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To Protect Human Subjects, Review
What Was Done, Not Proposed

Retrospective review could improve the
efﬁciency—and perhaps the effectiveness—
of human subjects research oversight.

Robert Klitzman1* and Paul S. Appelbaum2

Oversight of human subjects research in the
United States grew out of scandals of the
1960s and early 1970s, culminating in the
current U.S. regulations in 1991 (“the Common Rule”). Other countries have developed
similar rules (2). Characteristics typical of
a prospective approach, however, have contributed to widespread dissatisfaction with
human subjects protection (3, 4). Because
prospective review can only focus on what
researchers say they will do, IRBs inevitably concentrate most of their attention on
the minutiae of protocols and consent forms
rather than on monitoring actual performance (5). Counterproductively, researchers
often ﬁne-tune their IRB submissions rather
than improve their interactions with research
subjects. Paperwork burdens for researchers
have grown, even as studies reveal deﬁcits in
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Ill-Suited for Research

Prospective review is most easily applied
to relatively clear-cut determinations with
predictable outcomes. However, little about
human research oversight is particularly
straightforward. IRBs often face difﬁculties
deﬁning, interpreting, and applying critical
concepts embodied in the regulations and
central to human subjects protection (e.g.,
“justice” and “autonomy”). Regulations prohibit “undue inducement” (i.e., disproportionate payments to encourage participa-

tion), but IRBs and ethicists range widely
in their views of how much money is “too
much” (12, 13). Perceptions of “risk” are
highly variable, even for common procedures (14).
Moreover, IRBs have different thresholds for approving studies and struggle with
whether protections for subjects are “good
enough” (14). IRBs often disagree in reviews
of the same study at multiple sites (15–18).
The ANPRM asks whether new regulations
should standardize the topics to be included
in consent forms. But consent forms involve

subjective judgments, concerning not just
what information to include but how to
describe a study. Many IRBs feel they play
a vital role in rewording consent forms,
because researchers may downplay risks and
overemphasize potential beneﬁts. But IRBs
“wordsmithing” the contents differently produces inconsistent results (19).
IRBs generally argue that differences
among them reﬂect local community values
and thus are justiﬁed, but these variations
often appear instead to reﬂect personality or
institutional factors (20). Variations occur
even within single institutions and IRBs over
time (20). These complex, dynamic factors,
not only formal regulations, affect how IRBs
interpret and apply guidelines.
Although many of these issues might arise
in any system of oversight, whether prospective or retrospective, the inherently speculative nature of prospective review exacerbates
variability and subjectivity across IRBs.
When no one can know whether subjects
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Prospective versus Retrospective Review

subjects’ grasp of the projects in which they
have enrolled (6, 7).
Other systems of oversight, however,
have evolved quite differently and rely on
retrospective review. Examples in the United
States include audits of government-funded
health-care programs (Medicare and Medicaid), accreditation of hospitals, Data Safety
Monitoring Boards’ assessment of patient
safety and treatment efficacy data during
clinical trials, federal and state tax collection audits, and the tort system. None of
these is exactly comparable to the task of
human subjects protection. But all
focus reviews on a small proportion of cases ﬂagged as potentially
problematic or selected at random,
which reduces burdens for the system and those subject to its oversight (8–11).
It is understandable why, in
the 1970s, the U.S. Department
of Health, Education, and Welfare
(parts of which were later reorganized as HHS) embraced a prospective regulatory approach. Public reaction to the revelations of
abuses by researchers at Tuskegee
and elsewhere called for immediate
action. The possibility that additional harms
might accrue to human subjects threatened
the viability of medical research as a whole.
Prospective review—essentially requiring
investigators to obtain a permit to perform
a study—appeared to be the best means of
bringing the system rapidly under control.
But over the long run, prospective review
may be a suboptimal strategy for the oversight of much human subjects research.
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T

he Advance Notice of Proposed Rulemaking (ANPRM) released in 2011
by the U.S. Department of Health and
Human Services (HHS) (1) recommends
many important changes to federal regulations on protection of human research subjects. Perhaps most important, through the 74
questions it poses, it offers the opportunity
to rethink approaches to research oversight.
The current regulatory model of prospective
review, based on what researchers say they
plan to do, focuses the attention of Institutional Review Boards (IRBs, which must
approve proposed research) and researchers
on perfecting protocols and consent forms
rather than interacting with subjects. Such a
regulatory model may discourage innovation
in human subjects protection. In contrast, we
describe how a system based on retrospective, auditlike review of a subset of projects
could stimulate assessment of the effectiveness of current approaches and the development of creative alternatives, with efﬁciencies for all concerned.
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A Path Forward

As the U.S. government reconsiders human
subjects regulation for the ﬁrst time in more
than 20 years, thoughtful consideration of
possible approaches is critical. We cannot
simply turn the clock back to 1966, when
prospective review was ﬁrst introduced, and
cast it aside. Indeed, for studies with substantial risks to subjects and uncertain likelihood
of beneﬁt, prospective review may be desirable (22, 23). But there are clearly ways to
begin to integrate retrospective review into
the current oversight process.
The ANPRM proposes an important step
in this direction, involving a shift to retrospective assessment for certain minimal risk
research, which would be excused from prospective IRB review. Investigators would
decide for themselves whether their research
meets the appropriate criteria, in which case
they would merely register their studies with
IRBs, complete a simple (approximately onepage) form, and then conduct the research.
IRBs could retrospectively audit some protocols to ensure that the investigators’ discretion to deﬁne their projects as minimal
risk is not abused. Given that even IRBs disagree about deﬁnitions of minimal risk (16),
some divergence of opinion between IRBs
and researchers is to be expected, without
necessarily indicating errors on either side.
Although the ANPRM does not specify the
consequences of negative results of an audit,
we envision imposition of closer monitor-

ing and perhaps prospective review of that
researcher’s future studies. Careful assessment of the consequences of the changes we
describe here is essential.
Of note, an increasing number of institutions have already created mechanisms for
selectively auditing studies and thus have
some experience with the model. If audits are
already being introduced under the current
retrospective review framework, why is still
more fundamental reform needed? Grafting
some degree of retrospective review onto
the current process would not address the
system’s inefﬁciencies, including the work
and delay inherent in universal prospective review, the undue weight given to written descriptions of procedures rather than
actual researcher behavior, and the emphasis on speculative outcomes. Further levels
of review can always be added, but each one
carries costs in terms of funding, effort, and
delay. Shifting toward a retrospective review
model will allow ﬁnite resources to be used
in a more efﬁcient, and perhaps more effective, oversight process.
Retrospective review of minimal risk
research also offers an opportunity to create
an appellate IRB process, a possibility raised
by the ANPRM. Currently, IRBs bear no costs
if they unnecessarily nitpick a protocol or
interpret regulations idiosyncratically. Each
IRB acts as its own appellate court; researchers’ only recourse is usually to the very body
that challenged their approach. Although
an appeals process could be constructed in
a prospective review system, a retrospective
system would allow determinations based on
evidence of what actually occurred, rather
than fears of what might happen. That difference may increase researcher willingness to
pursue an appeals process. Regional appellate IRBs could be established by the Ofﬁce
of Human Research Protections, with their
number depending on the volume of appeals.
Due process is so fundamental a right in
modern democracies that there seems little
reason to deny it to researchers.
If initial moves away from a strictly prospective model are successful, it may be possible to expand them progressively to studies that pose higher levels of risk. To be sure,
as researchers assume these responsibilities,
they may require additional education in subject protection and research ethics. We could
imagine further exemptions from prospective review for studies that certify compliance with standards, such as currently proposed for federal regulations on privacy of
health information. In this way, research
oversight would increasingly become a retrospective review process, sparing investiga-

tors and IRBs alike the burden of reviewing
all aspects of every study in advance.
A Willingness to Rethink

The ANPRM proposes many potentially
valuable alterations to the current structure
of human subjects oversight, indicating a
willingness by HHS to rethink what has been
accepted for decades. But the most innovative aspect of the proposed changes is the signal that HHS may not be ﬁrmly wed to prospective review. We have raised here more
questions than we can answer in this relatively short space, but hope that this discussion can spur analysis and debate. In these
possibilities lie important hope for substantial improvement in protecting human subjects and facilitating research.
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will understand phrases in a consent form,
IRB members lack ﬁrm grounding for many
judgments. In contrast, retrospective review
encourages greater focus on events that have
transpired, rather than those merely imagined and feared. At present, once a study is
approved by an IRB, an investigator is generally not required to monitor or improve
the effectiveness of the consent process or
subjects’ reactions to participation. But the
possibility of being audited on the basis of
how well subjects understood the study or
whether they were distressed by the research
procedures—based on objective, validated
questionnaires—would provide different
incentives. Investigators would be encouraged to try new approaches to improve the
quality of interactions with subjects. Social
and behavioral research, now often hostage
to IRB debate over whether participants will
be upset by a particular item on a questionnaire (21), should ﬁnd retrospective review
particularly facilitative. As data accumulate
on more successful strategies for obtaining
consent and avoiding risk, they can be shared
with the research community.
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