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here are increasing expecta-

tions about the potential of

medical research to produce
clinically significant benefits.
Bipartisan support for major
increases in the National Institutes
of Health (NIH) budget reflects a
view that medical research offers
potential benefits to society at
large. And the increasing public
demand to participate in clinical
research reflects expectations that
individuals can directly benefit
from research participation.® At
the same time, there is growing
concern about the adequacy of the
system of institutional review
boards (IRBs) to protect the rights
and welfare of human subjects.>
The resulting pressure to enhance
access to the most promising clini-
cal research while at the same time
ensuring that such trials are safe,
invites examination of how IRBs
assess the potential benefits of clin-
ical research.

In the wording of the Common
Rule, IRBs must determine that
“risks are reasonable in relation to
anticipated benefits if any, to sub-
jects, and the importance of the
knowledge that may reasonably be
expected to result.”3 A reasonable
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risk/benefit balance must be deter-
mined before research can be
approved, and before subjects are
offered the chance to participate.
Some research may be considered
too risky for subjects—and the
promise of benefits too tenuous—
to warrant approval even when
subjects might choose to partici-
pate. Without clear and consistent
benchmarks for assessing potential
benefits, IRBs cannot judge what
an ethically acceptable risk/benefit
ratio for any study might be.

Assessment of potential benefits
is equally important in the review
of consent forms. The Common
Rule specifies that participants in
research be provided with “a
description of any benefits ...
which may reasonably be expected
from the research” (45 CFR
46.116(3)). Without an under-
standing of what benefits meet this
standard and therefore should be
described, IRBs cannot approve
benefit descriptions in consent
forms.

Despite its importance, this
topic has received little attention in
the bioethics literature. A back-
ground paper for the National
Bioethics Advisory Commission
(NBAC) by Prentice and Gordon
illustrates how attention to risks
typically overshadows discussion
of benefits.4 The paper provides a
detailed discussion of various types
of risks—physical, psychological,



Table 1. The Sample of 43 IRBs

Characteristic

Number of Review Boards

Number of Members on all Boards

Annual Number of New Protocols Given Full Review

Number of Board Meetings per Month

Mean (Range)

3 (1-7)

31 (10-105)
340 (15-1000)
2.5 (1-9)

social, economic, and legal—but the
analysis of benefits is noticeably less
prominent and less detailed. This
asymmetry is reflected in consent
forms, which typically feature long
itemized lists of possible harms and
inconveniences, including descrip-
tions of their nature, severity, and
likelihood, but pay much less atten-
tion to benefits.5 Often consent
forms describe potential benefits in
both a cautious tone and in sparse
or vague terms, such as “You may
or may not benefit,” or “We cannot
guarantee your condition will
improve.”¢ While well intended,
these phrases may actually imply
that benefit is possible or even like-
ly—though not assured—when this
is not the case.

A major goal in the evaluation of
human subjects research should be
to bring consideration of potential
benefits to the same level of maturi-
ty that consideration of risks of
harm has attained. Describing bene-
fits with greater specificity can be
challenging, but the lack of specifici-
ty can have adverse consequences.
For example, vagueness in the
description of benefits may con-
tribute to a “therapeutic misconcep-
tion” in subjects, since the absence
of specificity in describing benefits
can lead subjects to overestimate the
likelihood of benefits, or to conflate
personal benefit for themselves with
the long-range benefits of a line of
research.”

Although accurate assessment of
potential benefits is critical if IRBs
are to discharge their responsibility
to protect human subjects, there are
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few data about how IRBs acconr
plish this task.® Given this lacuna in
the literature, we designed an empir-
ical study to explore the kinds of
potential benefits IRBs look for
when reviewing a study and how
they prioritize particular benefits.?
Our results document the hetero-
geneity that currently characterizes
IRB review of potential benefit in
clinical research, and provide clear
and compelling support for more
systematic and comprehensive atten-
tion to this issue.

Interviews with IRB
Representatives

e contacted 58 IRBs based on

criteria related to a larger
project on informed consent in gene
transfer research.'® According to the
Office of Biotechnology Activities at
NIH, the institutions had been sites
of at least one gene transfer study
between December 1998 and April
2000. We completed telephone
interviews with 43 IRB representa-
tives between December 2000 and
November 2001, a response rate of

74%." * The IRB chair was invited
to participate or, if unavailable, to
refer us to other experienced person-
nel including IRB co-chairs, vice
chairs, administrators, and board
members. The mean number of
years of IRB experience of the
respondents was 12 years, including
an average of 6 years in their cur-
rent position. The 43 IRBs varied
considerably in size and workload,
as shown in Table 1, but represent
well funded and technologically
sophisticated institutions in the
United States.

The chief aim of the interviews
was to determine how IRBs assess
benefits in general, with more specif-
ic questions about experiences with
benefit assessments in gene transfer
trials as compared with other early
phase research and with all clinical
research. Previous studies have
demonstrated that there can be sub-
stantial variation in how different
IRBs review identical protocols and
consent forms, as in review of appli-
cations for multi-center trials.'> But
we wanted to focus on the overall
framework or approach toward
benefit assessment used by a sample
of IRBs, and then assess variation in
that. We could have selected among
several methodologies. One
approach is qualitative and observa-
tional—taping and analyzing IRB
protocol discussions to evaluate ben-
efit assessments and whether benefit
is “short changed” in contrast to
risk. This would have produced rich
ethnographic data but not a suffi-

Table 2. The Benefit Question: “"What Kinds of Benefits Does Your
IBR Look for When Reviewing a Study?”

Response

Mentions Benefit to Society and Benefit to Subjects

Mentions Only Benefit to Subjects
Mentions Only Benefit to Society

Total

Frequency

35 (83%)
6 (14%)
1(2%)

42 (100%)
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cient number of cases to approach
representativeness. An alternative
approach is survey research, relying
on standardized questions with fixed
response categories. This depends
upon well-established, valid cate-
gories, which in this case were lack-
ing. After considering the strengths
and limitations of these approaches,
we opted for a hybrid approach that
combined a structured interview
with questions that had an open-
ended format and no predetermined
response categories, to allow maxi-
mum flexibility in the response.

The interview began with ques-
tions about the respondent’s back-
ground, experience with IRB work,
and characteristics of the IRB, fol-
lowed by an open-ended question
about benefit: “There are several
kinds of benefits that might be asso-
ciated with research. What kinds of
benefits does your IRB look for
when reviewing a study?” The
advantage of this approach is that
the respondents’ answers are not
restricted to choices pre-determined
by the investigator. This was partic-
ularly important, as we wanted to
know what people would say with-
out any prompting. The trade-off is
that respondents are not provided a
checklist and asked whether they
consider a particular category of
benefit in their review, and this limr
its some of our conclusions. The
other interview sections included a
series of specific questions about the
IRBs’ experiences reviewing early
phase and gene transfer research.

The 40-minute interviews were
tape recorded and transcribed, and
all identifiers were removed. Themes
were identified inductively through
close reading of the text by all inves-
tigators; response codes were devel-
oped, underwent a number of itera-
tions, and were validated by the
group. Pairs of investigators coded
answers to individual questions and
reconciled their answers. Because
coders worked with transcribed
answers to particular questions, they
were blind to both site and respon-
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dent characteristics. We used the
software program Né' 3 to help
organize the codes and analyze the
text responses.

How IRBs Think About Benefits

he question, “What kinds of

benefits does your IRB look for
when reviewing a study?” prompted
interesting and quite diverse
responses. To capture this diversity,
we created two sets of thematic
codes. The first describes the cate-
gories of benefits suggested by
respondents; in our analysis we link
these to the lexicon of benefits
defined by King, as discussed below
and reflected in Tables 2 and 3.*4
The second set of thematic codes is
more interpretive, and captures the
relative priority among these cate-
gories. Some respondents also iden-
tified specific benefits that were
deliberately excluded, either from
the IRB’s risk/benefit assessment or
from the consent form.

Categories of Benefits. The
main types of benefit categories
offered by respondents were benefits
to subjects and benefits to society.
35 respondents (83 %) reported that
their IRBs looked for both major
categories of benefit during IRB
review (Table 2). A typical response
was: “We look for direct benefit to
the subject, [and] we look for bene-
fit that might be provided by certain
kinds of information to society at
large, or to a group from which the
subject is being recruited.” Some of
these respondents mentioned both
types of benefits but discounted the
importance of one of them, or
emphasized protection from risk
rather than assessment of either type
of benefit. Most surprising, in
response to this question, seven
respondents mentioned only benefits
to subjects or benefits to society, but
not both.

Six described only benefits to
subjects. One respondent cited “the
potential for clinical outcome benefit
in the individual.” Another noted,

“Morbidity and mortality reduction,
these are all seen as benefits. With
many of our psychiatric protocols,
benefit is seen typically in terms of
better psychological stability of the
patient.”

On the other end of the spec-
trum, one respondent mentioned
only benefits to society, stating that
IRB members “look for benefit to
the community, benefit [in] future
health treatment options... when
[we] talk about benefit [we] are
looking at the greater good.”

Regardless of which categories of
benefits were mentioned sponta-
neously, when asked later in the
interview, “Is the distinction
between benefits to subjects and to
society very clear, somewhat clear,
somewhat unclear, or very unclear
to your IRB?” 33 respondents
(78%) thought that the distinction
was “very clear” to their IRB, and
another six (14 %) thought it “some-
what clear.” Only three respondents
stated that their IRB has difficulty
distinguishing between the two
kinds of benefits.

Benefits to Subjects. Forty-
one respondents (98%) reported
that when reviewing a study, their
IRB looked for benefits to subjects.
We attempted to differentiate
between responses that were non-
specific and those that were more
specific with regard to benefits to
subjects, employing King’s delin-
eation of direct benefits—those that
directly result from the experimental
intervention—and collateral benefits
(also called “inclusion benefits”)—
those that result from being included
in a study (Table 3). This was possi-
ble in some cases, but not in all.

As a consequence of our open-
ended interview format, it was
sometimes difficult to determine
whether respondents were describ-
ing direct benefits, collateral bene-
fits, or both types. For example,
“benefit to patients,” “pretty tangi-
ble benefits,” “benefit to the individ-
ual,” “personal benefit,” or “benefit
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Table 3. Kinds of Benefits to Subjects and Benefits to Society IRBs
Look for When Reviewing a Study (N=42)

Coding Category

Benefits to Subjects
Described in General Terms*

Described in Specific Terms
As Direct Benefits*

As Collateral Benefits*

Benefits to Society
Described in General Terms

Described in Both General and
Population-Specific Terms

Frequency

41 (98%)
31

14

36 (87%)
36

12

*These categories are not mutually exclusive. While a number of respondents used general
terms and/or specified direct benefits without mentioning specific collateral benefits, all the
respondents who mentioned collateral benefits also used general benefit terms and/or speci-

fied direct benefits.

in subjects’ condition” could mean
one or the other type of benefit to
subjects, or both. Because of such
ambiguities in how responses were
phrased, we did not label responses
as discussing either direct or collat-
eral benefits unless respondents
offered specific details that enabled
us to conclude that they were clearly
and explicitly describing such bene-
fits. We call attention to this inter-
pretive challenge posed by our
open-ended question methodology
because, in our view, vagueness and
ambiguity in the words respondents
used reflect a lack of standard lan-
guage to define and discuss these
benefits. In fact, we found that the
majority of “benefits to subjects”
responses were nonspecific, and
described in general terms, as indi-
cated in Table 3. Nine respondents
did offer specific details that made it
clear they were describing direct
benefits to subjects, for example,
“There are direct benefits and those
would include the possibility that
someone would actually benefit
from the intervention that was being
examined in the trial. It might be
short-term treatment, or something
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like that;” and “[We look for]
improvement of disease control,
improvement of survival, alleviation
of pain.”

Fourteen of the respondents
(33 %) offered detailed descriptions
of collateral benefits that may
accrue to subjects (Table 3). The
commonest example was the more
intense evaluation, monitoring,
attention, and follow-up received
“on study”—cited by six respon-
dents. Other kinds of collateral ben-
efits, discussed by a few respon-
dents, included greater access to
expertise (e.g., better doctors, presti-
gious institutions), free treatment,
learning more about one’s condi-
tion, psychosocial benefits from par-
ticipation, and comfort through
helping others (altruism). The fact
that only one-third of respondents
described collateral benefits, and
among them, many different kinds
were described, suggests that there is
substantial variability in IRBs’ con-
sideration of benefits to subjects
apart from those derived from the
experimental intervention.

Benefits to Society. Thirty-six

respondents (86 %) mentioned that
benefits to society were considered
by the IRB. Twenty-four respon-
dents used only general terms to
describe benefits to society, includ-
ing “generalizable knowledge,” “sci-
entific benefit,” and “benefits for
the future.” Twelve respondents
went further and also framed their
descriptions of benefits to society in
terms of specific populations of cur-
rent or future patients, such as “a
group from which the subject is
being recruited,” “future partici-
pants,” “[the] class of people with
that condition,” or “for the illness
involved, especially with respect to
children.”

Priorities Among Categories
of Benefits. Most respondents
believed that their IRBs clearly dis-
tinguished between benefits to sub-
jects and benefits to society, but
their discussions revealed that they
sometimes assigned different weight
to them. Though we did not ask
specifically about the relative impor-
tance of benefits to subjects and
benefits to society, in their responses
to the benefits question some
respondents told us that they con-
sidered one category of benefits to
be primary. Thirteen respondents
volunteered that they believed that
benefits to subjects are primary. For
example, one remarked, “[T]he
major thing that we’re concerned
about is benefit to the patient—not
benefit to science or the universe.”
Another respondent said, “We are
looking for primarily benefit to the
patient, and secondarily also benefit
to basic knowledge and to increase
medical information, but the pri-
mary benefit is actually to patients.”
One respondent was especially
emphatic on the primacy of benefits
to subjects:

Many protocols contain an appeal
to the patient’s altruism—that par-
ticipation in the protocol may con-
tribute to general knowledge—we

have come to be increasingly intol-
erant of that claim over the past
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several months, and usually will not
even allow it in the consent or will
allow it in the consent only if there
is a reasonable claim of individual
benefit also.

By contrast, eight respondents
stated that benefits to society are pri-
mary. For example, “[Gleneralizable
benefit or benefit for the future . . .
that’s obviously closely tied to scien-
tific value and so the IRB pays a lot
of attention to that package of
things.” Another respondent said,
“So little benefit ever really accrues
to the individual...we’re interested in
the social impact of the research,
whether the new drug that we’re
studying or the new procedure we’re
studying really will benefit a popula-
tion of need.”

Those who viewed benefits to
subjects as primary seemed to equate
research with providing the best
patient care. Conversely, those who
viewed benefits to society as primary
seemed to want to distance their
analysis from any consideration that
research could improve the health of
current subjects. We were impressed
by how deeply these perspectives
diverged.

Responses to our benefits ques-
tion included not only comments on
the kinds of benefits IRBs look for
when reviewing a study, but also
what they proscribe. For example,
when discussing collateral benefits,
four respondents said their IRBs pro-
hibited a consideration of any collat-
eral benefits. One said, “I do not
think that free office visits or free
medication for six months or a year
is a benefit. We won’t even allow
that to be considered.” Another stat-
ed that “often an investigator will
say ‘well the benefits are that they’ll
get much better monitoring than
they would if they were just getting
clinical care,” and again ... the inves-
tigator has no basis in fact for mak-
ing that claim, so we do not allow
that as a benefit either.” Some
respondents also reported a reluc-
tance to allow specific discussion of
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direct benefits in consent forms: “We
have argued over the adjective to
include, such as ‘remote’ chance of
benefit, and we basically have over
time recognized that it’s impossible
to quantitate these levels of benefit.”
Such proscriptions reflect views
about benefit assessment that merit
further attention and analysis.

Finally, and perhaps not surpris-
ingly, we found that even when
asked about review of benefits, some
respondents were apt to focus on
risk. According to one respondent,
risks are often easy to see, and his
committee “struggles to come to
terms with what sort of benefits
might be expected, given the obvious
risks.” Other respondents stated that
their weighing of risks and benefits
differs significantly according to the
types of benefits anticipated, distin-
guishing, in particular, between bene-
fits to subjects and benefits to socie-
ty: “we accept a higher degree of risk
if the benefit is to the individual than
we would if the benefit were only to
society.” In fact, a few respondents
thought that benefit assessment was
tangential to their chief task, stating,
for example,

“Our principal interest is more a
question of minimizing risks as
opposed to defining the benefits.”

“As far as benefit to the individ-
ual, frankly, given the limited benefit
offered by most of these things ... I
think the IRB takes more of a ‘do no
harm’ approach than looking for
active benefit, because to look for
active benefit you’d be hard put to
find any.”

“Our IRB usually doesn’t look at
benefit because you can’t assume a
benefit, what you have to assume is
that it’s safe, that it’s not going to
hurt the patient. And if you get a
benefit out of it, well that’s a plus.”

Why Diversity in Benefit
Assessment Can be Risky

ur findings suggest that there is
a great deal of heterogeneity in
how IRBs consider benefits in

research. When asked an open-ended
question—"What kinds of benefits
does your IRB look for when review
ing a study?”—respondents
answered in ways that were varied
and, at times, vague and challenging
to interpret. Most respondents men-
tioned both benefits to subjects and
benefits to society, but a few men-
tioned only one or the other.
Although almost all respondents
indicated that their IRBs give consid-
eration to benefits to subjects, very
few indicated the specific dimensions
of such medical benefits that they
might consider, for example, their
nature, likelihood, magnitude, or
duration. These dimensions have
become a routine part of assessing
risks of harm. Moreover, respon-
dents were far more specific about
the kinds of collateral benefits that
their IRBs considered than about the
dimensions of direct medical bene-
fits, or how those dimensions could
be weighed and assessed.

When discussing nonspecific
descriptions of direct benefit in con-
sent forms some respondents cited a
desire not to mislead potential sub-
jects with unwarranted optimism.
Yet it is also reasonable to argue that
increased specificity in the descrip-
tion of direct benefit, including not
only its anticipated nature but also
its magnitude, likelihood, and dura-
tion, could promote realism rather
than optimism by describing very
limited expectations. Such a descrip-
tion could inform potential subjects
not only more fully but more accu-
rately than can general and nonspe-
cific references to potential benefit
from the experimental intervention.
Thus it is possible that less generic
language to describe reasonably
expectable direct benefits may be
morally preferable—and may also
help to distinguish even more clearly
between benefits to subjects and ben-
efits to society in clinical research.

Interestingly, respondents often
used quite specific language when
discussing societal benefits, identify-
ing disease populations or individual
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patients who would be the ultimate
beneficiaries of a line of research.
This tendency to personalize societal
benefit may be appropriate, but it
also can be morally hazardous if
incorporated into consent forms.
The emotional appeal of “identified
lives” over “statistical lives” is well
known.' s The practice of identifying
specific populations as beneficiaries
should be tempered by recognition
that the path leading from a
research project to the ultimate ben-
eficiaries may be long and difficult.
Making the path seem short or
unproblematic may also engender
unwarranted optimism and thus
mislead potential subjects. ¢ While
investigators are naturally enthusias-
tic about the potential for benefit to
subject populations, IRBs must be
vigilant in moderating this enthusi-
asm about future beneficiaries, just
as they should be about the poten-
tial for direct medical benefits to
research participants. The use of
impersonal and more generic lan-
guage to describe intended societal
benefits is sometimes both more
accurate and ethically more tenable.

It would be wrong to conclude
that because many of our respon-
dents did not volunteer the types
and dimensions of benefits in
response to our open-ended ques-
tions, their IRBs never consider
them. Nevertheless, it was clear
from the diversity and lack of speci-
ficity in responses that many IRBs
do not have well-formulated, stan-
dard language for benefit assess-
ment, at least nothing like the care-
ful delineation that typically guides
risk assessment.

Similarly, our results document
diverse approaches to prioritization
between benefits to subjects and
benefits to society. We were espe-
cially surprised to find that some
IRBs do not consider benefits to
society an important component in
their risk/benefit calculations about
clinical research. Given the empha-
‘sis on local review established in the
federal regulations, as well as dis-
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similarities in the kinds of studies
reviewed by different IRBs, some
differences are to be expected. Yet
some of the heterogeneity we found
seems lodged not in IRBs’ experi-
ences with different types of proto-
cols but in differences in the basic
understanding of their mission.
Each research project will necessari-
ly require its own particular benefit
determination, but our study was
concerned with the general
approach to benefit issues undertak-
en by IRBs. If there were a strong
normative consensus across IRBs
about how to categorize and assess
benefits, it would have been readily
apparent in a relatively homoge-
neous set of responses. Instead we
found wide variation and a lack of
consensus on very basic questions.
This finding invites the interpreta-
tion that benefit assessment is not
well conceptualized and is often ad
hoc, rather than standardized and
systematic.

Why is this finding important?
One concern might be that when
benefits are unevenly assessed or
poorly defined by IRBs, especially if
potential benefits are overestimated,
subjects may be exposed unneces-
sarily to risks, or exposed to greater
risks than warranted. Yet given the
careful attention devoted to risk
assessment by IRBs, this outcome,
though possible, seems unlikely.

However, the lack of specificity
in language and diversity in
approaches in assessing benefits
may confound IRBs’ capacity to
balance risks of harm accurately
and realistically with potential bene-
fits. When assessments of risks and
benefits are asymmetrical—with one
assessment undertaken thoroughly,
reliably, and specifically, and the
other undertaken vaguely and
incompletely—IRBs cannot accu-
rately gauge a “reasonable balance”
for their own research review. Nor
can they determine whether the con-
sent process is adequate, or whether
consent forms contain the appropri-
ate information subjects need for

informed choices. Thus although
variable and incomplete benefits
assessments might in some cases
increase the potential for physical
harms to subjects, our sense is that
the greater jeopardy is to IRBs’
appropriate fulfillment of the full
range of their duties, including pro-
motion of subjects” autonomy
through a thorough consent process.

As one of the first attempts to
document and describe how IRBs
understand benefit, this study is nec-
essarily exploratory and inductive.
Nevertheless, we believe that the
diversity of responses to the benefits
question is significant. Our small
sample precludes us from drawing
conclusions about the prevalence of
different approaches, but it does not
affect our findings about the variety
of approaches. Even with a larger
sample of IRBs, it would not be
possible to find less diversity than
we found. Thus the diversity of
approaches we have documented
should be considered a minimum.
Furthermore, our sample of IRBs,
drawn from those that oversee gene
transfer research, is representative of
the most experienced scientific insti-
tutions in the United States, operat-
ing at the cutting edge. If these IRBs
exhibit such a wide range of lan-
guage and approaches to the review
of benefit in clinical research, then it
is unlikely that a wider pool of IRBs
would reflect either greater specifici-
ty or clearer consensus.

Conclusion

ver the past 50 years enormous

strides have been made in pro-
tecting the rights and welfare of
human subjects in clinical research.
This historical trajectory is especial-
ly reflected in the careful and
sophisticated discussions of risks of
harm from research that now char-
acterize IRB reviews and appear in
consent forms.

Assessment and discussion of

potential benefits in clinical research
is, however, underdeveloped.
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Addressing benefit issues and provid-
ing reliable standards and common
tools for assessment is particularly
timely; it will be increasingly impor-
tant in the future as greater numbers
of patients are enrolled in clinical tri-
als. The tasks ahead are both
descriptive and normative. The
descriptive task is additional empiri-
cal studies to provide a more comr
prehensive picture of how IRBs deal
with potential benefits. The concep-
tual task is one of defining and clari-
fying the critical elements that
should be included in every benefits
assessment.
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Amoroso, Paul J. and John P.
Middaugh. “Research vs. public
health practice: when does a study
require IRB review?” Preventative
Medicine 36 (2002): 250-253. ® The
authors argue that the creation of a
new set of guidelines that clearly dif-
ferentiates public health practice
from research would clarify and
explicitly identify what manner of
activities require IRB review. This
would both avoid confusion and
conflict, as well as strengthen over-
sight systems such as the Code of
Federal Regulations, Title 45 Part 46
which regulate when IRB review of
research projects involving human
subjects is necessary.

Jubb, AM. “Palliative care
research: Trading ethics for an evi-
dence base.” Journal of Medical
Ethics 28 (2002): 342-346. ® Given
that good medical practice with
dying patients requires evidence of
effective palliation, the author con-
cludes that focused, palliative care
research should be conducted. The
arguments against research in the
palliative setting are reviewed and
rejected. The author contends that
patient heterogeneity, the dynamic
nature of dying, and the relative
risks and benefits of different modes
of research investigation demands a
more nuanced approach to research
with dying patients than the tradi-
tional one that conceptualizes pallia-
tive care research as a conflict
between needs and values. The ethi-
cal principles of research should be
applied to the palliative setting so
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improve care for dying patients.
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(2003): 102-107. ® The authors
review federal regulations pertaining
to research with children to deter-
mine whether the regulations permit
researchers to conduct placebo-con-
trolled trials with pediatric subjects
and under what conditions. After
analyzing the regulatory risk-benefit
categories and the potential risks
and benefits of placebo interven-
tions, the authors conclude that a
trial may include a placebo control
when the placebo intervention (1)
poses minimal risk to subjects, (2)
poses greater than minimal risk
while offering subjects the prospect
of direct benefit from its use that jus-
tifies the risk, and is at least as
favorable as alternative interven-
tions, or (3) poses no greater than a
minor increase over minimal risk
with no prospect of direct benefit, if
it is likely the study will produce
knowledge that is of vital impor-
tance to the condition or disease of
child subjects.

Sharav, Vera Hassner. “Children
in Clinical Research: A conflict of
moral values.” American Journal of
Bioethics 3 (2003): InFocus. ® The
author provides several case studies
of research with children as a lens
through which to examine the cul-

Gelsinger died in a gene transfer trial at the
University of Pennsylvania in September,
1999. Whether Gelsinger thought he might
directly benefit from the trial is uncertain, but
it is clear that he believed infants with the dis-
ease being studied—ornithine transcarbamy-
lase deficiency (OTC)—would benefit. In a
tragically prescient statement, Gelsinger is
reported to have said before he left home in
Arizona to enroll in the trial in Philadelphia,
“What’s the worst that can happen to me? I
die and it’s for the babies.”

tural and financial dynamics that
shape the pediatric research enter-
prise. The evolution of federal regu-
latory policy governing research
with children is examined, as are
various codes of research ethics. The
author concludes that children have
increasingly been exposed to experi-
mental risk without deriving benefit
from research participation while
research benefit more often accrues
to commercial sponsors, researchers,
and institutions. Recommendations
are offered for federal legislation,
ethical standards, and IRB policies
that will enhance protection to child
subjects and foster greater trans-
parency and oversight of research
with this population.

Participants in the 2001
Conference on Ethical Aspects of
Research in Developing Countries.
“Fair benefits for research in devel-
oping countries.” Science 298
(2002): 2133-2134. ® The authors
argue that a framework of Fair
Benefits is a preferable alternative to
the more accepted theory of
Reasonable Availability to avoid the
research exploitation of developing
countries. A system of fair benefits
would include (1) benefits to the
participants during the research, (2)
benefits to the population during the
research, (3) benefits of the popula-
tion after the research, (4) collabora-
tive partnership with the population,
and (5) transparency of benefits
agreements and community consul-
tations.
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