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“Cluster randomized trials,” in which groups of patients are randomly assigned to different

therapeutic interventions, provide a powerful way of evaluating drugs. CRTs have not been widely used, in

good part because of concerns about whether patients must give informed consent to participate in them. A

better understanding of how CRTs fit into clinical practice resolves the concerns.

every year in medical journals, many questions

remain about the best pharmaceutical treatments
for common chronic conditions. In the absence of
solid evidence about effectiveness, patients and clini-
cians base treatment decisions on an assortment of
other factors—conventional wisdom, personal expe-
rience, advertisements, and cost. Partly for this rea-
son, treatment regimens vary substantially from clin-
ician to clinician, practice to practice, and region to
region.

To make grounded recommendations about treat-
ment regimens and to make the best use of the
money we spend on health care, we need more in-
formation about how drugs compare against each

In spite of the thousands of articles published
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other under the conditions of actual use. New med-
ications, however, are typically tested against placebo
rather than against existing therapies, and clinical tri-
als providing direct comparisons of two or more
medications are rare. But head-to-head comparisons
are crucial. For example, before the Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart At-
tack Trial (ALLHAT), angiotensin-converting en-
zyme (ACE) inhibitors and calcium-channel block-
ers were widely believed to be a more effective initial
therapy than thiazides for hypertension. The ALL-
HAT findings demonstrated that chlorthalidone, an
inexpensive thiazide, was as efficacious as amlodip-
ine, a calcium channel blocker, or lisinopril, an ACE
inhibitor, for initial therapy of hypertension.!

The ALLHAT study has had a major impact on
the management of hypertension. But it also illus-
trates that although randomized controlled trials
(RCTs) are the gold standard in clinical research, the
costs in both time and resources can be prohibitive.
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The study lasted eight years and cost
over $80 million.

Conventional randomized trials
often have two additional draw-
backs—their results cannot be gener-
alized to the broad population, and
they do not provide information
about performance under real-life
conditions.? Their generalizability to
the intended target population is usu-
ally not known because the subjects
are typically selected from a nonrepre-
sentative subset. Patients with comor-
bidities, patients taking other medica-
tions, children, the elderly, pregnant
women, and many others are typical-
ly excluded from conventional ran-
domized trials. Also, the process of
obtaining informed consent can over-
load the study population with peo-
ple to whom the study can be de-
scribed readily. These individuals may
be more adherent to therapy or may
differ in other ways from the general
population. Finally, researchers tend
to locate randomized trials in settings
believed to deliver high quality care,
and they devote substantial resources
to ensuring that the interventions are
prescribed as intended and that ad-
herence is good. Because of these fac-
tors, conventional randomized trials
typically address “efficacy” (perfor-
mance in subjects most likely to re-
spond favorably under optimal treat-
ment conditions) rather than “effec-
tiveness” (performance under real-life
conditions). A prominent clinical epi-
demiology textbook ends its discus-
sion of randomized controlled trials
with this comment: “Because of the
high degree of selection in trials, it
may require considerable faith to gen-
eralize the results of clinical trials to
ordinary practice settings.”>

The research methodology of clus-
ter randomized trials (CRTs) offers a
cost-effective approach to comparing
the effectiveness of commonly used
drugs in representative groups of indi-
viduals. In CRTs, groups of people
rather than individuals are random-
ized with regard to an intervention.
The methodology has been widely
used to evaluate the impact of public
health interventions, like community
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health education, and medical man-
agement strategies, like early treat-
ment of sexually transmitted diseases
to reduce HIV transmission in
Africa.* The size of the clusters that
are randomized typically ranges from
single practices to entire communi-
ties.”

Although cluster randomization
has been applied to the study of pre-
scription drugs—as in comparing two
different forms of potassium supple-
ments by randomizing pharmacies to
dispense one or another formula-
tion—the methodology has not been
widely used for this purpose.® To our
knowledge, the reasons for this have
not been addressed systematically. We
believe several factors contribute, in-
cluding the traditional focus of the
clinical trial enterprise on efficacy
rather than effectiveness, the lack of
financial support for comparative ef-
fectiveness trials, the small number of
organizations with sufficient infra-
structure to facilitate such trials, and
concerns about the ethics of cluster
randomization and the need for indi-
vidual informed consent.

In principle, CRTs could provide
information about comparative effec-
tiveness for two commonly used
agents—drug A and drug B—if one
cluster (which might consist of a
practice, a delivery system, a health
plan, a payor, a purchaser, or other
entity that affects care for a group of
patients) gave preference to A, while
another cluster gave preference to B.
CRTs could be especially advanta-
geous if implemented in the context
of health plans that have extensive in-
formation on members, treatments,
and clinical outcomes, together with
an existing research infrastructure.

To investigate the potential for
conducting CRTs at health plans, we
carried out a muldisite study to can-
vass views about CRTs among pa-
tients, providers, purchasers, and
health plan leaders. The study was
conducted in the context of the
HMO Research Network Center for
Education and Research in Therapeu-
tics. Eight sites participated. The
HMOs associated with these sites

serve geographically and ethnically di-
verse populations with a broad age
range and have a combined popula-
tion of over six million members.
This article draws on (1) research
ethics literature, (2) a discussion of
CRTs at the Harvard Pilgrim Health
Care Ethics Advisory Group,” and (3)
interviews with health plan leaders,
physicians, and patients. The goal is
to discuss the ethical dimensions of
CRTs and offer guidance to health
plans, institutional review boards,
clinicians, and funders who are con-
sidering this kind of research.

Here is a brief description of the
form of comparative effectiveness
CRT whose feasibility we investigat-
ed: A and B are widely used treat-
ments for a common condition.
While clinicians and patients may
have preferences for one or the other,
by Freedman’s well-known criteria a
state of clinical equipoise exists with
regard to A and B—in other words,
“there is no consensus within the ex-
pert clinical community about the
comparative merits of [A versus B].”8
In order to gain information about
the relative effectiveness of A and B,
several health plans agree to partici-
pate in a CRT. Some health plans will
favor A; the others will favor B.
“Favor” means that unless clinicians
have specific reasons for choosing the
nonpreferred agent, they will use the
preferred one. The health plan data-
bases will be used to follow patterns
of side effects, medication changes,
and clinical outcomes.

This intervention does not require
all individuals to receive the treat-
ment to which their group is as-
signed, only that the fractions treated
with A and B in the two groups differ
by a substantial amount. Such separa-
tion allows estimation of population-
level difference in outcomes, which
can inform overall treatment strate-
gies (“in general, A and B yield simi-
lar outcomes,” or “in general, people
treated with A fare better”). This form
of cluster randomization does not ad-
dress the question of whether the
overall result is true for subsets, par-
ticularly those for whom clinicians
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A CRT asks the physician to prescribe the preferred agent unless she wishes to prescribe

the alternative. There is nothing in this chain of steps that is inherently different from

ordinary practice. There is no “experiment.”

preferentially override the cluster ran-
domization.

Findings from the Research
Ethics Literature

n the seminal article, “What Makes

Clinical Research Ethical?” Ezekiel
Emanuel and colleagues identify
seven requirements for ethical re-
search involving human subjects:
value, scientific validity, fair subject
selection, favorable risk-benefit ratio,
independent review, informed con-
sent, and respect for subjects.” The list
provides a useful framework for ana-
lyzing CRTs; the domains that raise
ethical issues distinctive to CRTs are
scientific validity, favorable risk-bene-
fit ratio, informed consent, and re-
spect for subjects.

Scientific validiry. Research stud-
ies that cannot reasonably be expected
to produce scientifically valid results
are not ethical. Even if participants
are put at no risk, a study that lacks
validity wastes resources that could be
put to better use.

It is important to recognize that
CRTs of the kind we envision test two
things—the effectiveness of the thera-
peutic agents being compared and the
mechanism used to influence pre-
scribing. The CRT always provides
useful information about the tech-
niques used to influence prescribing.
To the extent that the CRT results in
a substantial difference in the propor-
tion of individuals treated with the
agents being studied, it provides in-
formation about comparative clinical
effectiveness for the population as a
whole. However, if many individuals
receive an agent other than the one to
which their group is assigned, then
the CRT will provide corresponding-
ly less information about comparative
effectiveness. As long as it is reason-
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able to expect that the clusters will
achieve adequate differentiation in
use of the agents being compared, a
proposed study meets the criterion of
scientific validity.

Favorable risk-benefit ratio. As de-
scribed above, the form of CRT
whose acceptability we were studying
compares two accepted treatments for
which a state of clinical equipoise ex-
ists. The fact of clinical equipoise in
the expert community, combined
with a design that allows individual
physicians to prescribe treatment B
even if their cluster gives preference to
A, means that the CRT has a favor-
able risk-benefit ratio. If A and B are
in clinical equipoise, then no general
reason exists to prefer either agent
over the other, and patients are not
harmed by being assigned to one or
the other cluster. For a particular pa-
tient, one or the other drug might still
be preferable, but if prescribing physi-
cians are free to deviate from the clus-
ter’s general preference, then the pa-
tient is not put at risk. Assuming the
use of valid research techniques, the
study is likely to generate useful infor-
mation. Thus, the risk-benefit ratio
looks favorable.

Informed consent. Informed con-
sent is by far the paramount concern
in the ethical commentary on CRTs.
In research that enrolls subjects as in-
dividuals, informed consent is seen as
a sine qua non of ethical practice. Re-
quiring comsent ensures that individu-
als control whether they participate in
a research study. Requiring that the
consent be informed gives individuals
the information they need to decide
whether the research is consistent
with their values, interests, and pref-
erences. !

In what we believe to be the first

extended discussion of the ethics of
CRTs, Sarah Edwards and colleagues

make a fundamental distinction be-
tween consent for entry of a cluster
into the CRT and consent for an in-
dividual intervention.!" The first
question about informed consent for
CRTs is, Who can consent for entry
of the cluster into the study? Ed-
wards’s answer is:

[T]he decision about whether a
particular cluster participates in
the trial is taken by an agent,
whom we call a guardian and who
has the power to “deliver” the clus-
ter. Examples of guardians include
the chief executive of a hospital,
managing partner of a primary
care practice, or head teacher. . . .
In deciding to volunteer the cluster
for an experiment that is not rou-
tine, the guardian, as advocate,
must act in the best interests of the
cluster. . . . [However,] guardians,
like doctors in conventional trials,
have some potential conflicts of in-
terest. . . . Consequently, safe-
guards, like ethics committee ap-
proval, are desirable.

Jane Hutton is more reluctant
than Edwards to allow “guardians” to
provide valid consent for a cluster to
participate in a study.’? After all,
“guardians” consented for the Nazi
experiments and the Tuskegee study.
Hutton acknowledges that there is no
feasible way to solicit informed con-
sent from each member of a cluster
for the cluster’s participation in a
CRT unless one is prepared to allow a
single dissent to block entry. Hutton
points out that a cluster typically has
several potential guardians, which
lessens the risk of bias on the part of
any one guardian, and he concludes
that CRTs should not proceed unless
all potential guardians consent.

Who fills the role of guardian, and

how guardians function, is plainly a
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pivotal issue in assuring that the
CRTs do not violate the requirement
for informed consent. A 2002 report
from the United Kingdom’s Medical
Research Council provides a useful
elaboration. The council concludes
that there must be a “cluster represen-
tation mechanism” that consists of
“an individual, body, or mechanism
that can represent the interests of the
cluster.” Precisely what the CRM is
will depend on the cluster and the in-
tervention. “Thus, agreement to fluo-
ridate the water supply might be ob-
tained by plebiscite, while [general
practitioners] might agree to the dis-
tribution of an information leaflet to
people in their waiting rooms.”1?

The council requires that the
CRM process be transparent and sen-
sitive to the culture and values of the
cluster: “The CRM must produce a
formal document for the cluster that
certifies and sets out its ability to [act
in the interests of the cluster] (suffi-
cient knowledge of the circumstances,
beliefs, and values of members of the
cluster, any delegated authority
from/for the cluster, lack of conflicts
of interest).” Finally, the council
stresses that the CRM should be
thought of in the same way we think
of individual research subjects, and
therefore “has essentially the same
rights as a patient in an individually
randomized trial—including the ab-
solute right to withdraw the cluster,
without adverse impact on the clus-
ter, if it decided that the study was
not now in the interests of the com-
munity.”

In 2004, Allan Donner and Neil
Klar proposed a further procedural
support for making the process of
consent for cluster participation
transparent:

As a first step in developing a well-
accepted set of ethical principles
and norms for cluster randomiza-
tion trials, editors could require all
articles describing results to report
having institutional review board
approval and to indicate how issues

of participant consent were ad-
dressed."
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In the relatively limited literature
about the ethics of informed consent
for CRTs, the consensus appears to be
that some form of representative
mechanism can be allowed to consent
for entry of the cluster into a study,
but the process requires careful safe-
guards and should be conducted in a
transparent manner. With regard to
the need for individual informed con-
sent, the literature concludes that in-
sofar as the CRT is studying an ex-
perimental agent like a new vaccine,
if informed consent at the level of the
individual cluster member is feasible,
then it should be asked for. The liter-
ature does not, however, address
CRTs of the kind we envision, in
which the agents being compared are
standard treatments that stand in
clinical equipoise.

Respect for subjects. Emanuel sug-
gests that the term “human subjects”
“may not fully reflect appropriate re-
spect: human research participant or
partner may be more appropriate ter-
minology.”"> This almost offhand
comment has tremendous ramifica-
tions for the possibility of conducting
CRTs at health plans. Individual clin-
icians, medical groups, and health
plans rarely discuss the depth of un-
certainty that prevails in medicine
about the clinical effectiveness of
many common treatments. Conduct-
ing comparative effectiveness CRTs of
the kind we envision would require
explicit acknowledgement of the de-
gree to which important areas of
medical practice are not based on
solid evidence. Showing respect for
“human subjects” by treating them as
“research partners” would appear to
require that the existence of the CRT
and the rationale for conducting it be
made explicit within the health plan
site. We regard candor about the de-
gree to which routine medical prac-
tice is analogous to research as a posi-
tive step, but doing this in a respectful
manner calls for more than a perfunc-
tory written document.'¢

Findings from the Harvard
Pilgrim Health Care Ethics
Advisory Group

ince 1996, Harvard Pilgrim

Health Care, a New England-
based not-for-profit health insurance
company with more than a million
members, has convened a group to
advise the organization about the eth-
ical dimensions of the health insur-
ance business. This ethics advisory
group includes Harvard Pilgrim staff,
consumers (that is, people with Har-
vard Pilgrim insurance), physicians
who practice in the network, employ-
ers who offer Harvard Pilgrim insur-
ance to employees, and leaders in
health policy and ethics. On July 20,
2005, the group devoted a two-hour
discussion to the form of CRT de-
scribed above.'” It felt that if CRTs
were conducted at the health plan,
then that fact should be communicat-
ed to members and other stakehold-
ers to inform them about the activi-
ties and the health plan’s reasons for
participating. Allowing research to be
conducted within the plan says some-
thing about the kind of organization
it is. The ethics advisory group felt
that research of this kind was ethical-
ly admirable, but that individuals will
have different reactions to the very
idea of research. They need to know
about the health plan’s activities in
order to make informed decisions
about joining or remaining members.

With regard to the need for indi-
vidual informed consent, the ethics
advisory group differed sharply from
the ethics literature. Several group
participants felt that as long as evi-
dence did not show one drug to be
superior to the other, then conduct-
ing a CRT without secking consent
from potential members of the cluster
was, in principle, acceptable. These
participants felt that, as long as (a)
physicians retained authority to pre-
scribe as they wished and (b) patients
were not penalized for using the non-
preferred drug, then (c) the potential
gain in knowledge justified use of the
CRT methodology.
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The ethics advisory group felt
strongly that patients have a right to
know that a CRT is being conducted
if giving that information would
properly be part of clinical communi-
cation. If drug A is the cluster’s pre-
ferred drug and would have been the
physician’s recommendation anyway,
then discussing the CRT would be
unnecessary, as it would not have any
bearing on his advice. But if in the
absence of a CRT the physician
would have been equally likely to pre-
scribe A or B, then informing that pa-
tient about the CRT as a factor in the

in which actors portrayed a physician
and patient discussing initiating med-
ication for either depression or hyper-
tension in the context of a CRT. After
playing the vignette, she posed a se-
ries of open-ended questions. Fifty in-
terviews were conducted, recorded,
transcribed, coded, and analyzed in a
qualitative manner.

Here is the key portion of the vi-
gnette from the hypertension exam-
ple played for the patient-intervie-
wees. The physician has just recom-
mended BPdown, an antihyperten-
sive agent:

the others. So our first choice med-
ication for treating high blood
pressure is going to be BPdown.
Of course, if BPdown is not ap-

propriate for a particular patient,
we'll use an alternative. Several

other clinics around the country
are also in this study; in some

places doctors will recommend

BPdown; in others theyll recom-
mend a different drug.

Patient: Are the drug companies

behind this? Is that what this is
about?

Surprisingly few interviewees appeared to grasp the idea that there might be no evidence-

based reason for seeing one agent as more effective than the other. For many patients,

the very idea of equipoise was implausible and disturbing.

recommendation would be warrant-
ed. The ethics advisory group recog-
nized that in actual clinical practice,
many influences are not reported.
Physicians rarely say, “My last patient
was helped by A,” “I am persuaded by
the advertising,” or “I heard about
drug A and am curious to try it.” But
if a health plan wants to cultivate
trust among its stakeholders, then in-
formation about a CRT conducted
within its network should be readily
available to its members.

Findings from Interviews with
Health Plan Stakeholders

Patients. Lists of adult health plan
members from two of the participat-
ing health plans were randomly sam-
pled to create mailing lists of invitees
who were sent letters of invitation,
describing the purpose of the study,
and offering an incentive of twenty
dollars. Those who were interested
called and scheduled an interview. All
interviews were conducted via tele-
phone by a trained interviewer who
introduced herself; reiterated the pur-
pose of the interview, and confirmed
their consent to participate. She then
played a three-minute audio vignette
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Patient: Are there any other choic-
es?

Doctor: There are other medica-
tions we could try. But right now
we don’t know that any of the
other drugs are any better. Our
clinic is participating in a research
study to find out which of the
medications is most effective. As
part of the study, BPdown will be
more affordable. Instead of the
forty dollar copayment youd nor-
mally have to pay, it'll only be ten
dollars. So it’s a substantial dis-
count.

Patient: Wait a minute. Are you
saying youre giving me this med-
ication as part of a study?

Doctor: Yes and no. We are in-
volved in a study. But it’s not a typ-
ical clinical trial. For one thing, we
already know that all the medica-
tions being studied are effective.
They've all been on the market for
quite a while, theyre all safe, and
they’re all widely used to treat high
blood pressure. We know they’re
all effective, but we don’t know
whether one is more effective than

Doctor: No, this is not a drug

company study. Drug companies
don’t usually do this type of study
because they don’t want to find out
that their drug is less effective than
the competition’s. But the govern-
ment—specifically the Agency for
Healthcare Research and Quality,

which is sponsoring this study—

does want to find out which drugs

work best. They also want to know

if two drugs work equally well—
that’s especially important if one of
them costs a lot less.

Patient: OK. Let me make sure I

understand. You think I need to
start on medication for my blood

pressure. Youre recommending
BPdown because that's what you're
supposed to do as a part of this
study.

Doctor: Right—and because 1
think it’s an appropriate choice for
you. I don’t think there’s some
other drug that would be better—
in terms of effectiveness or side ef-
fects. There may be another drug
that’s as good, but I don’t think
there’s one that’s better.
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The fact that BPdown and its alterna-
tive are in clinical equipoise is the
core reason for proposing the hypo-
thetical CRT. Surprisingly few inter-
viewees, however, appeared to grasp
the idea that there might be no evi-
dence-based reason for seeing one
agent as more effective than the other.
For many patients, the very idea of
equipoise was implausible and dis-
turbing. To these interviewees, the
suggestion that to the best of our
knowledge, the alternatives being
studied were equivalent and no evi-
dence-based reason existed to recom-
mend one over the other simply did
not make sense:

I think that they hopefully would
have enough information to tell
them what is the most effective
drug. If one is just as effective as
another, then I would think they
would know the side effects. . . .
Maybe one might have more trou-
blesome or uncomfortable side ef-
fects and they would then pre-
scribe the one that is equally effec-
tive but with less side effects.

Even though the doctor tells the pa-
tient, “I think it’s an appropriate
choice for you. . . . I don’t think
there’s some other drug that would be
better—in terms of effectiveness or
side effects,” the idea of research
made many patients wary. One asked,
“Why would I give up the opportuni-
ty to [take] the best drug?” Another
described how the idea of a “study”
created insecurity:

When they do studies it is a trial
and error and when you say
“study” it doesnt seem like it has
been tested before on somebody
else and that its 100 percent or
99.5 percent safe. “Study” kind of
makes me think it’s like well if any-
thing is going to happen it is going
to happen to me!

Among the small number of pa-
tients who clearly understood
equipoise, some agreed with the Har-
vard Pilgrim ethics advisory group
that individual informed consent was
not required:
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I think companies should test the
effectiveness of their product from
time to time and however they
choose to do that is up to them.
... I think it would have been per-
fectly ethical whether they chose to
tell the patient or not as long as it
is the best choice or one of the best
choices. If there are other equally
good choices and this was the one
that they chose to give you because
it was a trial, then that’s fine. I real-
ly have had no problems with it at
all.

Others responded in accord with
Emanuel’s assertion that respect for
subjects is a key dimension of ethical
research. For these patients, even
though the hypothetical CRT de-
scribed in the vignette did not—in
their view—require formal informed
consent, respect required that patients
in the cluster be told that a study was
occurring:

I dont know why anybody would
say no. It’s in their best interest.
I'm not sure why they would care,
but it is good to know and you
should be asked. Just like you
asked me to participate in this. You
didn’t just call me up one day and
start asking questions.

In the same vein, another patient
commented, “[Being told about the
study] would be a common courtesy,
but it [formal informed consent] did-
n't seem like a huge issue to me.”

Physicians. We also interviewed
nineteen physicians and two physi-
cians’ assistants from the eight partic-
ipating health plans. (For simplicity,
we will refer to this group as “physi-
cians.”) Before the interviews, they
listened to the same vignettes that
were given to the patients. Unlike the
patients, essentially all of the physi-
cians understood the concept of
equipoise. Many were enthusiastic
about the prospect of head-to-head
comparisons:

It’s about time we did studies
where we compare two drugs. This
has been a problem for a long time

so I love the fact that it is being ad-
dressed . . . I think most primary
care physicians would understand
the need for this kind of work and
be a little bit excited about it. . . .
Hopefully, if you phrase this right
[with patients] you actually in-
crease collaboration in terms of
seeking better solutions, better
knowledge, better eventual thera-
peutics. So if you can get them in-
volved they will probably be pretty
excited. I think most patients like
to think they are in a cutting-edge
organization that is actually trying
to understand things and get more
information for everybody, so I
think overall most people would
probably think of this as a positive.

Because the agents being studied
were in equipoise and physicians were
free to prescribe in accord with their
convictions, most physicians did not
see a need for individual informed
consent. Some, however, felt that the
term “research” automatically re-
quired individual informed consent:

The rules on these things tend to
be so stiff that I would be surprised
if [informed consent] weren’t re-
quired. . . . Every time I have ever
touched anything with research I
have had to document out the yin
yang. . . . Itis a real pain, but thats
just the rules that you have to play
with.

To other physicians, the CRT seemed
so close to the conditions of ordinary
practice that informed consent was
not required in ways that were not
part of ordinary practice:

If there was a drug that is widely
used and the patient agrees, it is al-
most like you prescribed any other
agent.
that would require specific con-

... I wouldn agree that
sent.

If you are using a drug that has
been FDA approved with testing,

that is indicated for the condition
... I don’t think you would have to
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Acknowledging uncertainty can undermine patients’ confidence—“why doesn’t my doctor

know what pill is best?” But hiding the uncertainty—giving a false impression that

we know what is best—is paternalistic and disrespectful.

get informed consent . . . because
it is a drug that we use anyway.

Health plan leaders. Finally, we in-
terviewed thirty-four leaders (medical
directors, pharmacy directors, IRB
chairs, and compliance officers) from
the eight participating health plans.
For these interviews, we used modi-
fied versions of the vignettes used for
patients and physicians.

With regard to the need to obtain
written informed consent, a majority
of the health plan leaders, including
five of the seven IRB chairs, thought
that if the drugs being compared were
standard treatments in a state of
equipoise and if physicians could de-
viate from the preferred option, then
individual informed consent would
not be needed. One commented that
informed consent would not be re-
quired for a CRT any more than it
would be when a clinical guideline
was implemented. Another observed:

If there is no evidence-based reason
for starting someone on one agent
versus another then it comes down
to preference or custom. I do not
see a call for each person to sign an
informed consent because they are
not taking experimental medica-
tion and the care process isn't being
distorted in ways that it is not dis-
torted by ordinarily. I do feel
strongly that it would be impor-
tant that the fact of the study and
the rationale behind it and what its
components were should be readi-
ly available to present to the pa-
tients and to the patient group as a
whole.

The health plan leaders expressed
three major concerns. First, since
CRTs would pose significant logistical
challenges, the scientific validity
(Emanuel’s first dimension) must be
impeccable to justify the required ef-
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fort. The study drugs must be in
equipoise, outcome measures must be
sound and appropriate, the study
must be scientific and objective, there
must be a real absence of data, and
the study must be able to answer an
important clinical question. Second,
even though the leaders endorsed the
goals of the CRT; the process itself is
new. They felt it would be important
to educate all stakeholders, including
patients, physicians, health plan lead-
ers, IRB committees, and the public.
In this spirit, one commented:

We make decisions now in rather
odd ways. . . . This approach
[could be] the counterbalance for
that and so if people can begin to
sort of look behind the curtain and
see that this is really needed. . . . It’s
an educational challenge for the
community to understand why
this approach is warranted or is
important.

Finally, in the context of the com-
petitive U.S. health care system, the
health plan leaders worried that
prospective members might be turned
off by the idea that a health plan par-
ticipates in research and choose not to
enroll.

Medical Uncertainty and
Patients’ Needs

luster randomized trials of com-

parative drug effectiveness could
provide valuable information. Since
health plans routinely collect infor-
mation for claims payment and other
managerial activities, they offer a
promising site for conducting studies
of this kind. For CRTs to be accept-
able at health plans, multiple logisti-
cal challenges would have to be
solved. But apart from logistics, the
question of ethical acceprability
looms large.

We conducted this ethical analysis
as part of our exploration of the feasi-
bility of carrying out CRTs at health
plans. Our analysis is grounded in
three sources. First, we reviewed perti-
nent articles in the research ethics lit-
erature. Second, since one of the par-
ticipating health plans has an ethics
committee, we consulted with that
body. Finally, we drew on research in-
terviews conducted with health plan
patients, physicians practicing in the
health plan networks, and health plan
staff. We have organized our analysis
and the guidance we offer to health
plans, IRBs, and other stakeholders
into three categories.

Wbo can consent fbr ent}"}/ Ofﬂ
cluster into a study? We agree with the
Medical Research Council that a clus-
ter representation mechanism can le-
gitimately provide consent for entry
of a cluster into a CRT, and with
Hutton that a CRM should include
multiple perspectives. A robust CRM
process would require consideration
of the views of patients and physicians
who are part of the cluster, the em-
ployers and public agencies that pur-
chase insurance for health plan mem-
bers, and the health plan itself. The
IRB would have responsibility for as-
sessing whether there is a true state of
equipoise for the drugs whose effec-
tiveness is being compared, whether
the study is structured in a way that
will produce useful, scientifically valid
findings, and whether the CRM has
adequately considered the best inter-
ests of the cluster.

CRTs of the kind we envision can
supply evidence about comparative
effectiveness that we currently lack.
This kind of evidence is crucial for
wise allocation of health care re-
sources. Because comparative effec-
tiveness is often unknown, cost-effec-
tiveness judgments frequently boil
down to cost alone. For resource allo-
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cation decisions to be fair and legiti-
mate, they must be open and pub-
licly available, with a clearly articulat-
ed rationale, input from all stake-
holders, and the opportunity to re-
vise policies as new experience
emerges.'8 Health plans and other or-
ganizations participating in CRTs
should be held to these same expecta-
tions with regard to the decision to
participate in CRTs.

Is individual informed consent re-
quired from patients in the cluster?
We believe that individual informed
consent with regard to the medica-
tions whose effectiveness is being
compared is not required. In the
studies we envision, agents A and B
are widely used standard treatments
in a state of equipoise. If a physician
believes that the nonpreferred agent
is indicated, she can prescribe it, and
if a patient wants the nonpreferred
agent, she can receive it. Practicing
physicians are familiar with the state
of “internal equipoise,” in which they
would be equally comfortable recom-
mending one agent or another. A
CRT simply asks the physician to
prescribe the preferred agent unless
she wishes to prescribe the alterna-
tive. There is nothing in this chain of
steps that is inherently different from
ordinary practice. With regard to the
prescribing of A or B, there is no “ex-
periment” being done and nothing
requiring informed consent beyond
what is ordinarily required in clinical
practice.

For some physicians and health
plan leaders, the word “research”
elicited a reflexive reaction that indi-
vidual informed consent must be
sought. Insofar as this reaction is a re-
flex and not based on deliberation, it
reflects the double standard with re-
gard to research and clinical practice
that lain Chalmers and William A.
Silverman described twenty years
ago, when they delineated the ways
in which much ordinary medical
practice should be seen as nonsys-
tematic research. When physicians
prescribe treatments whose effective-
ness is not known they are, in effect,
doing an experiment. Chalmers and
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Silverman quote Claude Bernard,
who wrote in 1865 that “physicians
make therapeutic experiments daily
on their patients . . . . [M]edicine by
its nature is an experimental science,
but it must apply the experimental
method systematically.”"® Compara-
tive effectiveness CRTs place the
“daily experiments” of medical prac-
tice into a framework that can, over
time, provide systematic knowledge.
We do not believe these CRTS in-
fluence on physicians’ prescriptions
requires patients’ individual in-
formed consent any more than if the
physician chose a drug because a col-
league had just spoken enthusiastical-
ly about it or because her last patient
had benefited from it. We do, howev-
er, see the fact that a cluster is partic-
ipating in a CRT as creating a high-
er-level choice for patients to make.
Teaching hospitals publicize the fact
that patients will be seen by students
and house staff. They quite reason-
ably argue that teaching can con-
tribute to overall improvements in
quality of care. But some patients
may not want to be seen by students,
and by publicizing the fact of teach-
ing, the teaching hospital makes it
possible for those patients to choose
to receive their care elsewhere.
Similarly, we believe that health
plans that participate in CRTs should
make that fact known to those who
belong to the plan, or might join,
and to the employers and public
agencies that purchase insurance for
health plan members. This would
allow a prospective or current mem-
ber of a health plan or practice to de-
cide either “this isn’t for me—I don’t
like the idea of research” or “that is a
plan I want to be part of.” (Although
employees often have no choice with
regard to health plans, plans are sen-
sitive to public criticism, and dissatis-
faction about participation in CRTs
would likely have an impact.) We
think that providing the opportunity
to make this choice, however, comes
under the heading of “respect,” not
“informed consent.” Once patients
enter a teaching hospital, they are not
asked for informed consent to allow

students or house staff to examine
them. Similarly, patients insured
through a health plan that allows
CRTs of the kind we envision to be
done would be asked for informed
consent only with regard to clinical
interventions, not with regard to par-
ticipation in research.

What does respect for participants
in the CRT entail? What does it
mean for a health plan—the focus of
our study—to treat members who
participate in a CRT with respect? At
the very least, respect will involve
truthfulness and disclosure of activi-
ties that could be important to a “rea-
sonable person.” Participation in re-
search is not a typical health plan ac-
tivity. Just as teaching hospitals are
expected to make clear that they are
replete with students and to explain
why this is so and what it might
mean to patients, we believe that
health plans should do the same with
regard to participation in research.

In a deeper sense, a health plan
manifests respect for participants in a
CRT by secking to understand and
respond to their values and concerns.
Recall that few of the patients we in-
terviewed understood the concept of
equipoise even after listening to the
vignette. We believe their difficulty
reflects an emotional need, not an in-
tellectual deficit, that the late Franz
Ingelfinger, editor of the New Eng-
land Journal of Medicine from 1967
to 1977, discussed almost thirty years
ago after reflecting on his own expe-
rience as a patient. Ingelfinger, a
world expert on cancer of the esoph-
agus, contracted the disease himself.
Colleagues, recognizing his expertise,
offered data about alternatives and
demonstrated, by their differing
opinions about what to do, the lack
of certainty in the field and the fact
of equipoise within the expert com-
munity. Ingelfinger and his family
“became increasingly confused and
emotionally distraught” until a “wise
physician friend said, ‘what you need
is a doctor.”” Here is how Ingelfinger
explicated the “doctor” function he

felt he needed:
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[I]f we assume that physicians do
make patients feel better most of
the time, it is chiefly because the
physician can reassure the patient
or give medication that is mildly
palliative. . . . If the physician is to
be effective in alleviating the pa-
tient’s complaints by such intangi-
ble means, it follows that the pa-
tient has to believe in the physi-
cian, that he has confidence in his
advice and reassurance, and in his
selection of a pill that is helpful.

. [I]ntrinsic to such a belief is
the patient’s conviction that his
physician not only can be trusted
but also has some special knowl-
edge that the patient does not pos-
sess. . . a physician whom he in-
vests with authoritative experience
and competence.?’

nalistic and disrespectful. We believe
that physicians can learn to acknowl-
edge uncertainty and at the same
time engender the confidence and se-
curity in their relationships with pa-
tients that Ingelfinger called for. Sim-
ilarly, we believe that health plans can
learn to explain the purpose of CRTs
to members in ways that will increase
trust. But this will involve new learn-
ing for physicians, patients, and
health plans. Acknowledging the fact
of uncertainty in medical science and
inviting health plan members to join
with physicians and researchers in al-
lowing everyday practice to create
new knowledge shows respect for
their capacity to understand basic
truths and for their willingness to use
routine treatment to contribute to
long-term  extension of medical

however, respect for patients who
would be part of a cluster requires ed-
ucative discussion. CRTs do not
change the dynamics of physician
prescribing in ways that require indi-
vidual informed consent, but the fact
of the CRT and the rationale for par-
ticipating in it should be shared. This
change in medical culture will not be
easy to achieve, but the potential pay-
off—for patients, physicians, and the
public—warrants the effort.
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CRTs’ influence on prescriptions does not require patients’ informed consent any more

than if the physician chose a drug because a colleague had just spoken enthusiastically

about it or because her last patient had benefited from it.

On the surface, CRTs of the kind
we envision fly in the face of the ide-
alized view that Ingelfinger describes
and that many—perhaps most—pa-
tients want to have of their physi-
cians. As Chalmers and Silverman
comment, “traditionally, doctors
have felt obliged to give the impres-
sion that they know what is best for
those who come asking for relief and
cures.” Acknowledging equipoise
means acknowledging lack of certain-
ty. This has the potential to under-
mine patients confidence in their
physicians—“Why doesn’t my doctor
know what pill is best?” Or perhaps
more likely, the idea of a CRT could
be interpreted as a ruse on the part of
the health plan to cut costs—“They
must have something up their sleeve
because all health plans care about is
saving money!”

But hiding the fact of uncertainty
and giving a false impression that we
know what is best when, in fact, the
alternatives are in equipoise is pater-
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knowledge. For patients, physicians,
and health plans to collaborate in this
way would reflect a commitment to
the collective good of improving
quality and value in our health care
system.

On the basis of research ethics lit-
erature, consultation with a health
plan ethics committee, interviews
with patients, physicians, and health
plan leaders, and our own ethical de-
liberation, we conclude that CRTs of
comparative drug effectiveness of the
kind we envision could be conducted
at health plans without requiring in-
dividual informed consent. Partici-
pating in a CRT, however, involves
open recognition of medical uncer-
tainty in ways that are often not ac-
knowledged by physicians or under-
stood by patients. We believe that
using everyday medical practice as a
source of systematic information on
treatment effectiveness would be a
salutary change in the culture of
medical care. Because it is a change,

References

1. ALLHAT Officers and Coordinators
for the ALLHAT Collaborative Research
Group, “The Antihypertensive and Lipid-
Lowering Treatment to Prevent Heart At-
tack Trial. Major Outcomes in High-Risk
Hypertensive Patients Randomized to An-
giotensin-Converting Enzyme Inhibitor or
Calcium Channel Blocker vs. Diuretic
(ALLHAT),” Journal of the American Med-
ical Association 288 (2002): 2981-97.

2. A. Britton et al., “Threats to Applica-
bility of Randomized Trials: Exclusions and
Selective Participation,” Journal of Health
Services Research and Policy 4 (1999): 112-
21.

3. R.W. Fletcher and S.E. Fletcher, Clin-
ical Epidemiology, fourth ed. (Philadelphia,
Penn.: Lippincott, Williams, and Wilkins,
2005), 129.

4. M. Downs et al., “Effectiveness of Ed-
ucational Interventions in Improving De-
tection and Management of Dementia in
Primary Care: Cluster Randomized Con-
trolled Study,” British Medical Journal 332
(2006): 692-96; R. Hayes et al., “A Com-
munity Trial of the Impact of Improved
Sexually Transmitted Disease Treatment on

HASTINGS CENTER REPORT 47



the HIV Epidemic in Rural Tanzania,”
AIDS 9 (1995): 919-26.

5. For an example of clusters of single
practices: D.H. Smith et al., “A Random-
ized Trial of Direct-to-Patient Communi-
cation to Enhance Adherence to Beta-
Blocker Therapy Following Myocardial In-
farction,” Archives of Internal Medicine 168
(2008): 477-83; for clusters involving com-
munities: J.A. Finkelstein et al., “Impact of
a 16-Community Trial to Promote Judi-
cious Antibiotic Use in Massachusetts,” Pe-
diatrics 21 (2008): 15-23.

6. H. Jick et al., “A Comparison of Wax
Matrix and Microencapsulated Potassium
Chloride in Relation to Upper Gastroin-
testinal Illness Requiring Hospitalization,”
Pharmacotherapy 9 (1989): 204-6.

7. J.E. Sabin and D. Cochran, “Con-
fronting Trade-Offs in Health Care: Har-
vard Pilgrim Health Care’s Organizational
Ethics Program,” Health Affairs 26 (2007):
1129-34.

48 HASTINGS CENTER REPORT

8. B. Freedman, “Equipoise and the
Ethics of Clinical Research,” New England
Journal of Medicine 317 (1987): 141-45.

9. E.J. Emanuel, D. Wendler, and C.
Grady, “What Makes Clinical Research
Ethical?” Journal of the American Medical
Association 283 (2000): 2701-11.

10. Ibid.

11. S.J.L. Edwards et al., “Ethical Issues
in the Design and Conduct of Cluster
Randomized Controlled Trials,” British
Medical Journal 318 (1999): 1407-9.

12. J.L. Hutton, “Are Distinctive Ethical
Principles Required for Cluster Random-
ized Controlled Trials?” Statistics in Medi-
cine 20 (2001): 473-88.

13. Medical Research Council, “Cluster
Randomized Trials: Methodological and
Ethical Considerations,” November 2002,
heep://www.mrc.ac.uk/Utilities/Docu-
mentrecord/index.htm?d=MRC002406.

14. A. Donner and N. Klar, “Pitfalls of
and Controversies in Cluster Randomized
Trials,” American Journal of Public Health
94 (2004): 416-22. Emphasis added.

15. Emanuel, Wendler, and Grady,
“What Makes Clinical Research Ethical?”
Emphasis added.

16. I. Chalmers and W.A. Silverman,
“Professional and Public Double Standards
on Clinical Experimentation,” Controlled
Clinical Trials 8 (1987): 388-91.

17. A copy of the July 20, 2005, EAG
report can be obtained from jim_sabin@
harvardpilgrim.org.

18. N. Daniels and J.E. Sabin, “The
Ethics of Accountability in Managed Care
Reform,” Health Affairs 15 (1998): 50-64;
N. Daniels and J.E. Sabin, Setting Limits
Fairly: Learning to Share Resources for
Health, second ed. (New York: Oxford
University Press, 2008).

19. Quoted in Chalmers and Silverman,
“Professional and Public Double Standards
on Clinical Experimentation,” 388.

20. EJ. Ingelfinger, “Arrogance,” New
England Journal of Medicine 303 (1980):
1507-11. Emphasis added.

September-October 2008



