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Comparative Effectiveness Research
Ethical and Regulatory Guidance

In March 2013, the pediatric research community was
rocked when the Office for Human Research Protec-
tions of the Department of Health and Human Services
determined that the informed consent documents in the
Surfactant, Positive Pressure, and Oxygenation Ran-
domized Trial (SUPPORT), a National Institutes of Health–
funded, Neonatal Network multicenter study, failed to
include, or adequately address, basic elements of in-
formed consent as required by Health and Human Ser-
vices regulations. A firestorm of controversy ensued and
continues to this day.1-3

This controversy is part of a larger critique that holds
that the current US regulatory framework for govern-
ing protection of human research participants is an im-
pediment to comparative effectiveness research (CER),
which aims to compare 2 “usual” or “standard” treat-
ments. Thoughtful commentators point out that re-
search that collects data at the point of care, or com-
pares different forms of care delivery, blurs the traditional
distinction between research and treatment and is not
a helpful guide to managing the oversight of such
activities.4 Some have called for major revision of the ex-
tant regulations.5

This debate raises a number of questions: How
should we assess risk in CER studies comparing 2 inter-
ventions, both of which are considered usual or stan-
dard? Does randomization increase the level of risk to
subjects? Should randomization always require in-
formed consent? And finally, are current federal regula-
tions that govern research appropriate for CER? We ad-
dress each of these questions.

How Should We Assess Risk in CER Studies?
Level of risk should be determined by the incremental
risk imposed by the research itself, not the level of risk
inherent in the treatments being compared. The level of
risk in CER is often minimal, since both arms offer inter-
ventions known to be efficacious. However, there may
be times when the 2 usual care arms have differing lev-
els of risk, making the incremental risk of being in the
study more than minimal. More than minimal risk does
not preclude children from enrolling in such studies; it
merely obligates the use of informed consent (and as-
sent when appropriate) and evaluation of the study by
the institutional review board (IRB) as one in which there
is the prospect of direct benefit.

Further, many “standard” treatments are not, in fact,
validated. They represent customary practice but may
have little or no evidence base. One should use caution
in describing the 2 arms of a CER study, reserving the
term standard only for those treatments for which evi-
dence of efficacy does exist and using the term custom-
ary for usual practice not yet validated.

Does Randomization Itself Increase Risk?
In the SUPPORT study, investigators randomized pre-
term newborns to receive either high or low oxygen satu-
ration settings to determine the impact of lower levels
of oxygen saturation on the development of retinopa-
thy of prematurity. Importantly, both the high and low
levels remained within a range (>85% saturation and
<95% saturation) that is widely accepted in neonatal
practice. The investigators argued that they were sim-
ply comparing 2 “standard” treatments.

The Office for Human Research Protections criti-
cized SUPPORT’s consent documents because they only
mentioned the potential benefit of reduced retinopathy
of prematurity for babies at the low oxygen level but did
not mention the correlative risk of potentially increased
retinopathy of prematurity for babies at the high oxygen
level. When investigators hypothesize differential out-
comes in each arm of a study, consent documents should
explain both the benefits and risks of each arm.

Should Randomization Always Require
Informed Consent?
In most cases, randomization at the level of the patient
should require informed consent, even when 2 Food and
Drug Administration–approved medicines or 2 kinds of
health care delivery interventions are being compared.
Consent should be sought, not because one arm of the
study may be any riskier than the other, but because pa-
tients and their surrogates may differ in their prefer-
ences and beliefs, and respect for their personhood re-
quires that we allow them to make a fully informed
decision about participation. However, consent should
be waived when there is minimal risk in both arms of the
study, seeking consent would make the research impos-
sible, and the differences between the arms are not
meaningful to patients or are the very thing being stud-
ied. For example, consent could be waived if patients
were randomly assigned to 2 kinds of low-risk medical
adherence interventions, one using computer-based re-
minders and the other telephone calls.

Cluster-randomized studies that randomize at the
unit or organizational level raise other questions. Here,
seeking consent is far more difficult, could render many
studies logistically impossible, and presumes more
choice than patients actually have since they often have
no ability to change physicians, units, or institutions
where they receive care. Yet cluster-randomized stud-
ies are often the best way to test the effectiveness of new
patient care interventions, because they allow for ro-
bust organizational “uptake.” When randomization oc-
curs at the patient level, rather than unit or institutional
levels, health care professionals worry about contami-
nation and therefore restrain their behavior, blurring dif-
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ferences between the 2 arms of the study, and investigators can-
not deploy broad cultural change techniques to encourage new
health care professional and patient behavior.6 Thus, cluster-
randomized studies offer great benefits. If neither arm introduces
more risk than patients would likely experience if no study were
planned, then individual consent should be waived.

Are Current Federal Regulations Appropriate for CER?
Yes. The problem is not the current regulatory framework but its
overzealous application by IRBs. Given the urgent national need to
improve health care, and the great promise that CER holds for do-
ing so, the human research participant protection process must not
be an impediment.

We agree with critics of the current research participant protec-
tion framework that the research-treatment distinction blurs in CER
and in other forms of research on care, but that reality still leaves the
question of how best to provide oversight. Some entity must deter-
mine likely levels of risk and benefit and whether consent is needed
or can be waived. Institutional review boards are the natural institu-
tional home for these determinations. But too often, IRBs and their
hospital administrators and lawyers impose complex and incompre-
hensible consent forms on research subjects, focused more on elimi-
nating institutional risk than protecting research participants.

Existing federal regulations allow for the flexibility that CER re-
quires and clearly state that local IRBs may “alter, some or all, of the
elements of informed consent…or even waive the requirements,” if
the research involves no more than minimal risk to the subjects, the
waiver will not adversely affect the rights and welfare of the sub-
jects, and the research could not practicably be carried out without
the waiver.7 Local IRBs should be held accountable for developing
the necessary expertise to appropriately review CER and monitor
it in ways that are not excessively burdensome.

Conclusions
We call on local IRBs to educate themselves about CER, use their au-
thority to exempt low-risk CER studies, help researchers develop bet-
ter and less complex informed consent forms, and offer waivers of
consent, when appropriate. We also urge institutions involved in mul-
tisite studies to develop and use centralized IRBs to further reduce
oversight burdens on investigators. For its part, the Office for Hu-
man Research Protections should develop guidance for IRBs, in-
cluding examples of CER protocols with varying degrees of risk, and
explanations of how current guidelines can be interpreted to offer
the right level of oversight. Only by working together can research-
ers, regulators, and local IRBs use the powerful assets of CER to im-
prove the quality of US health care.
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