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human subject research (HSR) raises unique
ethical concerns that justify heightened regu-
latory oversight. Based on this premise, activities that
meet the definition of HSR must undergo prospective
ethical review by an institutional review board (IRB),
unless they fall into one of the Rule’s specific exemp-
tion categories. This prospective review requirement
stands in sharp contrast to the regulatory regimes gov-
erning most other types of activities, which typically
work by imposing retrospective penalties for noncom-
pliance, rather than requiring regulated entities to ask
permission before acting. While the revised Common
Rule reduces the IRB’s role in reviewing certain types
of HSR, it does not alter the presumption that activities
that meet the definition of HSR are ethically distinct.
This paper challenges the idea that the necessity of
prospective ethics review should depend on whether
activities involving human participants can be char-
acterized as “research.” First, the regulatory definition
of “research” — an activity “designed to develop or
contribute to generalizable knowledge” — is inher-
ently ambiguous. In many cases, there is no clear
way to distinguish between activities subject to the
Common Rule from activities that are not. Second,
not all activities that meet the definition of HSR war-
rant prospective ethical oversight. While the Com-
mon Rule recognizes this fact by exempting specific
categories of HSR from the IRB review requirement,
the covered-but-exempt approach is an incomplete
solution to the problem of over-inclusiveness. Finally,
some non-research activities raise similar ethical
issues as those involved in HSR. However, because
of the Common Rule’s single-minded focus on HSR,
these activities often take place without any form of
ethical review at all.

T he Common Rule is premised on the belief that

Background

The Common Rule creates a presumption that
“research” with “human subjects” must undergo IRB
review and approval, but then “exempts” certain cat-
egories of HSR from the IRB requirement. “Research”
is defined under the Common Rule as “a systematic
investigation ... designed to develop or contribute to
generalizable knowledge.” The Common Rule does not
define the concept of “generalizability,” but the term is
generally understood to refer to the use of information
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to draw conclusions that apply beyond the specific
individuals or groups from whom the information was
obtained.? For example, the Belmont Report, a state-
ment of ethical principles that constitutes the intel-
lectual foundation of the Common Rule, explains that
the distinction between medical practice and research
is that practice seeks “to provide diagnosis, preventive
treatment or therapy to particular individuals,” while
research is “designed to test an hypothesis [and] per-
mit conclusions to be drawn ... expressed, for example,
in theories, principles, or statements of relationships.”

The standard explanation for why HSR is subject to
a requirement of prospective ethical oversight is that
research participants are exposed to risks and burdens
primarily for the potential benefit of others, thereby
creating a conflict between protecting participants’
welfare and advancing scientific goals.* As will be dis-
cussed below, research is not the only activity in which
individuals are exposed to risks primarily for the ben-
efit of others. However, the Common Rule was created
in a specific historical context in which concerns about
ethical abuses in HSR were especially pronounced.
Examples include the Public Health Service’s infa-
mous study of untreated syphilis in Tuskegee, Ala-
bama, in which effective treatments for syphilis were
deliberately withheld from poor African-American
men,> and research in which institutionalized chil-
dren with intellectual disabilities were intentionally
infected with hepatitis.® These and other accounts of
mistreatment of human research participants led to
the enactment of legislation that ultimately resulted
in the Common Rule.

The revised Common Rule does not change the
definition of research, but in an effort to provide fur-
ther clarity, it sets forth four specific activities that do
not meet the definition: (1) scholarly and journalis-
tic activities “that focus directly on the specific indi-
viduals about whom the information is collected;””
(2) public health surveillance activities “necessary to
allow a public health authority to identify, monitor,
assess, or investigate potential public health signals,
onsets of disease outbreaks, or conditions of public
health importance;”® (3) certain criminal justice and
criminal investigative activities authorized by law or
court order;® and (4) authorized operational activities
in support of intelligence, homeland security, defense,
or other national security missions.’ This list rein-
forces the point that the distinguishing characteristic
of research is the use of information obtained from
some individuals for the potential benefit of others.
Thus, activities that provide information relevant
only to specific individuals (as in the first example),
for identifying an immediate public health problem
affecting a particular community (as in the second
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example), or for carrying out legally-defined govern-
ment oversight mechanisms (as in the final two exam-
ples) are not research because the information will be
used only in connection with the individuals or groups
directly involved in the activities.

Not all activities that meet the definition of HSR
are subject to the Common Rule’s requirements.
Instead, the Rule identifies certain categories of HSR
as “exempt” from the usual requirement of prospec-
tive ethics review. The exemptions in the original
version of the Common Rule covered most interview
and survey research, as well as some types of second-
ary research with identifiable private information or
identifiable biospecimens. The revised Common Rule
adds some new exemptions; for example, there is now
an exemption for research involving certain “benign
behavioral interventions,” such as “solving puzzles
under different noise conditions.”> The revised Rule
also expands the applicability of some of the prior
Rule’s exemptions. For example, under the prior Rule,
the exemption for interview and survey research did
not apply if identifying information about the sub-
jects would be recorded and disclosure of the infor-
mation outside the research “could reasonably place
the subjects at risk of criminal or civil liability or be
damaging to the subjects’ financial standing, employ-
ability, or reputation.”® Under the revised Rule, the
exemption is now available regardless of the potential
consequences of disclosing the information, provided
the IRB engages in a “limited review” to ensure that
“adequate provisions for protecting privacy and main-
taining confidentiality” are in place.** Similarly, under
the prior Rule, the exemption for research with identi-
fiable information or biospecimens applied only if the
information or biospecimens already existed at the
time the research study was proposed, and, in addi-
tion, only if those sources were “publicly available” or
the investigators did not record identifying informa-
tion about the subjects.”” Under the revised Rule, the
exemption is now available even for identifiable infor-
mation or biospecimens that did not exist at the time
the research project was proposed, as well as to proj-
ects in which investigators record identifying infor-
mation from sources that are not publicly available,
provided that the activity is regulated under specific
federal privacy protections.

The Ambiguity of the Generalizability
Standard

The first problem with conditioning prospective ethics
review on whether an activity meets the definition of
research is that the heart of the definition — whether
an activity is “designed to develop or contribute to
generalizable knowledge” — is inherently ambiguous.
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As noted above, generalizable knowledge is generally
understood to refer to conclusions that can be applied
to persons other than the individuals directly involved
in the activity, as opposed to knowledge that is rele-
vant only to those individuals themselves. However,
all experiences produce information that has implica-
tions for other situations. Even a single person’s reac-
tion to an intervention provides insight on how other
persons might respond. For example, if a patient has
an adverse reaction to a drug and no other causal
explanations seem plausible, it can be inferred that
such a reaction is possible in other patients as well.

The ability to draw generalizable conclusions from
individual encounters is heightened when informa-
tion from multiple encounters is aggregated and then
analyzed retrospectively. For example, “N-of-1 tri-
als” — multiple crossover trials of different interven-
tions in a single patient” — are primarily designed
to produce information relevant to the treatment of
particular individuals. However, when the results of
multiple N-of-1 trials are aggregated, the results can
be extrapolated to the population at large.’® Nonethe-
less, a substantial number of IRBs have policies stat-
ing that N-of-1 studies fall outside the Common Rule’s
definition of research.

At the other extreme, just as it is possible to say
that all information has potential implications for
other situations, it could also be said that ¢true gener-
alizability is ultimately impossible, as every situation
is inherently unique. In traditionally-designed clini-
cal trials, the results of a study have direct relevance
only for those persons who meet the specific inclusion
and exclusion criteria of the study and who receive
the interventions according to the precise dictates of
the protocol. Extrapolating these results to broader
populations is necessarily speculative. Indeed, a fre-
quent problem in clinical research is that the results
of carefully-designed studies often cannot be repli-
cated in the messy world of clinical practice, given the
greater diversity of patients, background conditions,
and treatment methodologies.2°

Even if we reject these all-or-nothing interpretations
of generalizability, the definition of research would
remain ambiguous because information can be gener-
alizable to varying degrees.?! For example, suppose a
surgeon sometimes performs a difficult operation with
Procedure A, and sometimes with Procedure B, each of
which involves different risk-benefit profiles. The sur-
geon decides to randomize her patients between the
two procedures to determine which one produces bet-
ter results, given the surgeon’s particular mix of techni-
cal skills. On the one hand, the resulting information
could be considered generalizable because it will be
used to inform the surgeon’s treatment of her patients
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in the future. However, given that every surgeon has her
own technical strengths and weaknesses, the results
may have little significance for anyone other than this
particular surgeon. Under these circumstances, can we
really say that the information constitutes a contribu-
tion to “generalizable knowledge?”

Similarly, differences in the effectiveness of hospital
quality improvement interventions often depend on
a variety of institutionally-based “contextual factors,”
such as the availability and functionality of informa-
tion technology systems, the availability of administra-
tive support, workload levels, staff turnover rates, the
use of external staff members, composition of teams,
and knowledge and attitudes of team members.2> In
light of these factors, the results of a hospital quality
improvement intervention may be generalizable only
in the sense that they are relevant to the future deliv-
ery of care in that particular institution. It is unclear
whether such local-level generalizability is sufficient
to satisfy the Common Rule’s definition of research.2?

Acknowledging some of these ambiguities, some
authorities maintain that the key to understanding
the definition of research is to focus on the primary
purpose of an activity. For example, the Centers for
Disease Control and Prevention (CDC) emphasizes
that the definition of research turns not simply on
whether an activity is likely to produce generalizable
knowledge, but rather whether it was “designed” with
the production of generalizable knowledge as the
goal. Nonresearch activities may also produce knowl-
edge, and “[i]n some cases, that knowledge might be
generalizable,” but those activities do not constitute
research if the primary goal “is to prevent or control
disease or injury and improve health, or to improve a
public health program or service.”2*

However, for activities that are highly likely to
produce generalizable information, it should make
little difference whether those responsible for design-
ing the activities characterize their primary intent
as research. In law, intent is typically understood to
include not only situations in which an actor has the
subjective purpose of achieving a particular outcome,
but also those in which she knows that the outcome
is substantially certain to occur.?’ For example, in the
case of Mathias v. Accor Economy Lodging,?® Judge
Richard Posner suggested that, if a hotel rents out a
room knowing that it is infested with bedbugs and
the guests suffer bug bites, the hotel could be held
liable for the intentional tort of battery. Regardless of
whether the hotel had the subjective purpose of ensur-
ing that its guests would be bitten, its actions would be
considered intentional if it knew that it was substan-
tially certain that a bedbug attack would occur.
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In light of this principle, consider the CDC’s exam-
ple of a national diabetes surveillance system in which
data “are used to describe the burden of diabetes and
its complications on a national and state level.” The
CDC maintains that such a program would not con-
stitute research because its purpose is simply “to pro-
vide information for the development and improve-
ment of national and state public health programs and
services for the prevention and control of diabetes.”>”
Yet, if the designers of the program are aware that the
information collected will also be used to draw gen-
eralized conclusions about the prevalence of diabetes
and its complications, the production of generaliz-
able knowledge could also be considered one of the
“intended” outcomes of the activity. As in the Mathias
case, whether those who designed the activity subjec-
tively desired to contribute to generalizable knowl-
edge is irrelevant, as long as they knew that general-
ized knowledge was substantially certain to result.

The Over-Inclusiveness of the
Generalizability Standard

A second problem with conditioning the require-
ment for prospective ethics review on the definition
of research is that the definition sweeps too broadly.
Many, perhaps most, activities “designed to develop or
contribute to generalizable knowledge” are relatively
innocuous. In these situations, the requirement for
obtaining prospective authorization adds significant
administrative burdens without providing research
participants with any meaningful protection.

The Common Rule’s strategy for dealing with the
overbreadth problem is to exempt specific categories
of low-risk research from the regulatory requirements.
However, relying on exemptions as a means of avoid-
ing over-regulation is an incomplete solution. First,
while the Common Rule does not specify any partic-
ular process for making exemption determinations,
the Office for Human Research Protections (OHRP)
has recommended that, “because of the potential
for conflict of interest, investigators not be given the
authority to make an independent determination
that human subjects research is exempt.”?® Consistent
with this guidance, in many institutions, proposals
for exempt research must be submitted to the IRB, so
that someone associated with the IRB (often a mem-
ber of the administrative staff) can determine if the
exemption criteria have been satisfied.?? Many institu-
tions seek to make this process as simple as possible,
but according to one survey, “a significant minority of
institutions require investigators to complete full IRB
applications when applying to begin exempt research,”
leading to “an average of another 13 pages of paper-
work and answering 68 additional questions.”3°
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The Notice of Proposed Rulemaking (NPRM) that
preceded the issuance of the final revised Common
Rule proposed a mechanism that would have gone
a long way toward reducing the burdens of making
exemption determinations, but, unfortunately, the
proposal was ultimately abandoned. Under the pro-
posal, federal departments and agencies would have
created an online exemption determination tool
“designed in such a way that if the person using the
tool inputs accurate information about the study,
the tool would produce a determination of whether
the study is exempt.”®' Institutions would not have
been required to use the tool, but if they chose to do
so it would have operated as a “safe harbor” against
enforcement actions. The preamble to the final rule
suggested that the proposal was abandoned because
the details of how the tool would work had not been
fully developed in time to allow the public to comment
on it, but it also suggested that the idea might be res-
urrected in the future.?? Creating such a tool would
help reduce the administrative burdens associated
with the exemption determination process.

However, even if such a tool were developed, the
exemption process would still not resolve the over-
inclusiveness problem because the exemption catego-
ries do not capture all types of low-risk research for
which prospective ethics review is not warranted. The
primary exemption categories apply only to studies
that involve only verbal interactions (e.g., educational
tests, surveys, and interviews), observation of pub-
lic behavior, review of identifiable data or biospeci-
mens, or “benign behavioral interventions.” If a study
involves a medical procedure, none of these catego-
ries applies. This is true even in observational stud-
ies, where participants receive whatever interventions
they would normally receive as part of their ordinary
medical care, with researchers observing what hap-
pens and recording the results.?? In these studies, the
treatment provided is exactly the same as it would be
in the absence of research; the only difference is that
data are systematically collected so that conclusions
can be drawn. OHRP has indicated that, in studies
such as these, “the risks of the standards of care are the
same risks that the subject would have been exposed
to without participating in the research study,” and
that “[t]he only risks of the study are those associ-
ated with the research data collection and analyses.”3*
Yet, even when the risks associated with data collec-
tion and analyses are minimal or nonexistent, some
observational studies constitute non-exempt HSR and
therefore require IRB review.

Requiring prospective ethical oversight for these
kind of studies is inconsistent with the Institute of
Medicine’s recommendation for the creation of “learn-
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ing health care systems,” defined as organizations in
which “science, informatics, incentives, and culture
are aligned for continuous improvement and inno-
vation,” with best practices “seamlessly embedded in
the care process” and new knowledge “captured as an
integral byproduct of the care experience.”* Learning
health care systems promise to improve the quality
of care for both current and future patients, in many
cases without exposing participants to any additional
risk.?¢ Yet, because many of the activities embedded

therapy to particular individuals,” surveillance seeks
to prevent and control health conditions for the ben-
efit of a larger community.38

Yet, the fact that surveillance is designed to benefit
a particular community does not mean that all indi-
viduals within the community will benefit equally, nor
does it mean that everyone will be exposed to equiva-
lent levels of risk. In some cases, a few individuals sub-
ject to surveillance bear the majority of the risks while
receiving few, if any, of the benefits. For example, one

In addition to being over-inclusive, linking the requirement for prospective
ethics review to the definition of research is under-inclusive because it
excludes a variety of non-research activities for which prospective review
might be appropriate. As noted above, the standard justification for
subjecting HSR to heightened regulatory scrutiny is that research exposes
some individuals to risk for the potential benefit of others. That conflict is
not, however, unique to research; it arises in many other activities that are not
subject to any requirement of prospective ethics review.

within these systems would fall under the Common
Rule’s definition of research, institutions may be disin-
centivized from adopting them because of the greater
administrative burdens involved.3

The Under-Inclusiveness of the
Generalizability Standard

In addition to being over-inclusive, linking the require-
ment for prospective ethics review to the definition
of research is under-inclusive because it excludes a
variety of non-research activities for which prospec-
tive review might be appropriate. As noted above, the
standard justification for subjecting HSR to height-
ened regulatory scrutiny is that research exposes some
individuals to risk for the potential benefit of others.
That conflict is not, however, unique to research; it
arises in many other activities that are not subject to
any requirement of prospective ethics review.

For example, consider the area of public health sur-
veillance, one of the activities expressly excluded from
the definition of research in the revised Common Rule.
Surveillance falls outside the definition of research
because its purpose is to provide immediate benefits to
a particular community, rather than to produce gener-
alizable knowledge for potential application to others
in the future. Thus, public health surveillance falls on
the “practice” side of the Belmont Report’s distinction
between research and practice, except that instead of
seeking “to provide diagnosis, preventive treatment or
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technique used during public health outbreaks is the
creation of “spot maps,” which identify the specific
locations in a community in which individuals known
to have been infected with the disease in question
live.? These maps can be a useful tool for identifying
patterns of transmission and developing interven-
tions, but at the same time they expose individuals
living in the identified areas to potential stigmatiza-
tion and other negative consequences (e.g., economic
boycotts or violent attacks). From the perspective of
individuals who have already been infected, the cre-
ation of spot maps involves risks that are not offset by
any potential direct benefits; it is only the uninfected
members of the community who stand to benefit from
the information that results.

A similar mismatch between risks and benefits
exists in other activities that fall outside the defini-
tion of research. For example, another example of
non-research in the revised Common Rule is schol-
arly and journalistic activities “that focus directly on
the specific individuals about whom the information
is collected.” As the preamble to the final version of
the Common Rule explains, these activities are not
research because they focus on the specific persons
about whom information is collected, without “gener-
alizing to other individuals.™° Yet, from the perspec-
tive of an individual who is the subject of a scholarly or
journalistic investigation, the fact that the information
will not be generalized in no way diminishes the poten-
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tial for harms such as privacy violations or stigmati-
zation. Moreover, while some of these activities offer
direct benefits to their subjects (e.g., an authorized
biography that results in flattering publicity), others
are unwanted intrusions that are primarily intended to
produce information for the public at large.

To be sure, there are important differences between
the activities described above and HSR. For exam-
ple, public health surveillance is a core governmen-
tal function undertaken to prevent and respond to
immediate threats to the public. In many cases, par-
ticipation in public health surveillance is mandatory;
for example, individuals typically cannot opt out of
mandatory reporting of infectious disease.* By con-
trast, research is generally considered a useful but
optional activity,*> and, with a few narrow exceptions,
individuals cannot be enrolled in research without
their informed consent.*?

However, if the rationale for prospective ethical
oversight is to provide a check on activities that expose
some individuals to risk for the potential benefit of
others — i.e., to avoid the exploitation of persons** —
it makes little sense to exclude entire spheres of activi-
ties that pose precisely this kind of risk. This does not
mean that prospective ethics review should be required
for all public health surveillance or all scholarly and
journalistic activities involving investigations of per-
sons. Just like HSR, most of these activities pose mini-
mal risks and do not warrant the considerable admin-
istrative burdens that prospective oversight involves.
What it does suggest, however, is that, the trigger for
prospective ethics oversight should not depend on
an ethically irrelevant criterion like the generalizable
knowledge standard. Instead, it should be based on
the underlying ethical conflict — exposing some indi-
viduals to greater-than-minimal risk for the potential
benefit of others. When such a conflict exists, and the
activity is conducted or supported by federal agencies,
a process of prospective ethical review is warranted,
with the specifics of the review process tailored to the
particular nature of the activity.

Conclusion

This paper has challenged the idea that the necessity
of prospective ethics review should depend on whether
activities involving human participants are “designed
to develop or contribute to generalizable knowledge.”
In addition to being inherently ambiguous, this stan-
dard bears little relationship to the fundamental ethi-
cal rationale for requiring such oversight — i.e., the
potential for exploitation that arises when some indi-
viduals are exposed to risks for the potential benefit
of others. In short, as the Common Rule is currently
configured, much of what is covered does not war-
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rant such extensive oversight, while some of what is
excluded would benefit from greater external review.
Moving away from the generalizable knowledge
standard would require a fundamental change to the
way the Common Rule operates. Rather than presum-
ing that HSR — and only HSR — requires prospec-
tive ethical oversight, Common Rule agencies would
need to identify specific types of activities in which the
individuals are exposed to greater-than-minimal risks
for the potential benefit of others, and then develop
targeted approaches to ethical review based on the
nature of the activities involved. Such a system would
obviously sacrifice the simplicity of a uniform regu-
latory standard. However, by moving away from the
current one-size-fits-all approach to ethical oversight,
it might result in a regulatory system that is better
aligned to the underlying ethical values at stake.
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