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In the present article the requirements for waivers of informed consent in clinical research on
subjects who are patients in a hospital are reviewed. The most important requirements seem to be that the
research must pose minimal risk and obtaining informed consent is impracticable. It is suggested that
requirements for waivers of consent in research ethics guidelines be modified to exclude the requirement of
impracticable consent, but to retain that of minimal risk research, and to add another requirement that
restricts modifications of the medical management procedures to those which are minor in some sense.
According to these suggestions, waivers of consent for retrospective chart reviews are seen to be coherent
and consistent. These suggestions also imply that certain types of prospective observational studies should
also be granted waivers of consent. On the other hand, waivers of consent should probably not be granted to

any type of randomized clinical trials.
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Itis curious that in minimal risk, retrospective
medical chart review studies informed consent is
waived for all subjects because it is often impractical
to consent some or most of the subjects. Is it ethically
acceptable that some subjects do not be consented
even though it is practicable to do so? If it is considered
unjust to consent only some of the subjects and not
others, why not exclude those who cannot be practi-
cably consented from the study? The latter approach
will of course invalidate most retrospective chart review
studies.

The other extreme would be to waive consent
for all minimal risk clinical research, regardless of
practicability of consent. This will make the waiver of
consent for retrospective chart review studies consis-
tent and coherent. The implication of this approach,
however, is that minimal risk prospective studies, such
as any prospective cohort study in which no inter-
ventions are performed beyond those required in
accepted, standard medical practice, should also be
granted a waiver of consent. The objective of the
present article was to examine this more extreme
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approach in greater detail, within the context of
hospital-based research.

Some existing guidelines and regulations concern-
ing waivers of consent

Some existing clinical research guidelines and
regulations have statements of conditions and require-
ments which must be satisfied in order for a waiver of
consent to be granted. A few of these requirements
are reviewed here. According to the Council for Inter-
national Organizations of Medical Sciences (CIOMS):
“...when the research design involves no more than
minimal risk and a requirement of informed consent
would make the conduct of the research impracticable
...the ethical review committee may waive some or all
of the elements of informed consent [italics mine]”
(Commentary on guideline 4)®, According to the US
federal regulations: “The IRB [Institutional Review
Board] may...waive the requirement to obtain informed
consent provided the IRB finds that: (1) the research
involves no more than minimal risk to the subjects; (2)
the waiver...will not adversely affect the rights and
welfare of the subjects; (3) the research could not prac-
ticably be carried out without the waiver...and (4)
whenever appropriate, the subjects will be provided
with additional pertinent information after participa-
tion [italics mine]” (45 CFR 46.116)®@. According to
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the Canadian Tri-Council Policy Statement: “[t]he REB
[Research Ethics Board] may ... waive the require-
ment to obtain informed consent, provided that the
REB finds and documents that: (1) the research in-
volves no more than minimal risk to subjects; (2) the
waiver...is unlikely to adversely affect the rights and
welfare of the subjects; (3) the research could not be
practicably carried out without the waiver...(4) when-
ever possible and appropriate, the subjects will be
provided with additional pertinent information after
participation; and (5) the waivered...consent does not
involve a therapeutic intervention”®. In these guide-
lines and regulations all conditions and requirements
must apply simultaneously in order for the waiver of
consent to be valid.

A few comments on the above conditions
and requirements are in order. Firstly, for the purposes
of the present article, waiving consent means waiving
all elements of the consent process, including any
modifications to that process. Consequently, the last
requirement in the US regulations, which is identical to
the fourth in the Canadian policy, will not be discussed
here. The requirement for disclosing “additional per-
tinent information” usually refers to delayed disclo-
sure of important information, such as the blinding of
treatment assignment in randomized clinical trials®,
in order to preserve the scientific validity of the re-
search. Thus, this requirement covers certain modifi-
cations of informed consent and will not be relevant
to the following discussion.

The US and Canadian regulatory requirement
that the waiver of consent does not adversely affect
the rights and welfare of the research subject is interes-
ting as well as somewhat problematic. Firstly, what
constitutes the subject’s rights has never been clearly
defined. As has been argued before®, a strict inter-
pretation of the subject’s rights would always imply a
need for informed consent, and the requirement that
the waiver not affect the rights of the subject is never
possible. However, the more restricted rights of sub-
jects as patients may be easier to defend, see section
3 below. Secondly, a definition of the subject’s welfare
has also never been clearly provided®. The definition
or interpretation of “welfare” will most likely be as
varied as that of the subject’s rights. Therefore, the
requirement concerning the rights and welfare of sub-
jects, at least in its current form, will not be discussed
further.

The last Canadian requirement that waivers
of consent apply only to research that does not in-
volve therapeutic interventions is similar to the US
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Food and Drug Administration’s regulatory require-
ment that all research involving drugs, biologics and
medical devices can not be granted waivers of consent.
This requirement aims to protect subjects recruited
for drugs, biologics or device development research.
These types of studies are not the focus of this article.
See section 5 below, however, for a discussion on the
possibility of waivers of consent for clinical trials.

“Impracticable” consent and “minimal risk”
research

Most research ethics guidelines and regula-
tions contain two important requirements concerning
waivers of consent: “impracticable” consent and
“minimal risk” research. The rest of this section will
focus on these two requirements. A more detailed
examination of the meaning and interpretation of
these two requirements should help understand the
proposals to be made in the next section.

Impracticable consent can be viewed from
several perspectives. Impracticable consent in terms
of deceiving the subject (deliberately withholding
important information) in order to preserve the
validity of the research, however, will not be addressed
here. In the context of research in a hospital setting, it
can be argued that consenting a subject is impracti-
cable if (1) the subject is dead; (2) the subject cannot
be located or contacted; or (3) the data one wishes to
review have been anonymized. The first and last con-
ditions will probably not raise any important issue,
but the second needs to be discussed. The practica-
lity of contacting subjects who are former patients is
limited at least by (1) the unavailability of the subjects;
(2) the large number of subjects needed to be contacted
or located; (3) the change in contacting address, tele-
phone or name; and (4) the ease with which one can
trace these changes. To what extent the above-men-
tioned factors can limit the ability to contact subjects
will depend on the community or country in which the
research is to take place, as well as the resources and
time available to researchers. Research ethics guide-
lines and regulations will require local Research
Ethics Committees to make the judgement of whether
it is in fact impractical to contact subjects.

In actual practice, a waiver of consent is often
granted to retrospective, chart review studies. In many
cases some, but not all, patients whose medical charts
are to be reviewed cannot be contacted because the
resources and time available will make tracing the
whereabouts of these patients impracticable. But the
remaining patients will be readily available for con-
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sent. These patients, for example, include those cur-
rently being followed for continuing treatment of some
chronic condition. If informed consent is waived in the
case of these subjects it is not due to respect for auto-
nomy or respect for the rights of research subjects
but because the perceived risk of research is suffi-
ciently low. This example shows that in actual prac-
tice a waiver of consent is granted even if it is practi-
cable to consent some of the subjects, but only for
minimal risk research.

Minimal risk research means different things
to different communities or within different contexts®.
One of the most often quoted definition is given by
the US code of federal regulations: “Minimal risk
means that the probability and magnitude of harm or
discomfort anticipated in the research are not greater
in and of themselves than those ordinarily encountered
in daily life or during the performance of routine physi-
cal or psychological examination or tests” (45 CFR
46.102)@. The utility of this definition, in the setting of
research conducted on patient-subjects in a hospital,
depends heavily on interpretation. First of all it should
not be interpreted as saying that the risks of manag-
ing a disease condition can be meaningfully compared
with risks ordinarily encountered in daily life. Secondly,
this definition should not be interpreted as saying
that “minimal risk” can be defined relative to a fixed
or absolute baseline condition, e.g. daily life. This is
because context is very important in gauging the risks.
For example, a liver biopsy performed during open liver
surgery can be regarded as minimal risk within the
context of a disease condition requiring open liver
surgery. However, liver biopsy is not minimal risk when
conducted on a person not requiring surgery, what-
ever the underlying disease condition. Hence minimal
risk should be defined relative to, or conditional on,
the situation of a patient having the disease condition
of interest®.

With a context-specific baseline comparator,
what constitutes minimal risk is a judgement that may
also be context-specific. The physical risk associated
with routine physical examination as mentioned in the
US regulations is too “low” and often not used as the
minimal risk criterion in the actual practice of judging
research risks in a hospital setting. A more appropri-
ate framework for judgment might be the following. A
research to be conducted on a subject is physically
minimal risk if the probability and magnitude of harm
is similar to, or less than, that of drawing an appropri-
ate amount of venous blood from a patient with an
identical condition. For example, the risk of a liver bio-

J Med Assoc Thai Vol. 88 No.2 2005

psy done for research purposes in a patient undergo-
ing open liver surgery may arguably be similar to that
of drawing venous blood for a coagulation study in a
patient undergoing the same open liver procedure.

Dropping the requirement of impracticable consent

Since granting waivers of consent to retro-
spective chart review studies is a commonly accepted
practice, dropping the requirement of impracticable
consent should make the waiver in this case consis-
tent and coherent. Here it is proposed moreover that
impracticable consent as detailed in the previous sec-
tion be dropped from all waiver of consent considera-
tions®. The minimal risk research requirement, how-
ever, should be retained. But minimal risk alone, as
interpreted in the previous section, may not be suffi-
cient for a waiver of consent. An additional require-
ment is likely to be necessary. Looking at how retro-
spective chart review studies are usually conducted
provides a clue as to what that additional requirement
might be. The clue is simply that chart reviews are not
likely to affect the subject’s current treatment and
medical interventions. Since the context of this dis-
cussion is hospital-based research on subjects who
are also patients, it is proposed that the main idea for
the additional requirement is the protection of the
subject’s rights as patients. The explicit formulation
is in terms of “modifications to standard procedures”.
The proposed additional requirement for a waiver of
consent can be stated as follows. Informed consent can
be waived for a research study if procedures directly
involving the subject or his/her private health infor-
mation that are to be done for research purposes must
also be a minor modification to the accepted, standard
management of the disease condition of the subject.

A minor modification of standard procedures
can be defined as one that does not affect the subject’s
rights as a patient. That is, the modification (1) will
not likely produce new information that may affect the
current and future management of the subject as a
patient; (2) will not likely produce new or other infor-
mation or procedures that will be of potential interest
or might be distressing to the subject as a patient;
and (3) will not directly influence current and future
management of the subject as a patient. It may be added,
parenthetically, that these modifications must be of
no cost to the subject, and confidentiality and privacy
of the subject or his/her health information is respected.

For the example of retrospective chart review
studies, the requirement of minor modification of pro-
cedures is satisfied in the following way. A retrospec-
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tive chart review does not produce new information
since all the information is already there, the review is
not likely to be distressing to the subjects as a patient
and the review is unlikely to influence current or future
management of the subject. A waiver of consent for
retrospective chart review studies is thus granted
based on both the minimal risk research and the minor
modification of procedures requirements. In contrast,
in the example where liver biopsies are taken during
the liver operation, for research purposes, or when
blood samples are taken for research-related blood
chemistry determinations, waivers of consent should
not be granted since these procedures may influence
current or future management of the subject. Certainly
there is plenty of room for interpretation, and a minor
modification of procedures in certain contexts and
communities will not necessarily be minor in others.

Note that the minor modification of proce-
dures requirement mentioned above refers to the data
gathering stage of the research process, and not to the
analysis, interpretation or any subsequent stages. New
knowledge gained after data collection, e.g. during data
analysis and interpretation, or the final results of the
research, may influence the current management of
some of these subjects, even if the study is retrospec-
tive in nature.

To conclude this section, it is proposed that
in clinical research two conditions must be satisfied
for a waiver of consent to be valid: (1) there is minimal
risk of harm above that of accepted, standard medical
management for the condition of interest within the
community; and (2) there are only minor changes to
procedures of accepted, standard management for that
condition within that community.

Should informed consent be waived for prospective
studies?

Prospective observational studies are usually
not granted waivers of consent since it is almost
always practicable to obtain informed consent from
subjects. But, ethically, how different are prospective
observational studies from retrospective observa-
tional studies? According to suggestions made in the
previous section, waivers of consent should also be
granted to prospective studies in which no further
information is collected besides that generated during
accepted or standard medical practice®. An example
would be a prospective study of the cure rate of a new
but accepted surgical procedure used in the treatment
of a certain disease condition, where the information
on risk factors and outcomes of interest is already
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collected as part of standard care. If such is the case,
many clinical observational studies satisfying the two
requirements laid down in the previous section should
be granted waivers of consent regardless of whether
informed consent can be obtained in practice or not.

If it is asked whether waivers of consent in
randomized clinical trials can ever be justified, and if
S0 in what context or to what extent, then a more serious
ethical issue is raised®. It might be argued that in
certain types of clinical trials the risk involved is mini-
mal if all the interventions to be compared are estab-
lished, standard and accepted interventions within the
community in which the trial is to take place. An exam-
ple might be a randomized clinical trial comparing two
widely used anti-asthmatic medications for mild to
moderately severe asthmatic attacks in the adult. In
terms of risks, therefore, these types of clinical trials
may not be different from the observational studies
discussed so far; i.e. the risks may be considered mini-
mal. However, the fact that in randomized clinical tri-
als the assignment of the intervention for a particular
research subject is by way of “randomization” might
be important or distressing information for some sub-
jects. Also, the process of randomization will affect
the current management of subjects. Subjects should
have the right to be informed of this fact. It is suggested
here that randomization is not a minor modification of
procedures of accepted, standard medical practice.
Hence, a waiver of consent is not currently justified
for any type of randomized clinical trials.

Conclusion

In the present article the requirements for
waivers of informed consent in human research accor-
ding to various ethical guidelines and regulations were
reviewed. The scope of the research under discus-
sion was limited to clinical research on subjects who
are patients in a hospital. The most important require-
ments seem to be that the research must pose minimal
risk and obtaining informed consent is impracticable.
The current and common practice of waiving consent
for retrospective chart review studies was noted to be
incoherent when seen from the point of view of the
regulations and guidelines. It was suggested that re-
quirements for waivers of consent in the research
guidelines be modified to exclude the requirement of
impracticable consent, but to retain that of minimal
risk research, and to add another requirement that
restricted modifications of the medical management
procedures to those which are minor in the sense pre-
viously described. According to these suggestions,
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waivers of consent for retrospective chart reviews
were seen to be coherent and consistent. These sug-
gestions also implied that certain types of prospec-
tive observational studies should also be granted
waivers of consent. On the other hand, waivers of
consent should probably not be granted to any type
of randomized clinical trials.
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