
Human research conducted at institutions receiving funding

from any of the three federal Canadian funding agencies

must be reviewed and approved in advance by a human

research ethics board (REB). The Tri-Council Policy State-

ment: Ethical Conduct for Research Involving Humans1

(TCPS) requires that each institution be fully responsible for

the ethics review of human research conducted under its

auspices (Article 1.2).2 This provision has been interpreted

to mean that one institution cannot pro forma accept the

REB decision of another institution when the same research

is proposed for conduct at both institutions. This interpreta-

tion is most clearly at issue in cases of multi-centre clinical

trials, wherein researchers from two or more institutions are

invited to participate in trials using standardized research

protocols.

Many researchers, research ethics boards, clinical trial spon-

sors, and institutional administrators have complained infor-

mally about several inter-related consequences of TCPS

Article 1.2. They argue that this Article has resulted in insti-

tutions and their REBs being concerned that reliance on

another institution’s REB decision would either constitute

non-compliance with the TCPS, or would expose them to

unknown, and therefore unacceptable, liability risks.

Other critics argue that the multiple reviews resulting from

this state of uncertainty about institutional responsibility are

unnecessarily redundant in view of the common standards

for protection of human subjects established by the TCPS.

They claim that this redundancy creates wasted human

resources, wasted material resources, and wasted time.

Another concern centres on decision consistency, because it

is possible for one REB to reject the same proposal judged

acceptable in whole or part by another REB. Thus, the same

protocol can be found acceptable for implementation at one

site, but not at another.

Pharmaceutical companies and investigators3 also complain

that they receive many demands for protocol revisions from

different REBs, some of which are diametrically opposed to

one another. Such demands pose difficult challenges for the

designers and sponsors of multi-centre trials, as homogene-

ity of methods across sites is a critical element of scientific

control.

The critics of multiple REB reviews for multi-centre trials

also cite a negative public health consequence: Research

with important health implications may be delayed unneces-

sarily, or even discouraged, thereby indirectly depriving the

populace of the best possible healthcare.

There have been three main reactions to these criticisms and

warnings. One response is that redundancy and the attendant

costs of multiple REB reviews is justified and desirable, as

the effect is to enhance the protection of human research

subjects. A second is that a national, centralized, system of

review for multi-centre clinical trials should be established.

The third reaction, a fait accompli, is an amendment to the

TCPS Article 1.2 that permits institutions to form affilia-

tions in which mutual acceptance of each other’s REB find-

ings can occur.4
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1. Benefits of Redundancy

Despite the apparent validity of the inefficiency and incon-

sistency arguments about multiple REB reviews, we have

suggested elsewhere that multiple reviews may promote

human research protections.5 Critics of decentralized multi-

ple reviewing implicitly claim that inconsistency among

REB decisions amounts to poor reliability among REBs.

They argue that a common, easily understood set of stan-

dards exist in the TCPS, and that inconsistency therefore

represents a misapplication of the standards by REBs. This

approach assumes, moreover, that minority opinion is

wrong and reflects a lack of expertise or negligent applica-

tion of ethics standards. We do not think that this is neces-

sarily the case. Our reasoning stems from a common

phenomenon at REB meetings – that in which a single REB

member identifies a significant ethical issue, and persuades

all remaining members of the REB that the protocol requires

substantial changes or should be rejected. Thus, the minority

opinion may be the incisive and decision-determining view

for the local REB. The TCPS itself recognizes this possibil-

ity in its promotion of decision-making by consensus rather

than by majority vote.6 We believe that a similar dynamic

might well operate at the level of multiple REBs. That is, the

minority opinion of one or more REBs may sometimes be

the better one. Where multiple REBs might overlook a sub-

tle but significant point and approve a protocol, a small

number of REBs might identify that critical point and reject

the proposal, or call for revisions. The underlying problem is

that although the TCPS does establish a common set of ethi-

cal principles, procedures and standards for researchers and

REBs, there currently is no assurance system (e.g., accredi-

tation) that establishes and oversees consistent implementa-

tion and application of those principles, procedures and

standards.

2. Benefits of Centralized Review

The 2000-2002 Health Canada Initiative

Several years ago, Health Canada launched an ethics gover-

nance consultation process that included a multi-centre

review trial balloon. This response appeared to accept the

criticisms of multiple REB reviews as legitimate, but also

reinforced that the primary concern of the TCPS was the

protection of human research subjects. Discussion papers

for that exercise cited a number of potential advantages for a

national level of ethics review.7 The Health Canada docu-

ments suggested that a national and central REB for

multi-centre trials could provide a high level of review for

proposals requiring specialized expertise, with a resulting

enhancement of human subject protections. The papers also

focused on increasing efficiency by reducing multiple

reviewing of multi-centre trials. A key component of the

system would have been a quality assessment and improve-

ment system designed to ensure that all accredited REBs,

including a national central REB for multi-centre trials,

would meet a common and high level of human subject

protections.

The consultation papers suggested that the centralized

review envisioned by the Health Canada actors of the day

would have been a two-stage process. Protocols for

multi-centre trials would have begun with a central national

review mechanism followed by local review. In other words,

a central REB could be created which would be expert in the

review of pharmaceutical trials. Protocols for multi-centre

trials would enter the system for first review with the central

REB. Following approval from the central REB, the proto-

col would then be passed on to local REBs of researchers

who wished to participate in the multi-centre trial.

The public rationale for secondary review by local REBs is

that relatively site-specific and regional details known to the

local REB about researchers (e.g., currency of licensure and

competency to conduct the research), laws (e.g., provincial

privacy legislation) and resources (e.g., the availability of

specialized resuscitation equipment), require consideration

in judging the overall ethical acceptability of a protocol. The

Health Canada initiative underwent a significant

downscaling in late 2002 or early 2003. There currently is

no national consultation by Health Canada on centralized

review for multi-centre clinical trials. Nevertheless, there

are informal indications that the federal government main-

tains an interest in centralized review through Health Can-

ada,8 and that the three federal funding agencies are

concerned with the issue of multi-site ethics reviews.9

A number of centralized review systems already exist in

other countries (e.g., the United Kingdom) and provincial

jurisdictions (e.g., Alberta, Ontario, and Quebec). None of

the systems are complete general-purpose review structures

for multi-centre trials. The Ontario Cancer Research Ethics

Board handles only cancer-related trials. The United King-

dom and Alberta systems are multiple-entry point systems,

in which any one of several REBs may serve in practice as a

central review agent for the others. Nevertheless, there is

much to be learned from the experiences of, and reactions to,

these variations on central ethics review.
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United Kingdom (1997-2004)

Until October of 2004, the United Kingdom operated a sys-

tem in which several regional multi-centre research ethics

committees (MRECs) carried out national reviews followed

by reviews at local institutional research committees

(LRECs).10 The principal investigator for a multi-centre trial

submitted the trial protocol and application materials to the

MREC responsible for his or her geographic region. (The

five geographic regions each included approximately 5 mil-

lion people.) Once the MREC approved a protocol, the pro-

ject principal investigator

supplied the responsible inves-

tigator at each local research

site with the MREC approval

documentation. These local

investigators then applied to

their LRECs using these materi-

als. An executive committee of

each LREC was then supposed

to expedite the review of the

protocol.

LRECs through their executive committees were supposed

to refuse a protocol under their jurisdiction for only three

reasons: insufficient expertise of local researchers to prop-

erly conduct the research, unsuitable local site or facilities,

or inappropriate use of local subjects (e.g., where the target

subject population had been overused). Moreover, LREC

executive committees were permitted to require changes

only to the subject information sheet (which discusses issues

of voluntariness, confidentiality, risks, and benefits of par-

ticipation) and the consent form, and then only for matters

related to local institutional conditions. If an LREC execu-

tive committee identified what it believed was a significant

ethical issue beyond its review authority, it was to convey its

concerns to the responsible MREC. Once these steps were

concluded, the MREC was to take whatever action it

deemed appropriate on the basis of feedback from LRECs,

and the local investigator could then commence enrolment

of subjects and initiation of the trial protocol.

How did the U.K. experiment with multi-centre review fare?

It was met with considerable criticism from researchers. The

complaints were about the very problems the system had

been designed to cure. A number of reports claimed that the

centralized U.K. system increased rather than decreased

inefficiency, duplication of effort, and costs.11 Some writers

provided evidence that many LRECs reached beyond their

assigned scope of local concerns by conducting detailed

reviews of entire protocols12, thereby undermining the ratio-

nale for the centralized review itself. It also appears that

many LRECs did not develop an executive committee for

expedited review of MREC-approved applications, and

instead referred all MREC-approved protocols to full LREC

hearings.13 Whatever advantage could have been afforded

by expedited review was obviated by this failure. The fact

that studies could not commence at any trial site until the

MREC received all LREC reports meant that the efforts of

LRECs that previously had timely review processes were

lost to the reporting times of the

slowest REB in the nation.

The U.K. system did not engen-

der the respect of either

researchers or ethics commit-

tees. Clearly, many of the

LRECs did not trust the MRECs

to provide adequate protection

of trial subjects. The LRECs

continued to conduct full

reviews of protocols and to act

on basic ethical issues, despite government policy to the

contrary.

This issue of trust among human research ethics committees

is a salient one. In Canada, Beagan14 cited the same issue in

her report of interviews with REB members. Many REB

members believed that a centralized system of review for

multi-centre clinical trials would have value, but are con-

cerned that another REB might not protect subjects under

their jurisdiction as well as they would. Beagan and

McDonald15 revisited these interviews, and concluded that,

There is significant agreement across sites

about the fundamental principles and standards

of research ethics, and about substantive ethical

issues. It appears, however, that when members

of one REB do not know how another REB

arrives at its decisions, whether a protocol is

subjected to the same level of scrutiny, they

have no evidence upon which to base trust in

other REBs.

In fact, no evidence has been offered, one way or the other,

about the effectiveness of the U.K. system in doing what it is

supposed to do – protect human research subjects. For

example, did the MRECs bring greater expert opinion to

bear on safety issues? Were more perspicacious ethicists
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working on the MRECs (on average) than on the LRECs?

Did informed consent materials become more understand-

able to prospective subjects? We do not know. We do note,

however, that criticisms of the efficiency of the system led

to contemporary policy changes in the U.K., changes which

Cave and Holm (2002) believe subjugated the interests and

welfare of subjects to that of industry sponsors and their

researchers. Those changes, now nullified, were designed

only to reduce paperwork inefficiencies. We will return to

the U.K. model, which was dramatically altered in late 2004,

in a later section of this paper.

U.S. National Cancer Institute (NCI) Central
Institutional Review Board (CIRB)

At the beginning of 2001, the U.S. National Cancer Institute

(NCI)16 and Office for Human Research Protections

(OHRP) jointly implemented a voluntary centralized review

process for NCI-funded clinical trials. Each NCI trial is first

submitted to the Central Institutional Review Board (CIRB)

for review. Once the CIRB has granted final approval to an

application, local investigators who wish to enroll subjects

in the study then obtain the protocol, informed consent doc-

uments, and the CIRB application from the NCI website and

submit these materials to their local IRBs, if the local IRB

has agreed voluntarily to participate in the program. Each

local IRB may designate one or more voting members to

conduct a “facilitated review”, i.e., an expedited review, of

the protocol based on the CIRB’s review and approval. Des-

ignates decide whether to accept the CIRB reviews, or to

require full local board reviews. If they send the protocol to

full local review, the local IRB has effectively withdrawn

from the central review system for that protocol. If the local

designate elects to accept the CIRB approval, the local IRB

may add stipulations or local requirements to protocols, but

may not contradict any substantive protocol requirements.

In summary, the NCI CIRB system is very much like the

1997-2004 U.K. centralized structure. The main differences

are that it is voluntary and that its jurisdiction is limited to

cancer-related clinical trials. It would not be surprising if

some of the same criticisms of the U.K. system were

directed against the NCI program. Some researchers do in

fact complain that having to wait for CIRB approval has led

to longer start-up times for trials than when only their local

IRB was responsible for ethics review.17 And there are con-

cerns that the multi-layered process will eventually cause

purposeless delays merely because the system is more com-

plex than the typical local IRB regime.18 Importantly from

our perspective, one writer wonders whether local IRBs will

be sufficiently trusting of the CIRB to fully implement the

facilitated review process.19 In other words, there is concern

that the reality of U.K. system could become that of the

CIRB system. Adding to these potential problems is the

unknown effect on local institutional liability of accepting

CIRB decisions.20

Ontario Cancer Research Ethics Board (OCREB)
Pilot Program

In May of 2000, the Tri-Council Panel on Research Ethics

modified the effect of TCPS Article 1.2 by the following

addition to the commentary that accompanies the Article:

Each institution is accountable for the research

carried out in its own jurisdiction or under its

auspices. An institution can authorize its

REB(s) to accept the review of other REBs con-

stituted under the Tri-Council Policy Statement

if it so wishes. This might involve specific

agreements between institutions for sharing the

work.21

This revision, though lacking in important details and direc-

tion, permitted a number of experiments with local and

regional centralized systems. The OCREB system is one,

and we later discuss other examples from Alberta and Qué-

bec.

The OCREB pilot program began in late 2003. Similar to the

NCI CIRB system, local institution REBs in Ontario can

choose to use the OCREB central review decisions for an

expedited review process. In such cases, the OCREB review

is a recommendation, and local REBs may substitute any

changes to the protocol and consent materials, or conditions

for approval, that they wish. Alternatively, on a

case-by-case or general basis, local REBs may completely

delegate ethics review responsibility to the OCREB, which

then acts as the REB-of-Record. The OCREB decision in

such cases is apparently binding, and local REBs may not

require changes to the protocol or consent materials.

The OCREB project has been in effect for only a short time,

and it is not currently possible to evaluate reactions to it by

researchers and REBs. However, the OCREB system does

seem to avoid most of the problems we have identified with

the U.K. and NCI systems. For instance, the possibility of

complete delegation by local REBs to the OCREB intro-

duces a potential for increased efficiency. Heslegrave and

Stacey22 report that between January and August 2004 sev-
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eral institutions had adopted OCREB as their

REB-of-Record for cancer trials. The effects of this central-

ized system on protection of research subjects are under-

standably unknown at this time. There currently does not

exist in Canada a general governance or accreditation sys-

tem by which the quality of human protections can be

assessed. But the fact that subject protections have a central

place in the goals and guiding principles of the OCREB sys-

tem bodes well.

The University of Alberta, Capital Health region,
and Caritas Hospitals Group Affiliation Agreement

In 1997, the University of

Alberta, the Alberta Capital

Health Regional Authority and

the Caritas Health Group which

is sponsored by the Alberta

Catholic Health Corporation,

agreed to end redundant ethics

reviews of biomedical and

social science health research-

ers affiliated with their sites.

Most University of Alberta

Faculty of Medicine and Den-

tistry faculty members also

work at Capital Health or

Caritas hospitals. These multi-

ple affiliations led to ethics

review by several REBs for the

same protocols because each

hospital and the University were diligently attempting to

meet their autonomous obligations under the TCPS for the

ethical acceptability of research conducted under their aus-

pices. The three institutions decided that these repeated

reviews did not enhance the protection of human subjects.

To solve this perceived problem of unproductive redun-

dancy, a joint Health Research Ethics Board (HREB) was

formed that is contractually enabled to act for all three insti-

tutions. Membership is drawn from all three of the institu-

tions, and the HREB reports to each institution through a

joint oversight body in addition to the individual administra-

tive structures of the institutions.

This arrangement has operated for many years, with demon-

strable enhancement of efficiencies. For example, because

virtually all University of Alberta researchers hold appoint-

ments at one or more Capital Health or Caritas hospitals,

multiple reviewing for those researchers was completely

eliminated. We believe that the system provides for

enhanced protections of research subjects as well, owing

largely to the combined pool of expert scientific members

and specialists in ethics and in law that resulted from the

affiliation of the three institutions. We believe that an

important ingredient in this apparent success is the relative

ease in which trust among the institutions was accom-

plished. The institutions already had effective affiliation

agreements in place regarding other research matters, and

before the introduction of the TCPS often informally

accepted the results of each others’ research ethics panels.23

Questions of liability and insurance were resolved through

the affiliation agreement. A quality assurance and

improvement program is in

preparation with which to eval-

uate and promote the effective-

ness (i.e. human subjects

protects and efficiency) of this

arrangement.

McGill University Faculty
of Medicine and McGill
Affiliated Hospitals

The McGill University Faculty

of Medicine and its Affiliated

Hospitals have signed mutual

REB Authorization Agree-

ments that give legal force to a

centralized system of review.

When more than one Hospital

joins the same clinical trial, the

McGill Faculty of Medicine REB conducts a binding review

for all sites. When a McGill faculty member or trainee is

involved in a trial at one of the Hospitals, the Hospital REB

conducts a binding review for the Hospital and for McGill

University Faculty of Medicine. As well, each Hospital

REB may conduct a binding review for all of the Hospitals.

The system contains no formal provision for local re-review

once the first review is completed, although REB chairs may

communicate to resolve differences of opinion on an infor-

mal basis.

The McGill system is very similar in intent to the University

of Alberta-Capital Health-Caritas model. It relies on a bind-

ing agreement among the institutions, and requires a level of

trust that obviates the need for local re-review. From the per-

spective of its administrators, the McGill system works

well, and a quality assurance and improvement program has

been developed.24
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Alberta Province-Wide Reciprocal Approval
Process

Another approach to central review is in progress in Alberta.

The four primary Research Ethics Boards in the Province25

committed themselves to forging a reciprocity agreement

whereby a protocol approved by one REB would be subject

to expedited review by the others. On surface, the system is

similar to the McGill model, but has not been fully imple-

mented. One institution has not joined the agreement

because its risk managers and insurers do not believe the

affiliation agreement is sufficiently strong for the institution

to accept the consequences of errors at the other institutions.

General Assessment

Central REBs have been proposed and implemented to

accomplish two very different sets of goals. On the one

hand, it has been argued that central review boards can per-

mit a greater concentration of expertise to be brought to bear

on proposed clinical trials, with the effect being greater pro-

tection of potential subjects. On the other hand, researchers,

research institutions and industry sponsors look to central-

ized review as a means of reducing costly redundancies in

the human protections system.

We have discussed a variety of models, some of which are

well-established and some of which are nascent. Little direct

evidence exists with which to evaluate how well the systems

protect human subjects, beyond the intuitive conclusion that

affiliations among institutions can result in a larger pool of

experience and expertise than that available to any one insti-

tution, on average, on its own. We are reasonably confident

that any success that may exist in this regard for central REB

systems is grounded on trust among institutions and REBs

that they will each do the right thing where research subject

safety, dignity, and rights are concerned (again, see Beagan

& McDonald). We are also convinced that when institutions

are geographically dispersed, as in the case of the Alberta

Province-Wide system, trust is difficult to forge without a

rational system to ensure that trust is well-placed. The qual-

ity improvement and accreditation system proposed by the

National Council on Ethics in Human Research26 could pro-

vide this assurance, but at this writing has not as yet been

accepted by stakeholders.

It is easier to estimate the success of centralized systems on

costs and efficiency. The original U.K. system seems to

have faltered in large measure because of its use of a serial

review process in which local REBs became responsible for

subject welfare after centralized review was completed.

Many local REBs appeared to have been unwilling to cede

authority to the central REB over protocol and consent

issues, and the entire system ended with greater redundancy

than that with which it began. In October 2004, the U.K.

Central Office for Research Ethics Committees (COREC)

announced the end of local REB review for multi-site trials.

The apparently healthy centralized systems in fact seem to

have avoided combining central and local review authori-

ties. The University of Alberta and regional hospitals did so

by establishing a joint REB for the institutions. The McGill

University and Affiliated Hospitals unconditionally accept

each others’ REB decisions. The Ontario Cancer Research

Ethics Board appears to be thriving through its

REB-of-Record delegation provision. We believe that a suc-

cessful national system of review for multi-centre trials

must be based on the elements of success that have already

emerged. The system must avoid serial review processes

while engendering trust by local institutional authorities and

REBs. To do so, the system must obviously demonstrate

competency to consider the multiplicity of local site con-

cerns as well as competency to review protocols and protect

prospective subjects. To ensure the confidence of local insti-

tutions to rely on the decisions of a centralized board, a sys-

tem of quality improvement and accreditation must be

considered. The system must also respect, and likely incor-

porate, existing provincial and regional models that work.

Forthcoming from these writers is a proposal for such a sys-

tem.
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