
Abstract

Canada and the United States share the world’s largest trade

partnership and an increasing concern about divergent regu-

latory approaches to common industries. Canadian research

institutes receive more research funding from the U.S.

National Institutes of Health than any other country, much

of it to fund multi-centre and collaborative research between

the two countries. Because of these close economic and

research ties, and the extensive similarities between the two

countries in the review and oversight of ethics in human sub-

jects research, we propose that Canada would be an ideal

country for a pilot-test of the feasibility of “equivalent

protections”, a U.S. regulation that permits comparison of

protections for human subjects between institutions in the

two countries. The “equivalent protections” has been advo-

cated by various bodies in the United States as a potentially

beneficial mechanism for improving oversight of foreign

trials. As well, we argue that “equivalent protections” could

prove to be valuable for Canada in five specific ways: (1) by

potentially reducing administrative burden on Canadian

research institutions administering U.S. federal research

funding; (2) by creating symbolic value of an explicit recog-

nition by the United States that procedures normally fol-

lowed for the protection of human subjects in Canadian

research institutions are at least equivalent to those provided

by the U.S. regulations; (3) by lowering the opportunity cost

of investing in research in Canada; (4) by affording Canada

an opportunity to enhance its leadership role in international

research by offering an alternative to the U.S. regulatory

model for the protection of human subjects; and (5) by pro-

viding a model for how the idea of equivalent protections

might be addressed for research funded by Canadian agen-

cies but conducted in other countries.

Introduction

Geographically, Canada and the U.S. share the world’s lon-

gest undefended border, the majority of which straddles the

49th parallel. Canada and the United States share the

world’s largest trade partnership, amounting to approxi-

mately $650 billion dollars per year in goods and services

between the two countries.1 This partnership is often charac-

terized as a one-directional flow of exports from Canada to

the United States, since Canada exports approximately 85%

of its goods to the U.S., whereas the U.S. exports about 25%

of its good to Canada, but in 2003 Canada’s imports from

the United States exceeded those of all 25 countries of the

European Union.2 Canada and the U.S. have a long and

respected tradition of bilateral arrangements in scientific

exchange, industrial partnership, national security and the
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environment, to say nothing of the more recognizable com-

monalities in culture, sports, and entertainment.

Recently, in light of the increasingly well recognized eco-

nomic interdependence between Canada and the United

States and our status as the world’s largest trade partnership,

there have been some quiet calls for improved harmoniza-

tion of the vast and often divergent approaches to regulating

common industries between the two countries.3 Currently

more than 300 treaties and agreements are in force to pro-

vide frameworks for partnerships in a vast range of enter-

prises.4

Although its precise economic value is seldom considered

and difficult to quantify, health research conducted with

human subjects is clearly an important strategic priority for

both governments, and has a considerable economic impact

in both countries. Collectively in 2003, Canadian research

institutions received almost $50 million dollars (U.S.) in

federal research funding from the National Institutes of

Heath (NIH), more than institutions in any other country,

and approximately 25% of the $200 million awarded to for-

eign institutions.5 Much of this funding supports research

involving human subjects, and so the value of common, or

comparable, standards in the protection of human subjects

in research is readily apparent. The basic design features of

the respective systems for protecting human subjects (e.g.,

prior review of protocols by an ethics review body and the

informed consent of individuals) and the political philoso-

phy informing both systems is very similar,6 even if some

of the instruments used to implement these protections dif-

fer.

The general need for regulatory reform between the two

countries provides a context for examining some other spe-

cific needs that have been identified recently in the field of

human research protection and oversight. Four needs, in

particular, are relevant to the proposal that we elaborate

below. The first need arises within the Canadian human

research protection enterprise. A prior report by one of the

authors7 on the state of the Canadian system has described

an array of deficiencies and challenges. Improvements to the

system are likely to require sustained attention and innova-

tion. The papers in this volume help to delineate these chal-

lenges and form part of the first response for reform. The

need for reform has also been dramatically reinforced by

recent violations of human research protections by Cana-

dian research institutions,8 and by the fact that corrective

oversight action and demands for improved accountability

for these violations came, not from the Canadian govern-

ment, but from the Office for Human Research Protections

in the United States.

The second need arises within the U.S. regulatory system for

protecting human research subjects. Several recent reports,

including one directed by one of the authors9(EMM)(8),

have clearly established the need for significant reform of

the system.10 The third need is a common theme in proposals

for system reform in both Canada and the United States,

namely the need to generate data that can guide the develop-

ment and evaluation of any system improvements and inno-

vation. This need provides critical framing for our proposal,

below, since it serves as an admission that our current ability

to measure and demonstrate the effectiveness of our systems

is rudimentary, at best. The fact that this need is expressed

consistently across the 49th parallel provides additional

weight to our proposal.

The final need that is relevant to our proposal takes us

beyond the confines of Canada and U.S. relations to the

broader field of international health research. Since the

United States remains the dominant figure in the funding of

global health research, it is not surprising that its regulations

for the protection of human subjects, which are also require-

ments for the receipt of U.S. federal government research

funding, enjoy a privileged position in influencing the

development of research ethics and the protection of human

research subjects in less developed countries.11 With this

dominant influence, however, have come increasing con-

cerns that the aggressive application of U.S. regulations

abroad (including Canada) is unethical12 and potentially

also illegal.13 As such, there is a pressing need—though per-

haps felt less acutely within the United States—to avoid the

hegemonical application of the U.S. regulatory scheme

internationally, particularly in light of the fact that its effec-

tiveness for the protection of human subjects in research

conducted in the United States is in doubt. If Canada’s

approach—which is rightly the subject of similar scrutiny

and criticism—could be demonstrated to provide

protections that are at least equivalent to those of the U.S.

regulations, it would immediately provide new opportuni-

ties and options for developing countries that are currently

working to build effective systems. The information

obtained would constitute an important step forward in

addressing fundamental evaluative issues that have evaded

both the U.S. and Canadian systems since their inception.

In the sections that follow, we explore whether a pilot test of

the U.S. regulation on equivalent protections offers a poten-

tially valuable way to address each of these needs.
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The Opportunity of Equivalent
Protections

In a recent paper comparing the experiences of the U.S. and

Canada with respect to research ethics policy, two of the

authors of this paper recommended that:

It would be useful to develop more fully the

potential to make use of the “equivalent

protections” provision found in U.S. regulations

for research that crosses the U.S. Canada bor-

der. This would be helpful for multi-site clinical

trials and for NIH funded research conducted in

Canada. It would require developing some

shared standards and methods for quality

assessment for human research protection.14

This proposal followed from previous recommendations by

the U.S. National Bioethics Advisory Commission

(NBAC)15 and the Office of the Inspector General (OIG) of

the U.S. Department of Health and Human Services.16 Both

reports arose in the context of controversy related to the

rapid expansion of clinical trials in developing countries,

where protections for human research subjects are often

poorly developed, relative to the extensive regulatory

scheme in the United States. The reports independently

raised the idea of implementing the “equivalent protections”

provision of the U.S. Federal Policy for the Protection of

Human Subjects (the “Common Rule”)17 as a policy mecha-

nism for ensuring that human subjects are adequately pro-

tected in research funded by the United States, but

conducted in other countries. The “equivalent protections”

provision of the Common Rule recognizes that the proce-

dures employed for the protection of human subjects in

institutions in other countries may provide protections that

are at least equivalent to those offered by the Common Rule

procedures (see Table 1), and so represents a promising

mechanism by which to explore the potential for greater har-

monization of rules and guidance in international collabora-

tive research.

Despite the impetus provided by concerns about research in

developing countries, it is important to recognize at the out-

set that the equivalent protections mechanism is not

restricted to developing countries. In fact, the regulation is

meant to enhance accountability for the protection of human

research subjects for research that is conducted in any

research institutions outside the United States. And since

Canadian research institutions receive a significant amount

of NIH funding—more than any other country18 — there is

some rationale for ensuring commensurate levels of

accountability for research conducting in Canadian institu-

tions,19 there is a clear rationale for ensuring commensurate

levels of accountability for research conducting in Canadian

institutions. This point was driven home vividly recently

when the U.S. Office for Human Research Protections inter-

vened to correct oversight deficiencies at the University of

British Columbia.20

In this paper we will discuss the equivalent protections pro-

vision in some detail and suggest ways in which a pilot test

of the provision in Canadian research institutions might

serve Canadian, U.S. and international needs.

Equivalent Protections in the U.S.
Oversight System

The Value of EP for the U.S.

NBAC and OIG explained the potential value of the equiva-

lent protections regulation as a way to address shortcomings

in U.S. oversight of clinical trials funded by the U.S. govern-

ment but conducted in foreign countries. NBAC, in particu-

lar, recognized the potential for EP, as an existing U.S.

domestic policy mechanism, to address a number of conten-

tious and unresolved ethical and policy issues in interna-

tional research, such as resolving disagreements between

local and “remote” Research Ethics Committees,21 and the

international relations consequences of requiring compli-

ance with U.S. rules in foreign countries,22 especially since

the appropriate Congressional authority for such extraterri-

torial application is unclear.23

More recently, proposed legislation—The Research Revi-

talization Act of 2002—was introduced to the United States

Senate that, if passed, would have required the Office for

Human Research Protections (OHRP) to develop and main-

tain a list of countries in which institutions24 had been

granted equivalent status.25 Although this bill was not

passed by the U.S. Congress, it signaled that the equivalent

protections approach endorsed by NBAC and OIG had

achieved some credibility and currency at the most influen-

tial level in U.S. policy-making. At the time of writing, it is

not clear whether a revised version of the Research Revital-

ization Act will be re-introduced in the Senate.
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The Specifics of the Equivalent Protections
Regulation

U.S. regulations for the protection of human subjects have

included the concept of equivalent protections since their

inception. Three particular provisions are directly relevant.

The first makes it clear that the policy applies to “research

conducted, supported, or otherwise subject to regulation by

the Federal Government outside the United States.”26 The

second emphasizes that the policy “does not affect any for-

eign laws or regulations which

may otherwise be applicable

and which provide additional

protections to human subjects

of research.”27 And finally,

“When research covered

by this policy takes place

in foreign countries, pro-

cedures normally fol-

lowed in the foreign

countries may differ from

those set forth in this pol-

icy. [An example is a for-

eign institution which

complies with guidelines

consistent with the World

Medical Assembly (sic)

Declaration (Declaration of Helsinki amended

1989) issued either by sovereign states or by an

organization whose function for the protection

of human subjects is internationally recog-

nized.] In these circumstances, if a Department

or Agency head determines that the procedures

prescribed by the institution afford protections

that are at least equivalent to those provided in

this policy, the Department or Agency head

may approve the substitution of the foreign pro-

cedures in lieu of the procedural requirements

provided in this policy ...”28

The regulation is concerned with: (a) procedures normally

followed in foreign institutions; (b) that may differ from the

procedures described in 45 CFR 46 (but that may be consis-

tent with guidelines issued either by sovereign states or by

an organization whose function for the protection of human

subjects is internationally recognized); (c) if these proce-

dures can also be demonstrated to afford protections that are

at least equivalent to those provided by 45 CFR 46; then (d)

the relevant Department or agency head may substitute the

foreign procedures in lieu of the procedural requirements of

45 CFR 46.

The DHHS Working Group Report

In 2002, the Office for Human Research Protections (OHRP)

convened a Working Group of the U.S. Department of Health

and Human Services (DHHS), chaired by one of us (JVL), to

prepare a report on equivalent protections.29 The report

reviewed the limited literature on equivalent protections to

date, sought to clarify several

points of contention among pre-

vious commentators and ambi-

guity in the regulation itself, and

proposed a preliminary frame-

work for implementing equiva-

lent protections.

The Working Group (WG)

Report framework involves two

parts: first, the steps involved in

determining equivalence, and

second, a mechanism for estab-

lishing an appropriate assurance

between the foreign institution

and OHRP. The WG identified

four steps for determining equi-

valence between a foreign insti-

tution’s protections and those provided by the Common Rule.

First, the articulation of the specific protections embodied in

the Common Rule, a preliminary account of which the WG

provided in its report (see Table 1).

Second, the assessment of the protections provided by the

institution’s own procedures. This would require a process

similar to that conducted by the WG, namely, a careful anal-

ysis of the established procedures, and some fair assessment

of what protections can reasonably be inferred from them.

The third step in the proposed process would involve the

comparison of the protections provided by the institution’s

procedures with those provided by the Common Rule and a

determination of their equivalence, or not.

The fourth and final step in the determination of equivalence

would involve the approval by the relevant department or

agency head for the substitution of the institutional proce-

dures in lieu of the Common Rule procedures. Each of these

steps was described in detail in the WG Report30
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One of the cornerstones of the domestic system in the U.S. is

the Federal Wide Assurance (FWA), a legal instrument that

formalizes the relationship of accountability between the

research institutions that receive federal funding and OHRP,

whose mandate involves ensuring that recipient institutions

comply with the regulations. FWAs are also negotiated by

OHRP with foreign institutions receiving U.S. federal

research funding. The Assurance mechanism is meant to

hold foreign research institutions to the same standards of

accountability as U.S. institutions. In its report on

U.S.-funded foreign clinical trials, the OIG specifically

identified assurance mechanisms as a way to make improve-

ments in human subject protections, presumably by formal-

izing relationships of accountability.31 In particular, after a

determination of equivalent protections, the foreign institu-

tion would complete an assurance and file it with OHRP.32

The assessments by NBAC, the OIG, and the DHHS WG

strike us as sensible first steps for the U.S. to take with

regard to the more general criticism that some make about

the imposition of U.S. research regulations on institutions in

other countries.33 We draw no conclusions about how likely

the U.S. will be to implement the EP provision, particularly

in the absence of a legislative mandate to do so. At the time

of writing, OHRP is reviewing comments on the WG Report

from DHHS agencies. These comments are expected to be

published in the U.S. Federal Register with a response from

OHRP, though the time-frame for this publication remains

unclear.34

A published position from OHRP would help to clarify the

likelihood of implementing an EP approach, or at least the

critical obstacles that would need to be cleared in order to do

so. Whatever the formal U.S. government process, we are

inclined to believe that efforts by institutions in other coun-

tries to seek equivalent status may themselves encourage

further action on the EP provision. We turn now to the ques-

tion of whether Canada should consider taking up this

opportunity.

Equivalent Protections in Canadian
Institutions

The Tri-Council Policy Statement

The 1998 Tri-Council Policy Statement (TCPS) for the Ethi-

cal Conduct of Research Involving Humans is Canada’s

major document for research involving human beings.35 As

indicated by its title, the TCPS belongs to three research

councils: the Canadian Institutes for Health Research, the
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Table 1. Protections Embodied in the Common Rule

Institution

Establish expectations of ethical conduct and due diligence in review and performance of research within the institution

Ensure adequate authority and independence of the IRB/Research Ethics Committee

IRB

Protection from biased and arbitrary decisions in research ethics review

Ensure sufficient quality and comprehensiveness of research ethics review

Ensure review and oversight are commensurate with risk and vulnerability of study population

Protection from unnecessary or unjustified risk throughout the course of the study (includes responsibilities of investigator(s))

Protection from inadequate disclosure and non-voluntary participation (includes responsibilities of investigator(s))



Natural Sciences and Engineering Research Council, and

the Social Sciences and Humanities Research Council. The

three councils are the main public sector sponsors of

research for Canadian universities and affiliated institutions

(including academic health sciences centres). Funding from

the three federal agencies is conditional on the recipient

institutions following the TCPS for all research involving

humans, and not just for research funded by the councils.

Although it does not have the same regulatory status as the

Common Rule, the TCPS functions in the same way in Can-

ada. It is the principal guidance document for human sub-

jects research for Canadian institutions, and therefore

provides a close approximation of what the EP provision

refers to by “procedures normally followed” in a typical

Canadian research institution. It is also a key requirement of

the equivalent protections provision.36

Both the Common Rule and the TCPS refer to similar mech-

anisms for institutions to provide the relevant regulatory

authorities (in the U.S.) and funding bodies (in Canada) with

a legally-binding assurance that research will be conducted

according to the respective standards. In Canada the assur-

ance is formalized through a memorandum of understanding

between the relevant federal funding agency and the institu-

tion receiving the research funding.37 Although the specific

assurance mechanisms differ, institutions in both countries

risk the withholding, suspension or termination of research

funding by the respective funding agencies if they breach

the terms of their assurances.

Similar procedural mechanisms for local, institution-

ally-based review and approval of protocols are common to

both countries and the review committees—Research Ethics

Boards (REBs) in Canada and Institutional Review Boards

(IRBs) in the U.S.— use similar review criteria for assess-

ment of research protocols, such as informed consent,

assessment of risk and potential benefits and fair selection of

research subjects. Like the Common Rule, the TCPS pro-

vides clear language regarding the responsibility and

accountability of research institutions for ensuring compe-

tent and independent ethical review of research protocols

involving human subjects: “Institutions must ensure that

REBs have the appropriate financial and administrative

independence to fulfill their primary duties. Institutions

must respect the authority delegated to the REB.”38

Whereas the Common Rule has very limited content aimed

at resolving substantive ethical issues encountered by inves-

tigators and research sponsors in their research, the TCPS

also functions as a guidance document for investigators and

research sponsors, spelling out detailed expectations of

research conduct. Indeed, one of the strengths of the newer

TCPS document is its expanded scope, incorporating topics

and issues that are not addressed in the 14 year-old Common

Rule. This is most apparent in the TCPS’s integrated

approach to ethical issues in behavioural, social science and

engineering research involving humans.

Strictly speaking, the equivalent protections regulation

requires only that the protections provided by foreign insti-

tutions be at least equivalent to those provided by the Com-

mon Rule procedures. Any additional provisions in the

TCPS would not be directly relevant to the implementation

of the equivalent protections regulation, though they are

clearly relevant to the broader aims of evaluating how the

two systems protect human subjects, an issue we address

briefly below.

Looking beyond the EP regulation

The nature of the equivalent protections regulation, which

does not have a specific counterpart in Canadian guidelines,

dictates that Canadian institutions must demonstrate com-

pliance with U.S. minimal standards. This presumption is

offensive to many Canadians, particularly in light of the rea-

sonable expectation that Canadian institutions can already

satisfy these requirements, and even go beyond many of

them. Taken in isolation, there appears to be little incentive

for Canadian institutions to submit to this type of scrutiny.

But the recent case involving the University of British

Columbia, in which the University’s Clinical Research Eth-

ics Board was found to have approved more than 500

research protocols on the basis of review of summaries only,

and had failed to adequately inform some patients of

research-related risks,39 provides a potent illustration of how

viewing these protections as national attributes, rather than

institutional ones, could mislead in individual cases. The

exercise of pilot testing the equivalent protections mecha-

nism in Canadian institutions is not likely to uncover vast

differences from the regulatory protections required of U.S.

institutions. But the process of examining institutional pro-

cedures and grappling with ways in which these protections

might be successfully defined and measured, could prove to

be extremely valuable in light of the general needs outlined

above. In this way, the equivalent protections mechanism

provides the impetus and some structure for tackling

broader issues in system reform, including the generation of

the necessary measures and data.
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Why should Canada care about
equivalent protections?

If Canadian institutions chose to make use of the equivalent

protections provision in the Common Rule (assuming it

were available), the U.S. federal government would, in

effect, gain more precise information from Canadian institu-

tions hosting U.S. government-funded research than they

currently receive in the Federal Wide Assurance, and so

improve the oversight effectiveness for research conducted

in these institutions. Since the FWA functions as a promis-

sory instrument, rather than a detailed contract, it does not

require extensive reporting or documentation, whereas the

requirements for equivalent protections are likely to be more

extensive. One specific concern, then, is that the equivalent

protections mechanism would effectively expand the cur-

rent reporting requirements contained in the Federal Wide

Assurance, and fuel further resentment about the imposition

of U.S. standards on Canadian institutions. How then would

Canadian institutions, and Canada as a whole, gain from

such an initiative?

A recent Canadian federal government advisory panel on

regulatory reform released a report indicating that there are

countless minor differences in the way Canada and the U.S.

regulate the same industries, and that these divergences in

regulatory standards are damaging to both countries.40 One

solution to these problems, according to the panel, is

increased cooperation. Therefore, in very general terms, the

main answer to the question why Canada should care about

EP is that research—in particular the type funded by the

NIH and CIHR—constitutes a cross-border “industry” in

which shared standards might prove beneficial to both coun-

tries. Given the recent experience with Severe Acute Respi-

ratory Syndrome (SARS) in both countries, the need to

remove unnecessary regulatory obstacles to cooperative

research and public health practice becomes even more

apparent.

Foreign relations considerations aside, there are five addi-

tional reasons why we believe pursuing an equivalent

protections approach with the U.S. might be useful for Can-

ada and Canadian institutions. First, it is possible that imple-

menting the equivalent protections policy could reduce the

administrative burden on Canadian REBs in their review,

oversight and monitoring of U.S.-funded research, by reduc-

ing certain registration and documentation requirements for

OHRP and FDA. As we have acknowledged above, it is also

conceivable that the higher resolution information required

by the equivalent protections mechanism, compared with

the current compliance requirements of the Federal Wide

Assurance, could result in an increased administrative bur-

den on Canadian institutions.41 But any increased reporting

and documentation burden for Canadian institutions would

also entail additional review and oversight activity for

OHRP, which might limit the appeal of burdensome admin-

istrative requirements for OHRP and eligible institutions

alike. One likely scenario would involve considerable

up-front investment of time and resources, both by OHRP

and the Canadian institutions, to establish equiva-

lence—similar to the process of accreditation—followed by

a reasonable window during which onerous administrative

requirements could be either waived or significantly

reduced. Although such minor changes alone may not repre-

sent significant alleviation of burden for Canadian REBs,

we suspect that further study may reveal other opportunities

to reduce administrative burdens, and so improve both the

efficiency and quality of the review process.

Second, in addition to a potential for reduction in adminis-

trative burden in cross-border research in the long-run, there

is an important symbolic value to equivalent protections for

Canada. Under the current Federal Wide Assurance pro-

gram in the United States, Canadian institutions promise the

U.S. government that they will abide by the U.S. regulations

in conducting the funded research. Although this require-

ment does not result in dramatic departures from the proce-

dures normally followed within Canadian institutions, the

assurance amounts to a voluntary decision to submit to U.S.

procedures.

The OHRP Working Group identified that foreign institu-

tions were likely to view determinations of equivalent

protections as valuable since they would entail explicit rec-

ognition that procedures other than those described in the

U.S. regulations could be at least as likely to protect human

subjects in research. This does not completely erase the

appearance that the U.S. standards are considered superior

to any other, and therefore the “gold standard” to be

matched, the significance of formal recognition by the

United States that equivalent ends in the protection of

human research subjects may be achieved by different

means should not be underestimated. Although it is arguable

that this benefit would have the most significance for devel-

oping countries, and not for a G8 country such as Canada,

given Canadian concerns about U.S. dominance in trade and

cultural arenas, the symbolic value of equivalent protections

might be very high.
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Third, while Canada represents 2% of the global market for

pharmaceutical sales, it has attracted only 1% of the world’s

research and development investment.42 The United States,

by comparison, holds 47% of this investment market. There

are limits to how much research and development Canada

can effectively absorb, but it is clear that the regulatory envi-

ronment has been a rate-limiting factor for investment.43

Although the equivalent protections mechanism should not

be viewed as an instrument for economic development, it

could enhance Canadian participation in the global pharma-

ceutical research enterprise by

helping to clarify shared stan-

dards between the Canadian

and U.S. systems, which could

lower the opportunity cost of

investing in research in Canada.

Fourth, given the complexities

of oversight and regulation

within institutions in develop-

ing countries, and the urgent

appeal by NBAC, the OIG and

some U.S. legislators to tackle

equivalent protections at the

global level, the opportunity for

the U.S. government to estab-

lish the proof-of-principle for

equivalent protections with

Canadian institutions would

serve as a low-risk testing

ground for doing the same in

other countries. We expect that

similar experiments could

occur initially in economically

developed countries such as Australia, the UK, and Sweden,

but soon thereafter in economically developing countries

such as Kenya, Uganda, India, South Africa, Brazil and the

Philippines—countries with growing research activity and

similar oversight procedures. Thus, an equivalent

protections approach might offer Canada a unique opportu-

nity to play a strong leadership role in international research

ethics by demonstrating an alternative approach to the U.S.

regulatory model, one which is now being rapidly dissemi-

nated throughout the developing world and about which

there is a growing concern.44 Whether the will and leader-

ship exists in Canada to champion such an initiative is a crit-

ical, and potentially rate-limiting, factor. But if it does exist,

the equivalent protections mechanism would serve as a cru-

cial element in the necessary strategic framework. It is also

conceivable, though perhaps unlikely, given the current

political climate in Washington, that a pilot test of

equivalent protections in Canada could open the door for the

negotiation of a different kind of bilateral agreement

between the two countries. This agreement could focus on

joint improvements in standards, rather than the presump-

tion of the superiority of the U.S. regulatory scheme.

Fifth and finally, Canadian research institutions also have

the responsibility for the ethical review of research con-

ducted by their researchers abroad, as well as inside Can-

ada.45 With the CIHR express-

ing a clear commitment to con-

tinue to increase the Canadian

contribution to global health

research, our proposal could

well provide a useful model for

determining equivalent

protections within the TCPS,

and in guiding Canadian fund-

ing agencies in their collabora-

tive relationships with other

foreign research institutions.

We are mindful of the percep-

tion that might arise among

Canadians (researchers, REBs,

institutions, and government

officials) that pursuing EP sta-

tus is somehow an effort to

legitimize Canada’s policies

against the “gold standard” of

the U.S. Common Rule. Such a

perception could add fuel to the

argument that Canada is already

on a path of cultural and economic convergence, or assimi-

lation, with the U.S.46 This argument rightly angers those of

us who believe that there can be effective “made in Canada”

solutions to the problems confronting research oversight,47

and that these Canadian solutions can have global relevance.

Our rationale for examining the potential EP status for Can-

ada is not to mimic or mirror U.S. policy, nor to seek to legit-

imize the TCPS by testing it against the Common Rule. On

the contrary, we are inclined to believe that even a cursory

comparison between the TCPS and the Common Rule will

demonstrate that Canada’s protections are more comprehen-

sive, more current, more realistic and more sensitive to new

areas of research than their U.S. counterparts. But what is

clearly shared between the two countries is an urgent need to

develop better strategies for generating the kind of evidence

necessary to make meaningful improvements in the protec-
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tion of human research subjects, and to forge agreement on

how these standards should best be applied, particularly in

the context of international collaborative research.

A Proposal for Pilot-Testing
Equivalent Protections in Canada

Given this background, we believe that formal study of the

topic should be undertaken to demonstrate the feasibility of

an equivalent protections initiative in selected institutions in

Canada as a test case for a

broader international applica-

tion of equivalent protections

by OHRP. In essence, the idea

is to establish “proof of princi-

ple” for equivalent protections,

using the framework developed

by the OHRP WG as a starting

point and minimum standard.

Although the details for such a

proposal have yet to be fully

worked out, the main compo-

nents would involve the follow-

ing.48 We envision this project would involve 3-5 Canadian

institutions, each with significant NIH funding and at least

one Research Ethics Board (REB) reviewing high volumes

of research across various disciplines. Although research

volume is not a criterion for equivalent protections, we are

assuming that greater volume and diversity of human sub-

jects research is a reasonable measure of the scope of

protections that a given institution requires.

Focusing the initial examination on these institutions would

provide a relevant sample for the EP experiment, since these

institutions are most likely to have well-developed pro-

grams for the protection of human subjects and are also most

likely to house research funded by the NIH and other U.S.

funding agencies. In fact, these Canadian institutions would

all likely hold current Federal Wide Assurances with

OHRP. Clearly, this initiative would require substantial

buy-in and technical input from CIHR and Health Canada,

the National Council for Ethics in Human Research

(NCEHR), as well as the relevant participating institutions.

Our proposal has two components. The first will follow the

3 main parts of the WG scheme described above: (1)

describe the procedures normally followed within the insti-

tutions and assess the protections they provide, using an

analysis similar to the analysis conducted by the WG; (2)

compare these protections with those described for the

Common Rule by the WG; and (3) provide a comprehensive

analysis of the relationship between the two sets of

protections, and establish a position on their equivalence,

using a consensus-building method with a panel of experts

from both countries.

Once these steps have been performed, we would present

our findings to the relevant Canadian and U.S. oversight

bodies. In Canada, we would present these findings to

Health Canada, the Canadian Institutes of Health Research,

NCEHR, and the Interagency

Advisory Panel on Research

Ethics,49 which reports directly

to the Presidents of Canada’s

three research agencies. In the

U.S. we would present these

findings to OHRP, and the Sec-

retary’s Advisory Committee

on Human Research Protec-

tions (SACHRP),50 and, if

appropriate, to the DHHS

Office of the Inspector General,

and the Food and Drug Admin-

istration. Findings would also be widely disseminated

through the peer-reviewed literature.

The second component of our proposal aims to examine the

idea of equivalent protections beyond the limited require-

ments of the Common Rule. This would include assess-

ments not only between the U.S. and Canada, but also of

other countries that might stand to gain from such analyses.

In effect, we propose to use equivalent protections as a plat-

form to develop a rigorous approach for generating empiri-

cal evidence that might help to break new ground in

developing meaningful measures of how human subjects are

actually protected in research, an aim that has been elusive

to date.51 Although a full account of the methods required by

this proposal is clearly beyond the scope of this paper, we

aim to work closely with the participating institutions and

relevant agencies and regulatory authorities in both coun-

tries, and to use (and develop, where necessary) the most

appropriate methods for addressing these issues.

Conclusions

Recent developments in international research ethics have

highlighted the challenges faced by U.S. government

departments, most notably the Office for Human Research
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Protections and the Food and Drug Administration in pro-

viding adequate oversight for clinical trials funded by the

U.S. government, but conducted in foreign countries. An

obscure provision of the U.S. regulations governing human

subjects research, the “equivalent protections” provision,

has been recommended as a mechanism that might extend

the oversight capabilities of OHRP and FDA, but at the

same time might also offer benefits to the foreign countries

involved. We believe that Canada is an ideal country in

which to examine the feasibility and potential effectiveness

of the equivalent protections provision and may benefit both

countries in various ways.
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