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A significant amount of clinical research is
now carried out in the community, so it is

important for clinicians to understand the ethical
issues involved in human subject research. This
article deals with the different questions facing
clinicians in initiating and carrying out a research
project.
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What is Research?
This is an important question, as all research
involving humans must be reviewed and approved
by a properly constituted research ethics board
(REB).

The Tri-Council Policy states: “Research
involves a systematic investigation to establish
facts, principles or generalizable knowledge.”1

It is an activity designed to test a hypothesis, per-
mit conclusions to be drawn and, thereby, to devel-
op or contribute to generalized knowledge.2

Research uses scientific methods and standardized
protocols. This is in contrast to standard therapy,
which is intended to provide a direct health-related
benefit to the patient. Standard therapy uses stan-
dardized medications or interventions, which
research has demonstrated to be safe and effective,
and/or are accepted by the profession, based on
experience and sound expert opinion. 

Situated between research and standard therapy
is innovative or non-validated therapy. Innovative,
or novel, therapy may include a new surgical pro-

cedure not previously used by an institution or a
particular surgeon, an untested, non-validated drug
or the use of a proven or validated treatment that dif-
fers from its standard use. Innovative therapy usual-
ly also becomes the object of a research protocol.

Requirement for 
Ethics Review
The need for regulation of human experimentation
was brought to the forefront after the publication of
Nazi experiments, which included exposing prison-
ers to severe, lethal exposure to infections, toxins,
and physically traumatic conditions. This led to the
drafting of the Nuremburg Code in 1947, and then
to the World Medical Association Declaration of
Helsinki in 1964.3,4 More recent examples of
unethical research include the Tuskegee Institute
Study, where syphilis was left untreated, even
though treatment was medically available, and the
more recent CIA experiments using neurochemi-
cally active substances.2
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Summary

Research Ethics: Key Issues Facing Clinicians

• The role of  the Research Ethics Board (REB) is to protect human subjects in research to prevent
future research-related injustice.

• Understanding issues related to harms and benefits, confidentiality, conflict of interest, and the
consent process is important for ethical research.

• The REB is mandated to approve, reject, propose modifications to, or terminate any research
involving human subjects conducted within or by members of its institution. REBs also have a role in
continuing review of research studies.

• When a research proposal is submitted, it usually contains standard components, which are
examined by the REB. A study must be scientifically sound to be ethical. Research must have a
favorable risk-benefit ratio for participants so that there is an acceptable balance between potential
harms and benefits. The REB must ensure that potential risks for the individual subjects are
minimized, while the potential benefits to individual subjects are enhanced.

• REB members must declare if they have any competing interests in seeing a certain study approved,
and, if so, remove themselves from the deliberations.



The Belmont report by the United States National
Commission for the Protection of Human Subjects,
published in 1979, set out the ethical framework for
human experimentation.5 This report outlined three
guiding principles for research — respect for per-
sons, beneficence (i.e., a favorable balance of poten-
tial benefits and harm for study subjects) and justice.
In Canada, the Medical Research Council published
guidelines for medical research, which have recent-
ly been replaced by the Tri-Council Policy
Statement: Ethical Conduct for Research Involving
Humans.1,6,

Structure and Function of the
Research Ethics Board
The goal of ethics review is protection of subjects,
so that future research-related injury is prevented.
Researchers in Canada are governed by the above-
mentioned Tri-Council Policy statement. This is a
national document describing standards and proce-
dures for governing research across the 300 to 400
Canadian Research Ethics Boards (REBs). The pol-
icy statement was authored by the Medical
Research Council (MRC/CIHR), the Natural
Sciences and Engineering Council of Canada
(NSERC), and the Social Sciences and
Humanities Research Council of Canada
(SSHRC), and applies to all federally funded
research. All research involving human subjects,
including human tissues, biological fluids, etc.
requires review and approval by an REB prior to
commencement. Research involving secondary
use of data (e.g., health records, school records)
also requires REB review, if identifying informa-
tion is involved. Quality assurance studies, per-
formance reviews or normal educational testing
does not require REB review.

Health Canada has adopted the International
conference on Harmonization Tri-Partite

Guideline: Good Clinical Practice (GCP) as its
own policy.7 The GCP guidelines are designed
as ethical and scientific quality standards for
designing, conducting, recording and reporting
clinical trials. Many of these clinical trials gen-
erate data  submitted to regulatory authorities for
licensing new interventions in health care. GCP
should be fully understood by researchers who
are carrying out research that they intend to sub-
mit to regulatory authorities. In the majority of
circumstances, both the Tri-Council policy and
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The goal of ethics review is
protection of subjects, so that
future research-related injury is
prevented. Health Canada has
adopted the International
Conference on Harmonization Tri-
Partite Guideline: Good Clinical
Practice as its own policy.



the GCP guidelines are identical.

Authority of the REB
The REB is mandated to approve, reject, propose
modifications to, or terminate any research involv-
ing human subjects conducted within or by mem-
bers of its institution. REBs also have a role in
continuing to review of research studies. They
receive reports of adverse events, data from safe-
ty-monitoring committees and annual reports on
the progression of approved studies. 

Membership

As detailed in the Tri-Council policy, the REB
must consist of at least five members. At least two
members should have broad expertise in the
methods or in the area of research covered by the
REB, and at least one member requires knowl-
edge in ethics. For biomedical research, at least
one member should be knowledgeable in the rel-
evant law. The committee also should contain a
lay member who has no affiliation with the insti-
tution, but is recruited from the community
served by the institution.

Components of a 
Research Protocol
Scientific component. When a research proposal
is submitted, it usually contains standard compo-
nents, which are examined by the REB. A study
must be scientifically sound to be ethical. Some
REBs carry out a scientific review of the study,
while others rely on a separate scientific review
board or its equivalent. 

Background includes the nature of the problem
being researched and the relevant literature. The
hypothesis states the basis of what the researchers
hope to find in the study, while the specific objec-
tives describe what is to be examined in the par-
ticular project. In the research design and method-
ology sections, the researchers describe the inclu-
sion and exclusion criteria, the study interven-
tions, the sample size predictions and statistical
analyses. The available resources and budget are
also detailed. 

Ethical component. Research must have a
favorable risk-benefit ratio for participants so that
there is an acceptable balance between potential
harm and benefits. The REB must ensure that
potential risks to the individual subjects are mini-
mized, while the potential benefits to individual
subjects are enhanced. Some research will not
have any direct benefit for the subjects them-
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Research must have a favorable
risk-benefit ratio for participants
so that there is an acceptable
balance between potential harms
and benefits.



selves. In such cases, the potential merit of the
research is to benefit future subjects or society as
a whole. For these studies, the REB has to ensure
that research subjects are not subjected to any
undue risk, and that the true nature of potential
risks is adequately explained to the research par-
ticipants. In rare situations, REBs have asked that
one of their members be present when consent is
being obtained from participants in studies that
have significant associated risks. 

For clinical trials, clinical equipoise must be
present (i.e., there is “genuine uncertainty” as to
whether one treatment arm is superior to anoth-
er).8 Placebos can only be used if there is no effec-
tive standard treatment for the condition.9

Research involving certain groups of individu-
als, notably children and incompetent patients,
pose complicated ethical issues. REBs must exam-
ine these proposals very carefully, for while they
may be protecting children or other vulnerable
subjects from potential harm, they also may be
denied access to new interventions that may be
beneficial.

Conflict of Interest
Apparent, perceived or potential conflict of inter-
est issues exist for both REB members and
research investigators.10 REB members must
declare if they have any competing interests in
seeing a certain study approved, and, if so, remove
themselves from the deliberations. 

For the investigator, the REB considers issues
of transparency, independence form study spon-
sors, remuneration, recruiting and commercializa-
tion of findings when reviewing a proposal.

The Consent and 
Assent Process
The Health Care Consent Act states that all per-

sons who are competent may consent to, or refuse
medical treatment. The Act does not apply to
research, however, the researcher’s duty to have
informed consent from research subjects is well
established in law.3,9

Informed consent is an ongoing process that
starts with the researcher’s first contact with the
individual and continues until the study is com-
plete, or the participant withdraws. Adequate
information, both in the written material in the
consent form and the discussions surrounding the
consent process, should be given to the partici-
pants so that they can make an informed decision
about their participation. Consent forms should be
written in laymen’s language at approximately the
Grade 6 to Grade 8 reading level. 

Children should be given the opportunity to
assent (agree) or dissent (disagree) to research.
As such “assent is a necessary condition for the
research to proceed, and dissent is a sufficient
condition for the research to cease.” A child’s dis-
sent will always supersede surrogate/adult con-
sent. Research on incompetent individuals or
those who are mentally ill raises very difficult
ethical issues, and much of the literature on these
groups sees the problems as very similar to, if not
identical with, those raised by research in chil-
dren.2

Sample templates of consent forms are avail-
able on many Web sites.11,12
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Ethics components of studies

Does clinical equipoise exist?

Potential benefits to research participants

Potential harms to research participants

Potential benefits or harms to future individuals

Protection of vulnerable subjects

Quick Facts



The following topics should be included in
consent forms:
• Name and affiliation of the researcher;
• The purpose of the research study;
• The basis for inviting the subject to take part;
• Description of the study (what will the partici-

pant be asked to do?);
• Length of involvement;
• The reasonably foreseeable risks, harms or

inconveniences to the participant;
• The reasonably expected benefits (when there

is no direct benefit, this should be stated);
• Alternatives to the research;
• An assurance that subjects are free not to par-

ticipate and have the right to withdraw at any
time without affecting the quality of their care;

• A statement indicating the sources of financial
support for the study;

• Where relevant, information on potential con-
flicts of interest of the researcher, institution or
sponsor;

• The degree of confidentiality that will be pro-
vided; and

• Contact information on whom to call for further
information.
Who obtains consent? Ideally, consent is

obtained by a study nurse or someone other than
the investigator. This is particularly important in
clinical research, where a patient may feel undue
coercion to participate in a study. Sometimes,
however, the investigator may be the best person
to give the most accurate account of the study and
its suspected harms and benefits. 

Privacy and Confidentiality
Privacy is a fundamental value and is essential for
the protection and promotion of human dignity. If
researchers gain access to personal information,
this must be kept confidential. Researchers are
asked to state in their proposal how subject confi-

dentiality will be maintained. Researchers can
minimize the amount of confidential information
they collect, and can use code numbers or a key,
which is kept separately, in addition to links to
identifying information, such as names, hospital
numbers and dates of birth.

Other important measures for maintaining con-
fidentiality are keeping all research information in
locked files or on computers that are password
protected. Investigators also need to state how
confidential information, including videos and
audio tapes, will be destroyed at study end.
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