
Introduction

In Canada, since 1996, researchers have abided by ethical

norms
2

intended to protect research subjects without unduly

hindering the functioning of research projects. To this end,

research ethics boards [REBs] have been entrusted with the

responsibility for overseeing the protection of research sub-

jects under the terms of recognized norms, including the

Tri-Council Policy Statement [TCPS].
3

One of the objec-

tives of TCPS policy was “to harmonize the ethics review

process. The Agencies expect that REBs will benefit from

common procedures within a shared ethical framework”.
4

Moreover, since 1997, when reviewing clinical trials, REBs

have also been able to turn to the Good Clinical Practice

[GCP] guidelines.
5

Since these norms were implemented, the need has emerged

to review, modify, and harmonize them. In the fall of 2001,

Health Canada and the Canadian Institutes of Health

Research [CIHR] set up the National Placebo Working Com-

mittee “to help determine the appropriate use of placebos in

clinical trials in Canada.”
6

One of this group’s objectives was

to harmonize Good Clinical Practice (E10)
7

[GCP (E10)]

with the TCPS,
8

in particular as it related to the diversity of

terms employed regarding placebo use in clinical trials.

GCP (E10) allows for the possibility of offering a placebo in

these situations:

2.1.3 Ethical Issues…. In cases where an avail-

able treatment is known to prevent serious

harm, such as death or irreversible morbidity in

the study population, it is generally inappropri-

ate to use a placebo control. There are occa-

sional exceptions, however, such as cases in

which standard therapy has toxicity so severe

that many patients have refused to receive it. In

other situations, when there is no serious harm,

it is generally considered ethical to ask patients

to participate in a placebo-controlled trial, even

if they may experience discomfort as a result,

provided the setting is noncoercive and patients

are fully informed about available therapies and

the consequences of delaying treatment.
9

Like GCP (E10), article 7.4 of the TCPS forbids the use of a

placebo “when standard therapies or interventions are avail-

able for a particular patient population”. However, excep-

tions to this prohibition are identified:

Consistent with clinical equipoise, a placebo

may be used as the control treatment in a clini-

cal trial in the following circumstances: (a)

There is no standard treatment; (b) Standard

therapy has been shown to be no better than pla-

cebo; (c) Evidence has arisen creating substan-

tial doubt regarding the net therapeutic ad-
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vantage of standard therapy; (d) Effective treat-

ment is not available to patients due to cost con-

straints or short supply (this may only be

applied when background conditions of justice

prevail within the health care system in ques-

tion; for example, a placebo-controlled trial is

not permissible when effective but costly treat-

ment is made available to the rich but remains

unavailable to the poor or uninsured.); (e) In a

population of patients who are refractory to

standard treatment and for whom no standard

second-line treatment exists; (f) Testing add-on

treatment to standard therapy when all subjects

in the trial receive all treatments that would nor-

mally be prescribed; or (g) Patients have pro-

vided an informed refusal of standard therapy

for a minor condition for which patients com-

monly refuse treatment and when withholding

such therapy will not lead to undue suffering or

the possibility of irreversible harm of any mag-

nitude.
10

REBs’ ethical review of the acceptability of placebo use is

based on two factors: their familiarity with the principal sets

of norms for Canada, namely the TCPS and GCP (E10), and

how they interpret these norms. At present, the great diver-

gences among REBs’ decisions result in the approval in

some institutions of research projects for clinical trials

involving placebo use that are rejected by others. For

researchers, this inconsistency can mean differing require-

ments to modify a research project from one REB to

another, a circumstance that is extremely undesirable in the

context of multicentre research. Several studies
11

have

assumed the existence of significant divergences in the way

REBs apply purportedly shared norms.

Our study is intended to document these potential diver-

gences. Our objective is not to forge a normative approach

to revisit the legitimacy of placebo use. Rather, we wish to

know whether Canadian REBs proceed homogeneously in

their reviews, or whether, on the contrary, divergences exist

that make substantive change to existing norms appropriate.

Methodology

Between January 2003 and June 2003, a mock research pro-

tocol based on real protocols was submitted to Canadian

biomedical REBs that volunteered to participate. This mock

protocol was accompanied by a brief questionnaire designed

to elicit the decision-making criteria that underlay the

REBs’ review processes. Participating REBs were

requested to follow their usual method of operation in the

processing and ethical review of the documents.

The mock protocol presented a double-blind, Phase II

multicentre study designed to evaluate the safety and antivi-

ral efficacy against hepatitis B of three doses of the medica-

tion under study. The project provided for 85 patients with

hepatitis B to be divided into four groups: three groups of 25

patients receiving 10, 20, and 50 mg doses respectively, and

one group of ten patients receiving an inert substance. All

participants would have previously been receiving treat-

ment with a standard medication, the only one recognized so

far for the treatment of hepatitis B. Patients agreeing to par-

ticipate would have to suspend this treatment for the twelve

weeks of the study. Standard treatment was said to be effica-

cious for most patients but weakly efficacious for over 15%

of patients. The mock protocol specified that the medication

under study had proven to be teratogenic and genotoxic in

rats, dogs, and rabbits. It was also specified that Phase I

studies lasting 14 days had been conducted on a group of

patients receiving 5 mg doses of the medication and that the

only side effects reported so far had consisted of nausea and

vomiting.

REBs that participated in the study were requested to review

this mock research project involving numerous ethical

issues, including placebo use. In the present report, only our

findings relating to the issue of placebo use will be

addressed.

The findings presented below in no way claim to have pre-

dictive value or significant statistical validity. Rather, they

are intended to reflect, as faithfully as possible, the decisions

made by participating REBs, along with their decision-mak-

ing criteria, when they reviewed a single research project

involving placebo use.

Findings

Forty-seven Canadian biomedical REBs agreed to review

the mock protocol.

Our findings are presented in the table below (Table 1).
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Ten of the 47 REBs approved the research project; two

unconditionally, seven with minor conditions, and one with

a major condition (elimination of the placebo arm). Twelve

REBs deferred their decision, noting either their wish to

submit the research project for outside expert opinion or

making their decision dependent on the researchers’

responses to certain questions and 25 REBs rejected the

research project, most of them citing the unacceptability of

placebo use in the context described in the mock protocol.

Nearly all of the 37 REBs (79%) that explicitly considered

the placebo arm in conducting their ethical review expressed

acute concern about withdrawing medication that was rec-

ognized as standard. This concern was also shared by the

five REBs that approved the research project.

Ten REBs (21%) did not explicitly mention the placebo arm

as figuring in their decision making. Five of these approved

the research project, three deferred their decision and two

rejected the project. The answers given do not allow for a

determination of whether the placebo issue was discussed.

Of the ten REBs that approved the research project, half

explicitly addressed the placebo issue: one approved the

project while rejecting the placebo arm; two expressed their

concerns while nevertheless approving the research project;

and two were prepared to accept the risk flowing from sus-

pension of treatment for twelve weeks. One of these last two

(which we will refer to as REB�) explicitly justified its

choice to approve placebo use without treatment:

It is acceptable that the placebo-taker has no continuing

therapy whatsoever, because the accepted/standard treat-

ment is so ineffective; the impact (on a chronic Hepatitis B

sufferer) from this number of weeks of therapy is so small;

and the potential gain (over the long term) is so significant

for the placebo-taker (and everyone else in the trial) if a

superior treatment is found by this trial.

Of the 25 REBS that rejected the research project, some

specified that the inclusion of placebo use without treatment

was their main or indeed the only reason for rejection.

Analysis

It would be reasonable to view these divergent decisions by

REBs as prima facie indications of significant variation in

the way ethical rules around placebo use are applied. And

yet, that is not our opinion.

Article 7.4 of the TCPS reads, “The use of placebo controls

in clinical trials is generally unacceptable when standard

therapies or interventions are available for a particular

patient population.” Our findings show that all 37 (79%) of

the 47 participating REBs that considered the placebo arm

(some of which approved the project) reached the conclu-

sion that this element presented an ethical problem because

it entailed suspending currently used treatment. The expla-

nation provided by REB� shows that it approved the project

because it believed, whether rightly or wrongly, that the
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Table 1: Distribution of the 47 REBs’ Decisions

Project Approved Decision Deferred Project Rejected Total

With no explicit

consideration of the

placebo arm

5 3 2 10 (21%)

With explicit

consideration of the

placebo arm

5 9 23 37 (79%)

Total 10 (21%) 12 (26%) 25 (53%) 47 (100%)



existing therapy was not efficacious,
12

that the risk of harm

was minor, and that the benefits to be reaped, for both the

subjects and other patients, were significant. Thus, this

REB’s application of the regulation appears to coincide with

that of the 36 others. It is only its different understanding of

the therapeutic effect of the standard treatment that has led

to different conclusions. We will return below to risk/bene-

fit considerations.

Thus, these findings do not demonstrate the presence of

variability or significant divergences in applying article 7.4

of the TCPS. What, then, is to be made of the perceived

inconsistencies
13

between GCP (E10) and the TCPS? The

truth is that the divergence between article 7.4 of the TCPS

and regulation 2.1 of GCP (E10) that some have adverted to

appears not to be reflected in our findings. In effect, REBs

that addressed the question of placebo use all respected the

main position of the TCPS and none save REB� appear to

have seen a justification for making an exception.

REB� justified its approval on the basis of the major ineffi-

cacy of the standard treatment and the possibility of achiev-

ing better treatment, linked with a low level of risk for the

specified period of treatment suspension. It is possible that

the distinctiveness of the REB�’s views puts in evidence

potential divergences in interpretations of norms and in

interpretations of allowable exceptions under the norms.

Unfortunately, our findings are too fragmentary to assert

this with confidence as REB� did not indicate whether it

had relied on any specific normative source. Consequently,

the criteria for the acceptability of placebo use presented by

REB� could as easily refer to the allowable exceptions

under the TCPS as to those under GCP (E10).

However, while the 47 REBs’ review reports do not broadly

diverge in their application of the regulations, they are not

homogeneous. Note that 21% of participating REBs

approved the research project,
14

while 25.5% deferred their

decisions and 53% rejected it. Furthermore, of the 37 REBs

that rejected the project or deferred their decisions, five

(13.5%) remained silent on the question of the placebo arm,

while the majority considered this question crucial. We

must conclude, then, since the regulations are being applied

in a generally homogeneous fashion, that the divergences in

REBs’ decisions arise from a different quarter. One explana-

tory hypothesis relies on REBs’ spontaneous assessment of

the risk incurred by subjects. Under this hypothesis, an REB

that considers that it is confronting a significant or non-neg-

ligible risk would be less inclined to look for guidelines

allowing exceptions to the placebo-use rejection guideline.

This approach could explain why the 37 REBs that invoked

considerations about placebo use referred to the main state-

ment in article 7.4 of the TCPS (“The use of placebo con-

trols in clinical trials is generally unacceptable when

standard therapies or interventions are available for a partic-

ular patient population.”) without having recourse to the

allowable exceptions under this regulation.

Undoubtedly, there is no single explanation for the exis-

tence of divergent decisions. Thus, the 21% of REBs that did

not address the placebo issue is not comprised exclusively of

REBs that approved the research project. One rejected the

project for a set of reasons unconnected to placebo use:

• A process needs to be established for how to un-blind

due to potential toxicities.

• The risk for harmful weight gain with HIV testing

needs to be clearly identified in the consent form.

• The family doctor needs to be informed of patients’

participation in this study.

• The sample size is too small to make the study

significant.

• The number of subjects varies throughout the study.

• Concern was expressed that results from the following

studies are still pending:

1. The pharmacokinetic data from a dose

proportionality study of enteric-coated tablets at 5.20

and 50 mg.

2. The food effect study.

This example illustrates the problem inherent in looking for

a single explanation for the origin of disparities among

REBs’ decisions. REBs may well, knowingly or unknow-

ingly, use the same norms in reviewing a research project,

yet each may choose to highlight one aspect of the project

over others. This could explain some of the divergences in

the decisions made by REBs reviewing the same research

project.

Do these divergences entail a lower level of protection for

research subjects? It is not the purpose of our study to

engage this question, but it ought to be addressed in light of

the decision-making practices of those responsible for inter-

preting and applying existing norms. The existence of varia-

tion among REBs’ decisions despite the relatively

homogeneous use of norms confirms that a mere statement

of norms is not the sole determinant of REBs’ decisions.
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Conclusion

In Canada, variation among REBs’ decisions appears to be

an accepted though hitherto undocumented fact.
15

The case

of clinical trials involving placebo use is no exception to this

phenomenon.

As with all norms that REBs are responsible for applying,

those regarding placebo use entail the REB’s familiarity

with Canadian norms, interpretation of what may constitute

a risk to subjects within the given context, and appropriate

application of the norms. Our findings indicate that the gap

between REBs’ decisions does not result from unfamiliarity

with the general guidelines, specifically those of article 7.4

of the TCPS. Variations among decisions may derive from

divergent interpretations of the concepts of risk and standard

treatment and from interpretations of the allowable excep-

tions to the guideline on acceptable placebo use.

These variations could justify the concerns of the National

Placebo Working Committee
16

and the troubling observa-

tions made earlier by C. Weijer.
17

It is therefore legitimate to

wonder to what point would it be useful to make Canadian

guidelines specific or to harmonize them with international

ones, as is proposed by the National Placebo Working Com-

mittee’s final report. Our findings suggest that the present

state of the guidelines is not always implicated in REBs’

decision-making disparity. Harmonization of national with

international guidelines is perhaps desirable, but it would

not necessarily contribute to an advance in the quality of

REBs’ work nor constitute the harmonization of ethical

review processes that is desired by the drafters of policies.

Before changing the guidelines or increasing their number,

it would perhaps be appropriate to understand why REBs

diverge. Our exploratory study confirms the existence of

certain divergences among REBs’ decisions that are not

attributable to the formulation of the ethics guidelines. It

will be necessary to achieve a fuller determination of the ori-

gin of these divergences
18

before changing existing

guidelineswith the view of making Canadian research ethics

more homogeneous.

Pending such studies, it is doubtless appropriate to turn to

the requirement of the Regulations Amending the Food and

Drug Regulations (1024 – Clinical Trials),
19

under which,

when a research project is rejected, reasons for the rejection

must be circulated to other REBs to whom the project has

been submitted. Such a procedure might contribute to a

more thorough conduct of their analyses by all REBs

involved in multicentre research projects and to the better

protection of research subjects. As well, it could be made

part of a national framework for the governance
20

of

pan-Canadian research.
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4th International DNA Sampling Conference: Genomics and Public Health

June 4-7, 2006 Montreal, Quebec

www.humgen.umontreal.ca/events/dnasampling
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www3.extension.ualberta.ca/accessandprivacy/index.asp
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June 12-14, 2006 Atlanta, Georgia

www.cdc.gov/phlp/Conference2006.asp — or contact Briana Grovhoug Kennedy at 404-639-5082
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Halifax 6: The Canadian Healthcare Safety Symposium — October 19 -21, 2006, Vancouver, BC
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4th National Health Law Conference — November 8-11, 2007, Banff, Alberta (details forthcoming)


