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Trust

The Fragile Foundation of
Contemporary Biomedical Research

by Nancy E. Kass, Jeremy Sugarman,
Ruth Faden, and Monica Schoch-Spana

It is widely assumed that informing prospective subjects
about the risks and possible benefits of research not only
protects their rights as autonomous decisionmakers, but
also empowers them to protect their own interests. Yet in-
terviews with patient-subjects conducted under the auspices
of the Advisory Committee on Human Radiation Experi-
ments suggest this is not always the case. Patient-subjects
often trust their physician to guide them through decisions
on research participation. Clinicians, investigators, and IRBs
must assure that such trust is not misplaced.

|

n addition to its investiga-
I tion of research conducted

in the past, the Advisory
Committee on Human Ra-
diation Experiments also examined
the current status of research with hu-
man subjects to ensure that research
today and in the future be conducted
in accord with the highest ethical
standards. To that end, the Advisory
Committee conducted three projects
that examined contemporary human
subjects research. Among these was
the Subject Interview Study, a project
that enrolled almost 1,900 outpatients
nationwide to determine their expe-
riences with and attitudes about re-
search.' Approximately one hundred
of the patients who enrolled in this
study and reported having personal

Nancy E. Kass, Jeremy Sugarman, Ruth Faden,
and Monica Schoch-Spana, “Trust: The Fragile
Foundation of Contemporary Biomedical Re-
search,” Hastings Center Report 26, no. 5 (1996):
25-29.

experience in medical research were
interviewed a second time and in
greater depth to gain further insight
into their reasons for participating
and their understanding of the re-
search enterprise. This paper de-
scribes the findings from these inter-
views and their implications for con-
ducting ethically sound research with
human subjects.

These in-depth interviews were con-
ducted at fourteen institutions across
the country, including academic re-
search institutions, Veterans’ Affairs
hospitals, community hospitals, and
federal government hospitals. Pa-
tients were recruited from the wait-
ing rooms of medical oncology, ra-
diation oncology, and cardiology out-
patient clinics at each of the partici-
pating institutions. During interviews,
which averaged forty-five minutes, pa-
tients were asked to describe the re-
search project in which they were en-
rolled, how they had learned about
it, how they had decided to partici-

pate, consent procedures, how they
felt about the experience, and how
they felt about research more broadly.
Interviewers encouraged respondents
to speak freely about each topic and
also to raise additional topics that
were of relevance to their experience
in medical research.”

Of the 103 patients who were inter-
viewed, there were almost equal num-
bers of women and men. Patients
tended to be Caucasian (74%), to be
high school but not college graduates
(52%), and to have private health in-
surance (65%). Participants also were
significantly more likely to be in re-
search evaluating a therapy (65%),
than in survey research or studies
evaluating a diagnostic test. In this re-
port, we will focus predominantly on
the experiences of patients enrolled
in therapeutic research.

Why Patients Become Subjects

Many factors influenced patients’
decisions to participate in research.
And as one might expect, those in
therapeutic research cited different
reasons for participating than did
those in other types of research.
Among the more prominent motiva-
tdons for subjects enrolled in thera-
peutic research was a sense that the
experimental intervention was better
than any existing alternative, and in-
deed offered some hope of personal
benefit.” Patients made comments
such as, “If there’s something new
on the market that might be better
than the traditional program they’ve
been using, why not try it?” (Subject
333208-7), or “I was more interested
in something more advanced and po-
tentally better” (443247-2).

The theme of hope was often wed-
ded to despair. For many patients, re-
search came after they had tried
other standard or experimental inter-
ventions and either had exhausted
those treatments’ effectiveness or had
experienced little benefit at all. Often,
they viewed the investigational “treat-
ment” as a last hope for improvement
or amelioration of their conditions.
As one respondent said, “Well, what
was driving me to say ‘yes’ was the
hope that this drug would work . . .
When you reach that stage . . . and
somebody offered that something
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that could probably save you, you sort
of make a grab of it, and that’s what
I did” (332250-0). Less typical were
the comments of one respondent
who said, thoughtfully, “You don’t
know what that cancer’s gonna do.
God, I don’t . . . think anybody can

Such reflexive decisionmaking re-
garding research is indicative of the
immense trust that patients placed in
their physicians; participating in re-
search was simply the right thing to
do if their doctor recommended it
“There’s not a lot that you can con-

These stories suggest that the current emphasis in re-
search ethics on analyses of benefits and risks and on
subjects’ autonomous decisionmaking is insufficient.

guarantee you any benefits” (552126-5).
Clearly, many patient-subjects hope
for personal benefit when they enroll
in research, hope that this interven-
tion might offer them longer life, less
pain, or fewer symptoms.

Yet many participants who had
tried other interventions without suc-
cess felt more that there simply were
no alternatives left. They charac-
terized the decision to participate as
a matter of little choice: “My doctor
told me if I do not take the drug, in
a couple of months I [will] die. So, I
had no choice. Who wants to die? No-
body” (333215-2). Similarly, one pa-
tient said, “Well, he [the oncologist]
said he’d already been through every-
thing he knew what to do. He would
try to keep me as comfortable as he
could. That’s when he told me about
this new treatment. I told him we
would try it” (443250-6). One respon-
dent said, “They didn’t pressure me,
but I felt pressure because there isn’t
anything else” (334110-4).

Physicians’ recommendations were
also powerful factors influencing pa-
tients’ decisions to become research
subjects. The comments of two re-
spondents are typical: “My personal
reasons [for enrolling] were because
I was advised to do it” (835227-5);
and, “He asked me if I wanted to go
on it, and I said ‘If it’s what you think
1 should do, yves, because you know
more about it than I do.” . . . [H]e
said, ‘I think it would be a good idea
to try it’” (5522644).

trol when you're sick, so you have to
rely on your doctors . . . if he suggests
that you should go into a research
project, I think you should really take
his advice or her advice . . . because
if you take the time to get yourself a
good doctor and they’re involved in
research, they would never steer you
wrong” (552244-6). Perhaps the most
extreme comment along these lines
was from a respondent who described
her doctor’s role in her decision to
participate, “Oh, I love that man. He
has kept me alive and I obey him and
I do what he tells me to do” (114217-3).

Patients also placed a good deal of
trust in the hospitals in which they
were receiving care. Their belief was
that if you come to the right place,
you get whatever is the best available
treatment. You can frust that if they’re
conducting this research at that hos-
pital, it must be state-of-the-art. “I
think I've got the best treatment
down there at [named hospital]. I
don’t think I could get any better”
(333208-7). Similarly, “If it’s not
through [named hospital], I wouldn’t
touch it” (442304-2).

Finally, respondents expressed trust
in the research enterprise as a whole.
There seemed to be a widespread be-
lief that checks and balances were in
place, and oversight ensured that no
harms could be done. For instance,
one respondent said, “They know
what they’re doing. They wouldn’t
have you do this if they didn’t know
what they were doing” (332324-3);

and “I do not feel like the drug would
be on the market if it were going to
harm me, and if it would help in any
way . . . I'm very willing to participate
in this and perhaps other studies”
(443241-5). Perhaps the most blatant
expression of this trust was the patient
who said, “I don’t believe they would
offer me anything that isn’t beneficial
to me, in my condition” (221106-8).
Much more unusual was a patient
who believed he should be more in
charge of his own treatment deci-
sions: “I sort of take my own treat-
ment in my head and tell them that
I'm his client. It's not the other way
around” (552143-0).

Comments about the consent proc-
ess underscored the importance of
trust in the experiences of these pa-
tients. Many participants expressed
that their decision to participate had
been made before they had been
given the consent form to sign. They
knew they wanted to participate, they
trusted that it was right, and the de-
tails described in the form were not
particularly relevant. “[T]o me, they
are the doctors, and once I had got-
ten those doctors and I trusted them

. . it was pretty much up to them. I
wanted to know what I was going to
be going through as far as what to
expect . . . but a lot of the litde nitty-
gritty detail, I did not even want to
know” (114250-4). Even those who
tried to understand what they were
being given to read about the study
expressed a similar feeling: “I read
some of the literature and it didn’t
mean a hill of beans to me because
I didn’t know anything about medical
science but, like I say, if it’s to help
me, I'll go in” (332324-3). Patients as-
sumed that they need not pay atten-
ton to what was written in a consent
form, or suggested that although the
form was not particularly readable, it
did not matter because they knew
they wanted to participate in research
regardless.

This belief seems to hinder the ade-
quate fulfillment of the informed
consent process, however. The com-
ment by one patient-subject that
when offered the possibility of being
in a medical research project, “‘you
make a grab for it” is quite revealing.
The stories these patient-subjects told
about why they decided to participate
in research suggest that the current
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emphasis in research ethics on analy-
ses of benefits and risks and on sub-
jects’ autonomous decisionmaking is
insufficient. The paradigm must be
enriched with a sensitivity to the pro-
found trust participants place in re-
searchers and the research enterprise.

The Significance of Trust

The concept of trust has been ad-
dressed in the literature in reference
to the phy51c1an panent relationship
both generally,* and in the specific
context of research.” Edmund Pelle-
grino suggests that trust is essential
to all human relanonshlps and func-
tions to reduce complexity.’ On Pelle-
grino’s view, a climate of mistrust—
that might ensue if violations of trust
are experienced—cannot sustain it-
self. He notes, “We must trust that
our vulnerability will not be exploited
for power, profit, prestige, or pleas-
ure” (p. 73). He also claims that pa-
tients only should entrust to doctors
that piece of their “good” that is
medical:

Medical good is only one of the
components of the complex no-
tion of patient good . . . patients
should not entrust to the physi-
cian the responsibility for deter-
mining the totality of their good,
fand] physicians must not as-
sume they are entrusted with
such a broad mandate. (pp. 80-82)

This is particularly relevant in the re-
search context since there are many
nonmedical consequences to being in
research. Changes in quality of life,
interference with work or home life,
and demands on a patient’s time all
can contribute to what constitutes the
patient’s overall “good.”

Annette Baier asserts that when
trust exists, harm as well as good can
result: “Not all the things that thrive
when there is trust between people

. are things that should be encour-
aged to thrive . . . There are immoral
as well as moral trust relationships.””
To the extent that patients’ vulner-
abilities are taken advantage of in re-
search—even as a result of wellinten-
tioned inaccuracies in descriptions of
the research or exaggeration of the
likelihood of benefit—the boundary
into an “immoral” trust relationship
has been crossed.

Investigators face extraordinary chal-
lenges in maintaining their integrity.
If desperate patients come in search
of help, and an investigational inter-
vention is available that is targeted for
their condition, it is very difficult to
present information about the risk
and value of that intervention without
in some way stimulating patients’
hope. Yet there is a morally critical
fine line between allowing or even en-
couraging a patient’s hope because of
the beneficial value hope itself can
provide and misleading the patient to
a point where hope is raised inappro-
priately and harms are created.

Respecting this line necessitates un-
derstanding the difficulties in distin-
guishing medical research from treat-
ment. For many of the patients inter-
viewed in this project, medical re-
search and medical treatment were
closely connected. On the one hand,
respondents seemed to be quite ca-
pable of distinguishing which inter-
ventions were associated with the re-
search, separate from their regular
clinical care. Similarly, they were clear
in pointing out what the unique goals
of a research intervention are, assert-
ing, for example, that “[Research is]
the only way advancement is made in
the medical field . . . [I]t’s gotta be
done at some point in time on hu-
man beings” (551334-6). Such state-
ments suggest that respondents rec-
ognize that the goal of research is to
help society broadly, while the goal of
medical care is to advance the best
interests of the individual patient.

Through further discussion, how-
ever, it was evident that most respon-
dents, while able to articulate the
broad goals of research, viewed their
own participation as simply another
treatment option. One respondent,
when asked to describe her research
experience, replied, “I think of it as
a means of treating what I have”
(335227-5). Another’s comments sug-
gested a similar belief, “[participating
in research] was through necessity . . .
The thought never entered my mind
that I would withdraw from this pro-
gram” (553215-5).

Such results ought not to be sur-
prising perhaps, given the docu-
mented tendency of some physicians
to inflate the potential benefits of
research interventions. In one study,
virtually all physicians thought their

patients would benefit from investi-
gational treatments, and 43 percent
said they had “no doubts at all about
benefits of treatment” despite a state-
ment in the consent form that benefit
could not be assured.” In another
study, physicians consistently overesti-
mated the likelihood of benefit from
clinical trials.’

Nevertheless, altruism clearly also
played a role in respondents’ deci-
sions to participate. Although for
some altruism seemed to be their pri-
mary motivator, for most others it was
just a component of their overall de-
cision. For example, some respon-
dents conveyed that while they were
hoping for personal benefit, it could
not be guaranteed, and that at least
good would come to someone else as
a result of their havmg participated.
As one remarked, “I was hoping, if
not for me, at least something for the
next people coming along” (223212-2).
Another respondent who had a he-
reditary condition was quite deliber-
ate in wanting to join an effort that
might help others in the future:

because if it’s hereditary and it
sure seems [to be] in my situ-
ation . . . I'm concerned about
my daughter. I’'m concerned
about her kids, and [it] goes on
and on and on . .. {W]ithin my
generation I've had three cousins
die of the same thing (221240-5).

Another respondent indicated that
her own approach to research had
changed as her illness had pro-
gressed:

[1]t will never cure me . . . I'll be
dead in the next couple of years

.. but if they can find something
that can save someone else [I'll
be happy] . . . I don’t have the
expectations that . . . I did . ..
seven or eight years ago . . . I'm
realistic. It might help. It might
not. But, you know, they’re going
to find out something that’s go-
ing . . . to help somebody else
and you have to think of it that
way (335213-5).

Still others viewed participation as al-
most a civic responsibility. “I feel like
[participating in research] is a moral
obligation as a citizen. You put back
into your community” (443218-3).
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Not surprisingly then, patients con-
ceptualize research participation in
quite complex ways. On the one
hand, patients described themselves
as sincerely motivated to help others,
while, on the other, they suggested
that they would not have participated

benefits. That is, research should not
be presented simply as a new inter-
vention with possibilities for benefi-
cial effects, but as an intervention
with little evidence suggesting wheth-
er effects will be beneficial or harm-
ful. In the end, physicians, even with

Clinicians should be mindful of the tremendous in-
fluence they have over their patients, given that the
mere suggestion of enrollment in research by a patient’s
personal physician was interpreted by many patients to

be an endorsement.

on that basis alone. Most patients
were aware of the broader stated
purpose of research and could discuss
research as an endeavor that advances
science and helps future patients; yet
patients also expressed that they
would not have joined if they had not
believed that some personal benefit
might result as well.

Implications for the Conduct
of Research

These findings have significant im-
plications for individual clinicians, in-
vestigators, and those who evaluate
and regulate clinical research. Clini-
cians should be mindful of the tre-
mendous influence they have over
their patients, given that the mere
suggestion of enrollment in research
by a patient’s personal physician was
interpreted by many patients to be an
endorsement. This is not to suggest
that, absent certainty (which obvi-
ously is an impossibility), physicians
should not offer patients options, in-
cluding research participation; but
physicians should be sensitive to the
extraordinary power of their remarks.
If research is one in a series of options
for a patient, and research offers a
possibility of benefit, but a minuscule
one given existing evidence, then that
intervention should be described in
a manner that is consonant with a re-
alistic portrayal of these risks and

the best of intentions, do their pa-
tients a disservice if they are inaccu-
rate in their portrayal of what it
means to be a subject of research.

Investigators, on the other hand,
should make it clear that their pri-
mary loyalty is to future patients.
While investigators also unequivocally
have an obligation to minimize harm
to subjects and to respect their wishes,
patients who enroll as research sub-
jects must understand this shift in loy-
alties that is inherent to the role of
investigators, in contrast to that of pa-
tients’ personal physicians.

So too those who oversee research
should be humbled by the trust pa-
tient-subjects have in the research en-
terprise and should continue to do
their best to live up to that trust. The
findings of the Subject Interview
Study are a cogent reminder for in-
stitutional review boards (IRBs) to
take seriously their responsibility to
review research on subjects’ behalf,
and not to allow research to be ap-
proved with the assumption that pa-
tient autonomy and informed con-
sent will provide sufficient protection.
Patients assume that research into
which they enter is safe, trusting that
the research enterprise protects them
from harm. They often do not read
consent forms carefully because they
assume that someone else has scruti-
nized the risks and benefits on their
behalf. These findings suggest that a

paternalistic stance of IRBs not only
is warranted, but is expected.

IRBs should also take measures to
assure that investigators do not over-
represent the benefits of research and
that all consequences of the research
that relate to the patient’s “good” be
explained. For example, when review-
ing consent forms for Phase I re-
search, IRBs should strike out com-
ments suggesting the likelihood of
personal benefit to participants. Such
actions send a clear message to in-
vestigators, and those potential par-
ticipants who choose to read these
forms, about the investigative nature
of such trials. Similarly, IRBs should
assure that potential subjects are pro-
vided with information about the du-
ration of the trial, any associated dis-
comforts, and information concern-
ing how the trial could affect their
ability to function in daily life.

It is essential to recognize that the
trust which patientsubjects place in
their physicians and the research en-
terprise is likely to be quite fragile. As
Sissela Bok has written, “It is far hard-
er to regain trust, once lost, than to
squander it in the first place.”’ Ex-
amples from the past highlight that
abuses of human subjects have a last-
ing and devastating effect not only on
individuals’ trust of biomedical re-
search, but also on entire communi-
tes.""

Human subjects research allows sci-
entific and medical progress to move
forward, which is in the best interests
of all of us. To be entrusted with the
authority to conduct human subjects
research is a privilege. Yet only through
vigilance and humility will we as in-
vestigators be able to live up to the
trust that is placed in us; and only if
that trust is deserved can the research
enterprise survive.
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