I have argued, are not

only expected to ensure that the health, safety and

well-being of individual research subjects are not nega-

tively affected by participation in clinical trials, but they

are also asked to make sure that conflict of interests do not

negatively affect the conduct

and outcome of clinical trials.

The current reliance on largely

unregulated REBs with respect

to conflict of interest review

becomes more problematic in

light of the growing concerns

over the commercial impact on

research.

I began this article by discuss-

ing the VanTx case as a para-

digm of clearly inappropriate

research recruitment practices,

vetted through what hopefully

everyone would consider an

inappropriate administrative review structure. There is no

indication that administrative review structures with such

inherent and extreme conflicts of interest currently exist in

Canada, even though various commercial REBs operate

within the country. But there is little in the current regula-

tory system that would prevent a similar situation. The only

regulatory requirement that we have in the 2001 Clinical

Trials Regulations, is the need for REB review, and the stip-

ulation about its membership. The definition stipulates that

REBs are bodies “not affiliated with the sponsor”, but there

is no further specification of what that means. The regula-

tory impact statement refers to good clinical practice guide-

lines, and Health Canada has introduced the ICH-GCP

guidelines as a guidance document, but it is not part of a

directly enforceable regulatory structure. The ICH-GCP

also refers to national regulations that could specify require-

ments for REBs, which Canada currently does not have.

Within Canada, there is therefore no restriction on who can

establish an REB, who becomes a member, how members

are trained and selected, and so on. As long as the very mini-

mal requirements of membership and approval are met,

there is not strict regulatory ground to reject an REB deci-

sion.

It is also problematic that although REBs are considered so

important for ensuring that conflicts of interest do not affect

clinical trials, there are no regulations to prevent conflicts of

interests in REBs. In the context of the growing concerns

about research integrity and the impact of commercial inter-

ests on drug safety and efficacy, it seems crucial that an

administrative body that plays a role in evaluating these con-

cerns is itself protected from conflicts of interest. As has

been discussed elsewhere, both institutional and commer-

cial REBs are currently affected by serious conflicts of inter-

ests.35 Commercial REBs are increasingly relied upon to

deal with clinical drug trials.

Whereas most institutional

REBs are now at least part of a

“soft” regulatory system ema-

nating from the funding agen-

cies, private REBs are currently

not submitted to a clear regula-

tory structure. These commer-

cial REBs are fully integrated

within a commercialized

research scene and in fact owe

their development and success

to the commercialization of

research, in which REBs have

gained a more important role.

The language used in the pro-

motional material of these REBs confirms that their primary

clients are the commercial sponsors and that satisfying the

needs of these clients is crucial to their success. One

Ontario-based private REB praises on a website its ability

“to expedite research at private practices in Canada.” It

states proudly that it “has implemented streamlined proce-

dures to minimize the administrative burden to both the

sponsor and the Investigator.”36 Some of the private REBs

are actively participating in efforts to introduce a voluntary

accreditation system in Canada, but a voluntary system

seems insufficient in the context of the fundamental public

role that REBs play. No one ought to be opposed to the

development of more efficient and “streamlined” REB

review, but one should be willing to ask the question

whether we can leave the protection of the rights and physi-

cal well-being of human subjects up to boards that operate in

a largely unregulated competitive research review environ-

ment where minimizing administrative burdens and expe-

diting review is one of the key arguments to attract more

business.

The lack of public accountability of private REBs has at

least been recognized by the College of Physicians and Sur-
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geons of Alberta, which has set up a centralized Research

Ethics Review Committee to oversee the research activities

of all the physicians and surgeons in Alberta.37 This initia-

tive is laudable, and seems an appropriate response by a pro-

fessional organization that is confronted with a lack of

adequate oversight over some important activities of its

members that may affect the health care of patients. The

Alberta approach provides an interesting alternative that

should be considered in other provinces that are currently

relying on the work of private commercial REBs. However,

relying solely on provincial professional organizations will

result in even more patchwork regulation, without sufficient

coherence and without guarantees that all forms of research

will be submitted to sufficient oversight. The Alberta initia-

tive is in fact an interesting recognition of the fact that pro-

fessional organizations are sounding the alarm. It indicates

that at least one organization has felt the need to impose a

provincial review structure for members of their profession,

in the absence of solid governmental regulations. Profes-

sional organizations would likely welcome a more coherent

Canada-wide approach.

It is true that while it seems easy to defend jurisdiction of the

federal government over REB review of clinical trials that

are part of drug development, it is more difficult to argue

that this gives the federal government jurisdiction to regu-

late all forms of REB review. For this reason, it would be

useful to start with a solid federal regulatory structure

around REB review of clinical trials. Further thought should

also be given to the possibility of using the model of the Per-

sonal Information Protection and Electronic Documents

Act,38 which would provide the provinces with the option of

implementing a coherent REB review structure for all forms

of research while satisfying the federal requirements of REB

review in the context of clinical trials. The various federal

and provincial bodies, including the funding agencies,

should be involved in concrete discussion about how to

develop a coherent REB system. The federal government

could create the momentum for new initiatives by indicating

its clear intention to regulate REB review in the context of

clinical trials, where it seems to have clear jurisdiction.

In the meantime, Health Canada should increase its moni-

toring activities of REBs, as part of its inspection of clinical

trials sites and trial sponsors. Health Canada regularly

inspects such sites to ensure that good clinical practices are

respected. If REB review is seen as a fundamental part of

good clinical practice, it seems logical that an inspection of

good clinical practice should include control of the work of

REBs. The National Council on Ethics in Human Research

currently conducts site-visits of REBs. These visits can

contribute greatly to the promotion of more stringent and

coherent REB practices in Canada, but they do not create an

enforceable system. The site-visits are only taking place

after an invitation by the institutions in which these REBs

operate. Health Canada’s visit of REBs as part of the com-

pliance assessment of clinical trials is in this context promis-

ing. A clear regulatory structure of REBs would, however,

seem crucial to give the review system more teeth and to

promote its accountability.
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