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At the Bedside

An Ethical Priority Greater than Life Itself

Edmund G. Howe

There was even a beauty in it, if only because Harold was doing something
he believed in for once, and against all the odds.

—Rachel Joyce, The Unlikely Pilgrimage of Harold Fry

Edmund G. Howe, MD, JD, is Professor of Psychiatry and
Director of Programs in Medical Ethics at the Uniformed Ser-
vices University of the Health Sciences in Bethesda, Mary-
land; and Editor in Chief of The Journal of Clinical Ethics.
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ABSTRACT

This article discusses a case in this issue of The Jour-
nal of Clinical Ethics by McCrary and colleagues, “Elective
Delivery Before 39 Weeks’ Gestation Reconciling Maternal,
Fetal, and Family Circumstances,” in which parents asked
the medical team to deliver their fetus “early.”1 The author
discusses (1) the importance that parents have to a child
when they are able to love the child, and how important it is
for decision makers to consider this; (2) exceptional ap-
proaches that may enable parents to “change their minds”;
and (3) substantive and procedural innovations that may help
to prevent clinicians’ views from playing too big a role and/or
being arbitrary. The author concludes by describing how he
felt when reading the case and uses this to illustrate how
clinicians may benefit by assessing their feelings.

In this issue of The Journal of Clinical Eth-
ics, S. Van McCrary, Shetal I. Shah, Adriann
Combs, and J. Gerald Quirk report on a case that
was as emotionally gripping for me as any that

has appeared in JCE. In the case, Mr. and Mrs. S
asked that their 34-week-old fetus be delivered
early, to give the fetus the best chance of being
born alive. Mr. and Mrs. S say they cannot bear
the fear that their baby will not be born alive:
“we can live with a damaged baby, but cannot
live with the uncertainty of not having a baby.”
They have lost three fetuses, and, during her
last pregnancy, Mrs. S had a complication called
placental abruption and nearly died with the
fetus. Her symptoms suggest this complication
may be recurring. As the case report notes, “Mrs.
S now finds herself in the early twilight of her
reproductive lifetime. . . . That twilight now
becomes acutely darker with the news that a
friend has delivered stillborn baby twins as a
result of a placental abruption at 34 weeks of
gestation.” The authors relate what decision was
made in this difficult case, and why.

The case raises far-reaching ethical ques-
tions that range from what the clinicians should
have done to what weight (if any) parents’ views
and/or feelings should have whenever they go
against the best interests of their fetus. These
questions may extend to the best interests of
children, and even to the best interests of other
loved ones. Still deeper are questions on how
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the person who is making the decisions should
weigh an increased risk that a fetus may be born
with special needs due to an earlier birth—and
who should make these decisions. I will address
these questions below. I will also consider how
our own feelings may be important in our clini-
cal work, and so I will note now that you may
want to read the case by McCrary and colleagues
first to see how you respond emotionally to it,
and then return to my article and my comments
on the case.

CHILDREN WITH SPECIAL NEEDS AND
THE IMPORTANCE OF PARENTS TO THEM

One of the most critical value conflicts in
this case is the fetus’s best interests against the
parents’ best interests—a traditional moral
framework involving values and principles. A
second moral framework that could also be used
is what I shall call the care perspective, which
could result in an altogether different outcome.2

In all ethical deliberations, regardless of the
framework, those who make the decisions
should have all of the most morally relevant
considerations on their “table.” Given this, I will
first present a consideration that those making
decisions may want to consider: the unique
benefits that wholly committed parents may be
able to offer their child, especially when their
child has special needs. For this group of chil-
dren, these relationships may be more impor-
tant than anything else. I will consider the needs
of these children, and then consider the needs
of their parents.

Children with Special Needs
Some hold that, ethically, the interests of

children may warrant absolute (or at least nearly
absolute) priority in most (or all) contexts, be-
cause children are exceptionally dependent and
thus vulnerable, and so need such protection.
The interests of fetuses—children-to-be—may
warrant, in some contexts, comparable protec-
tion for the same reasons. For example, in the
case of Mr. and Mrs. S by McCrary and col-
leagues, the neonatologist on the team reports
that there are no conflicting interests, because
no child, given an option, would choose to be

born “with 35 percent less brain size and risk
the long-term neurologic sequelae of this elec-
tive late-preterm birth.” These children may
have special needs of all kinds and degrees. I
will consider their physical and cognitive needs
separately, for the greatest clarity.

Children with special physical needs.
People’s special needs may differ most pro-
foundly. Still, most may be strongly affected by
their relationships with others (as is also the
case for those without special needs). Karen
Metzler is a woman who had spina bifida, who
died last spring at about age 60. She said,
“Though there are commonalities among per-
sons who are handicapped, there are differ-
ences, because we are all individuals.”3 Not-
withstanding these differences, she placed great
importance on relationships with others for
herself and for people with needs like hers. She
believed that what she had learned about inter-
acting with others might be worth her passing
on, and she thus shared what she tried to do
when someone rejected her because she was—
using her word—“handicapped.” “I strive,” she
wrote, “to accept even those who reject me. For
I have realized that in essence I reject others
when I do not accept their rejection of me.”4

She gives her reason: “He is a member of a soci-
ety in which handicappedness is not a univer-
sal, but a uniqueness—a stigmatized one.”5

Metzler found, as this passage may connote, that
her relationships with others were a key factor
in her experiencing great quality of life, so much
so that she was a passionate advocate for the
interests and equal treatment of all those who
have special needs.

The most important of her relationships was
the one she had with her parents. She spoke
often about them, saying again and again how
lucky she’d been that they’d been who they
were. That there is a good possibility Mr. and
Mrs. S would be like Metzler’s parents is the
core consideration that should be on a decision
maker’s table. Mr. and Mrs. S may, like Metz-
ler’s parents, be as dedicated to their child as
they could possibly be. The case report indi-
cates that Mr. and Mrs. S feel an exceptional
degree of commitment—whether their judgment
is extremely enlightened or not. This degree of
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commitment (so important to all children), if
not there from the beginning (for whatever rea-
son), may be something that others can’t “cre-
ate”; some child psychotherapists say that, even
with therapy, they can’t create energy within
children who lack it.6 Likewise, the degree of
commitment that Mr. and Mrs. S display may
be a quality that adult therapists can’t create
within people who choose to be parents. How-
ever this quality might be inferred, those mak-
ing decisions should particularly consider it. In
this instance of Mr. and Mrs. S, their commit-
ment may be implicit because of what they are
doing and what they are saying. They want this
child, they say, whether or not he or she will
have special needs. With Mr. and Mrs. S, this
quality may be less in doubt.

Children with special cognitive needs. It is
possible that no special need in a child is so
severe that it could not be overcome by a dedi-
cated parent. A paradigmatic example may be
pain so unbearable that it could prevent a child
from being able to reap the kind of quality of
life that Karen Meltzer achieved with the help
of her parents. Pain can be emotional as well as
physical, and the emotional pain caused by spe-
cial cognitive needs is the second core issue that
I will consider. This pain is felt by children who
aren’t able to understand why they are under-
going painful and/or frightening procedures and
feel additional panic. Like unbearable physical
pain, it can blot out a child’s capacity to enjoy,
even with a parent’s help, a rich and/or mean-
ingful quality of life, howsoever it is defined.

How children’s special cognitive needs af-
fect them may be critical. It may be that not
understanding certain things, such as that they
are dying, could spare them pain. The concern
I will focus on, however, is the increased emo-
tional pain brought on by not understanding.
In some cases, even parents as committed as
Mr. and Mrs. S may not be able to offset it.

In this regard, I think of my experience as
an ethics consultant with the family of a child
who had Werdnig Hoffman disease, a geneti-
cally acquired illness that, in one variety, brings
about progressive, ascending muscular paraly-
sis, usually beginning in infancy and bringing
about death by age two. The young girl’s pa-

ralysis had gone from her toes to her chest,
weakening her respiratory muscles so that she
acquired pneumonia. On this particular admis-
sion to the hospital, her pneumonia had been
successfully treated with antibiotics, but her
medical team feared that, as her paralysis wors-
ened, she would soon get pneumonia again, and
on this next admission, it would be necessary
to start artificial ventilation if she was to sur-
vive. Thus the medical team called for an eth-
ics committee consultation, asking whether an
artificial ventilator should or should not be
started on her next admission. Pediatric respi-
ratory experts were consulted, and all thought
that artificial respiration should not be begun,
because they thought that if the machine was
begun, the child would not be able to under-
stand why. Also, they said (although this was
not part of their primary reasoning), if on a ma-
chine, she would no longer be able to benefit
from her parents’ hugs, which would “add in-
sult to injury.” But they agreed if there was some
other pediatrician who could be found who
would treat her with artificial respiration un-
der these conditions, with the necessary medi-
cal expertise, they, ethically, wouldn’t object.

After the ethics committee decided this and
departed, I went to the child’s hospital bed. As
I stopped outside her door, I heard sounds com-
ing from her room that I could not have imag-
ined. The members of the ethics committee had
imagined that the family was significantly
stressed. After all, this little girl was dying, and
soon would be dead. But at that moment, she
and her parents were obviously euphoric—as if
they felt they had nothing to feel sad about. It
was as if they were having a nonstop party! Her
parents laughed; she shrieked with laughter. In
all that was joyful, she was the leader.

I considered, on this basis, trying to recon-
vene the ethics committee. Perhaps I should
have, but I didn’t. Might this little girl, with
these parents and with her spirit, have emotion-
ally withstood artificial respiration well enough
that she would have continued to have a life
worth living—one that, if she could speak, she
would have said that she wanted? It is now im-
possible to know. Based on the recommenda-
tion of the specialists, the girl’s pediatrician had



198 The Journal of Clinical Ethics Fall 2012

“called around” to find someone to take over
her care, but found no “takers.” The parents had
wanted the medical team to do all that could be
done, and, despairing, they took their daughter
home and never returned. I don’t know what
happened later. The attempts to find another
pediatrician who was willing to treat the child
might have been of critical importance, and I
shall discuss the decision in some detail, be-
low. Still, this example illustrates that parents’
commitment to their child may have a benefi-
cial effect and may warrant decision makers’
consideration in these cases.

Mrs. and Mr. S, and Similar Parents
If Mrs. and Mr. S’s interests are considered

to be separate and mutually exclusive from the
fetus’s, there would be competing interests. If it
is assumed that the child would do better if de-
livered later, the best outcome would be for Mr.
and Mrs. S to change their minds. Then the best
interests of the parents and their fetus would
be the same, and the fetus would not be deliv-
ered early. The medical team in this case tried
to bring this about. They tried to get the parents
to agree to psychotherapy, for example, but
didn’t succeed. Their effort raises questions for
the future: How, in general, might clinicians best
try to bring about the best outcome? I will dis-
cuss this and suggest a way that clinicians may
go farther than they usually do.

Persuading by not persuading. It may be that
members of the medical team cannot convince
Mrs. and Mr. S by providing accurate informa-
tion. If the team can find a way to enable the
parents to feel sufficiently safe, however, the
team may have the best chance to enable the
parents to change their minds. If the team can
do this, it may allow the parents’ brains to open
up new brain circuits. These newly opened cir-
cuits may allow the parents to consider another
option, such as waiting longer. There may be
optimal ways to do this. A team member could
say to the parents in private, “You should know,
first, that I, personally, in regard to your request,
see both pros and cons either way, and so if I
were you, I don’t know what I would want.”

Why do this? If the team member says that
he or she morally disagrees with the parents,

this, in and of itself, may emotionally threaten
the parents to the extent that the opposite view
becomes more deeply entrenched. One problem
is that if a team member does say this, he or she
should actually have this belief. What could
team members who do not have this as a genu-
ine view possibly do? They could try to find a
way to establish a feeling of safety for the par-
ents, which might take even more effort. They
could, for example, try to find another clinician
who does genuinely have this view who works
inside their hospital—or even outside it. It might
be possible to do this, and, if they do, it may be
the quickest and surest route to helping the par-
ents feel safe.

For example, such a “neutral” clinician
could, genuinely, say something like this: “Your
desire for an earlier delivery may be the best
one. Looking at this together may suggest this
is the case—or it may not. You have been, to
me, unimaginably traumatized by what you
have experienced. You have lost three children
during previous pregnancies and lost your last
child, dreadfully, under the same circumstances
you are experiencing now. Maybe you know
about what psychologists call ‘one-time learn-
ing,’ which means that after even just one ter-
rible thing happens, like losing a child, parents
are profoundly afraid it will happen again.

“You have lost three children and I can’t
imagine these terrible losses are not affecting
you. But how they are affecting you is a differ-
ent question. I hope you would be willing for
us to discuss what you want to do now.

“Is what you experienced before affecting
what you want now? Maybe. Maybe not. If we
discuss this, we might see. We have nothing to
lose. We all want what is best for your child.
This is why you want your child delivered now.
It could be that discussing this together will end
up greatly benefiting your baby. Again, what
have we got to lose? I know what you most want
is what is best for your child.”

Before saying these things, this neutral cli-
nician should explain that the medical team
sought and found him or her for this reason:
“They found me at another hospital,” he or she
might say; “they wanted me to come here and
talk with you, because they hoped that since I
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see the logic in your request, you might be more
willing to discuss this with me.” Informing the
parents about this exceptional effort may indi-
cate to them, more effectively than anything the
medical team could say directly, how impor-
tant it is to them to do what is best for the fetus,
and also to do what the parents want, if this is
at all possible. Often individuals will strongly
reject others’ statements that threaten them, but
will remain open to indirect suggestion.

This degree of effort is exceptional and may
even be without precedent. Should we ever go
this far? It might depend on whether parents
like Mrs. and Mr. S need this kind of effort to
feel safe enough be able change their minds.
Susan Johnson, a leading eminent therapist,
explains this best:7 strong emotions, she says,
tend to restrict our “range of attention.” A “nega-
tive emotion,” like the fear experienced by Mr.
and Mrs. S can result in their having “irrational
beliefs.”8 Negative emotions such as fear can,
Johnson says, “fool us,” even to the extent that
we can no longer “think straight.”9 She says that
areas of the brain that specialize in cognitive
tasks, like the prefrontal cortex, “get starved.”10

How could this be reversed? Johnson says,
“Nearly all therapy models now agree on the
necessity of creating safety . . . if for no other
reason than to facilitate our clients’ open ex-
ploration of their problems.”11 This is the same
kind of “safety” that I urged above, which may
be necessary to “free” parents to be able con-
sider their other option—waiting longer.
Johnson goes on to say, however, most impor-
tantly, “Often this means that therapists need
to resist the pressure to fix problems instantly
and find the inherent logic in how their client
is feeling and acting.”12 Elaborating on this,
Johnson says that, in general, therapists must
go slowly; in her words go “slowly, softly and
simply—to create a fourth S—emotional safety.”

Yet, as McCrary and colleagues point out,
both the fetus and the parents have limited
time—not sufficient time to go slowly and hope
for a change. But change can still occur, espe-
cially with this approach, all at once. Johnson
states, “In one stroke, a tuned-in reflection can
calm clients and build safety . . . so that grasp-
ing a [previously missed] key elements is pos-

sible.”13 She states after only one meeting that
parents could evoke an immediate change in
each other, through this same kind of safe, emo-
tional “mechanism,” because “holding the hand
of a loved and dependable partner is a safety
cue that changes how the brain perceives and
encodes threats.”

Members of the medical team may try this,
although they may be less likely to succeed. If a
member of the medical team tries this, she or
he should point out to the parents that regard-
less of what decision is implemented, they
should, to the degree possible, not feel regret at
a later time. The team member should add that
this is critically important, regardless of the de-
cision made. This is so important because par-
ents are so exceptionally vulnerable.

Harms to which parents are particularly
vulnerable. It is not widely recognized how
strongly parents may be affected by the death
of a fetus. The sense of loss may be as great as
after a child dies. Society’s lack of support for
parents can result in “disenfranchised grief,” a
kind of grief I discussed in other contexts in the
last issue of JCE.14 This grief occurs after a loved
one dies and it can’t be “openly acknowledged,
publicly mourned, or socially supported.” The
lack of support may be due to cultural practice,
which may not be rational or humane.

Parents often experience disenfranchised
grief after a fetus dies, but their grief may be so
generally unappreciated clinicians may miss it.
In one study, clinicians were often perceived
by couples as minimizing their loss because the
clinicians treated it as a medical event, not as
the loss of a baby-to-be.15 An example is when a
staff member referred to a would-be mother’s
delivery of a dead fetus as an “abortion,” when
the would-be mother did not perceive it this way
at all.16 This clinician wasn’t intentionally un-
kind, but might have used a different word if
more aware of how profound these losses are to
a patient who would have been a mother. Un-
fortunately, as clinicians know all too well and
fear, “Words and actions from staff at and
around critical times of loss are not forgotten.”17

In the case of Mr. and Mrs. S, if attempts to
resolve the perceived conflict between their re-
quest and the best interest of the fetus fail,
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should the effect of their grief be considered as
a morally relevant factor? If yes, how much
moral weight should it be accorded? How might
Mr. and Mrs. S respond if the medical team
won’t deliver the fetus early, and, as the par-
ents most fear, the fetus dies as a result? It could
be anticipated that, in addition to grief, these
parents would feel rage, and it could be imag-
ined that this feeling may darken the rest of their
lives. Should that risk also be factored in?

It may be that “ethics” can’t be used to de-
termine what (if any) moral factors involving
the parents should be factored in. “Ethics” can’t
be used to determine, in a valid way, or a way
that is soundly determinative, whether the
members of the medical team who wholly op-
posed the parents’ request—or the members of
the team who favored earlier delivery—were
right or wrong in this case. I am not seeking to
answer this question here. It may be among
those questions that ethical analysis is least able
to “validly” resolve. But another ethical frame-
work, the care perspective, may suggest more
strongly which tack the medical team might take
when they feel “stuck” between two reasonable,
competing courses. We shall turn to this now.

ETHICAL AND CLINICAL IMPLICATIONS

No doubt, the core question regarding this
case, within a traditional moral framework, is
whether the parents’ wishes and/or interests
should have any moral weight, and, if they
should, how much weight they should have.
The interests of both the fetus and parents may,
however, be understood as being aligned, or
even as more aligned than competing. Analysis
that uses such a framework, such as the care
perspective, may result in clinicians assessing
a fetus’s best interests differently. Starting from
this perspective, I will now consider the sub-
stantive question of what clinicians, or whoever
it is that will make this decision in this kind of
case, should consider. I will then go on to dis-
cuss how clinicians may best proceed.

Substantive Implications
I discussed above the influence that parents

can have on their children, and that this rela-

tionship may be the single most important fac-
tor in determining whether a child, especially
a child with special needs, will have an overall
positive quality of life. Enabling this to happen
is a principal focus of the care perspective.

Nel Noddings unequivocally urges the im-
portance of clinicians’ giving greater moral
weight to the relationship between parents and
their children in her book, Caring.18 To illus-
trate, she relates how she was willing to lie about
her son’s absences from school, saying he was
ill when he wasn’t: “The school . . . prefers to
hear that my son was ill. I prefer to say that he
was [ill] because not saying it will cause my
son to be punished. So I may choose to lie regu-
larly in order to meet my son as one-caring
rather than as one conforming to principle.”19

This illustrates the occasional contrast between
the framework she favors and more traditional
ethical analysis based on more abstract moral
values and principles. To elaborate, she explains
how people are (unfortunately, in her view) all
too prone to having their underlying feelings
dictate their beliefs, without their knowing this:
“in arguing from principles, one often sup-
presses the basic feeling that prompts the justi-
fication.”20 As I suggest above, this has been
documented by brain imaging studies, and may
have been what occurred in the minds of Mr.
and Mrs. S. Noddings also implies how she
would love her child unconditionally, and adds,
more specifically, quoting Uric Bronenbrenner,
that children need the enduring irrational in-
volvement of one or more adults: “Somebody
has to be crazy about that kid.”21

Such a degree of caring may be present ini-
tially in parents—or may not, even with therapy,
be forthcoming. It is said by some child psy-
chotherapists that the one quality that child psy-
chotherapy can’t create or bring about in chil-
dren is energy, and it may be that, similarly,
committed, unconditional caring for a child is
the one quality in parents that even the best
therapy can’t bring about. Research indicates the
many ways, and extent to which, exceptional
caring generally benefits children; as Johnson
states, for example, “Countless studies on in-
fant and adult attachment suggest that our close
encounters with loved ones are where most of
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us attain and learn to hold onto our emotional
balance.”22 This view echoes what leading child
psychotherapists now are doing in this field.
At a recent major international meeting, three
such edge-of-the-field approaches were pre-
sented. One eminent internationally recognized
therapist, for example, does not do therapy with
children; rather, she teaches the child’s main
caregiver how he or she can be the child’s “best
therapist,” because this caregiver, not she, will
be the one who will be with the child 24 hours
each day. To use her therapeutic skills in front
of a child, in the presence of the main caregiv-
er, could undermine the child’s trust and con-
viction that the caregiver, instead of the thera-
pist, can give the child what he or she needs.23

Another therapist seeks to help children who
are too violent to be able to stay long in one
place by first finding a person who is willing
and available to be the child’s primary, full-time
caregiver after the child’s discharge. This thera-
pist tries, more than anything else, to teach the
caregiver how to “tune in” to what the child is,
“underneath it all,” experiencing. The therapist
may ask a child to express what he or she feels
to the caregiver not in words, but through mu-
sic, on a xylophone.24

This emphasis on a child’s relationship with
another—in these examples, a caregiver—is
mirrored in therapy with adults. An example is
therapy intended to help adult patients who are
too stressed by past trauma to respond to “any-
thing else.” Therapists try to teach these patients
how to use previously acquired positive images
of past relationships with loved ones to dispel
and replace the negative images that recur so
painfully that they “sap” the patients’ capacity
to respond to conventional therapies.25 But what
if the patients don’t have past, positive memo-
ries? I imagine that clinicians might be able to
give patients new positive memories and im-
ages, by making the patients feel safe enough.

Many parents put their child—and their re-
lationship with their child—this much ahead
of the “usual” moral principles. For example,
as I reported in JCE previously, during a natural
disaster such as a flood, people may choose to
stay with loved ones—or even a pet—even when
their choice may result in loss of life. In the case

above, Mr. and Mrs. S may be this committed
to their child, and if they can offer the child
this kind of relationship, it may be ideal; if the
child later has special needs, it will be what the
child will need most.

A paradigmatic example of a clinical in-
stance in which the care perspective differs from
an ethics based in moral principles is mater-
nal-fetal surgery. Chervenak, McCullough, and
Brent provide a moral framework based on prin-
ciples for clinicians to use when deciding what
to do in these cases. They affirm that clinicians
have ethical obligations to both the “pregnant
and fetal patient. The fallacy of rights-based
models, here, that see both these patients as
competing and mutually exclusive,” they argue,
“only appear to be easy to apply clinically and
to be universally applicable. Their apparent
robustness creates a veneer of certainty that,
when subject to clinical scrutiny, collapses.”26

Liaschenko, Debruin, and Marshall also assert
that, as opposed to regarding the fetus and par-
ents as separate entities who each have sepa-
rate rights, the parties’ interests should be re-
garded as aligned.27 They state, “The two-pa-
tient obstetric model is ethically controversial
and does not represent an established norm in
the field of bioethics or perinatal medicine,” and
that to regard the pregnant woman as an adver-
sary of the fetus in this instance, is as if the
mother and fetus lived in “some alternate uni-
verse.”28 Their view emphasizes what they see
as the overriding importance of the relationship
between the mother and her fetus. The core re-
ality they see in this context is a fetus’s and his
or her mother’s interdependence.

Adding the moral weight of aligned relation-
ships shifts ethical analysis beyond a consider-
ation of principles such as competing interests
or competing rights. For example, should a fe-
tus have spina bifida, an analysis based on an
aligned relationship may suggest that the mother
should have greater discretion regarding
whether to have maternal-fetal surgery, rather
than leaving this more up to clinicians, who will
rely primarily on research indicating that the
benefits of the surgery justify the risks.

In the case of Mr. and Mrs. S, such an alter-
native view might suggest that, if the arguments
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for delivering the fetus earlier would be at best
inconclusive, clinicians might, out of respect
for the fetal/parental relationship, consider the
parents’ request, at least when some “tie-
breaker” must be used “by default.”

Procedural Implications
The most troubling aspect of this case—

whether or not the actual outcome was “right”—
is the possibility that if different clinicians had
been involved, the outcome may have been dif-
ferent. For example, what if all but one of the
medical team had opposed an early delivery,
rather than only one member of the team? There
are reasons that members of the medical team
should be making this decision (at least in
theory) and reasons that they should not be in-
volved, wholly or even partially. A key reason
for their making the decision is that they may
know best what is best for the fetus and par-
ents, based on their knowledge and past expe-
rience. Another reason is that many parents may
want clinicians to make these decisions.

There are several reasons, on the other hand,
that clinicians should not be this involved—or
involved at all. First, it has been found that cli-
nicians as a group, empirically, tend to under-
estimate how well children with special needs
and their parents will do. McCrary and col-
leagues note this. This finding might be valid
for many reasons, and may be, in net effect, for
the good. That is, clinicians may feel extreme
emotional pain in response to a loss such as los-
ing a fetus,29 and such losses may take place
repeatedly, over time. Overly pessimistic expec-
tations may provide clinicians some protection,
which may be necessary to allow them to con-
tinue practicing for the public’s good.

Another argument against the involvement
of clinicians is that they, when in doubt, may
opt for the more conservative of their profes-
sional medical standards, which may leave
them more reluctant to make ethical exceptions
when they should. An example of this may be
the plight of the child I described above who
had Werdnig Hoffman disease. She may have
benefitted more from staying alive longer even
though other children with the same illness may
not have. Also, clinicians may err by doing what

they believe is safest for them under the law.
For example, in one study, 85 percent of clini-
cians working with a group of patients who were
particularly prone to suicide reported that they
had responded in ways that would relieve their
own anxiety about legal and other negative risks,
rather than in their patients’ best interests.30 This
proclivity is understandable, in that clinicians,
too, must feel safe, but it may add to the risk
that, in ethically marginal cases, clinicians will
not make an exception when they perhaps
should. Some decisions of this kind should be
made by the “greater society” (and I will con-
sider an example of this shortly). All laws can’t
possibly bear in all situations, and, in some in-
dividual cases, relying on the law cannot help
but be ethically suboptimal.

It should be noted that the clinicians in the
case of Mrs. and Mr. S took this kind of risk and
granted the parents’ request, although they may
have felt that this was the less safe route, and
their courage in doing this should be recognized.
What, though, in the light of these conflicting
considerations, should clinicians who are con-
fronted by such a dilemma do?

First, they could try approaching the par-
ents as an “ethically neutral clinician,” as de-
scribed above, even when they are not ethically
neutral. That is, they could acknowledge their
own non-neutrality as honestly as possible, and
say to parents, for example, “This may ‘come
out’ the way that you are requesting. Or, maybe
not. But by discussing this together, in case you
change your minds, what have we to lose?”

If this doesn’t succeed, there are additional,
unusual procedural initiatives that clinicians
might want to consider. They might consider a
“solution” like the one that the expert consult-
ants and ethics committee arrived at in response
to the child with Werdnig Hoffman disease.
They decided that the girl’s parents could have
what they wanted if a clinician with sufficient
expertise was willing to give the child the treat-
ment the parents requested. This solution could
be seen as representing a substantive change
from other resolutions that the clinicians would
consider. The question posed, should this op-
tion be strongly considered, might be less what
the clinicians should do; the question may be
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whether reasonable persons might reasonably,
ethically, disagree? Thus, the question to be
considered might not be so much what the cli-
nicians believe is right, or whether some or all
happen to agree with the decision, as, even if
they are all of one mind-set, there might be oth-
ers who hold a different view.

This is what happened in the case of Mrs.
and Mr. S. The members of the medical team
were of one mind: the parents should wait. Yet
they still recognized that there might be a suffi-
ciently valid alternate view—namely the view
of the parents. This approach, when applicable,
does not depend on the moral views of what-
ever clinicians just happen to be there. Criteria
for not doing this still exist. For example, there
might be certain decisions that should be made
only—if at all—by the “greater society,” and
then perhaps only through legislation, rather
than through the courts. Such a situation oc-
curred when most, if not all, of the medical team
involved (or at least the doctors and nurses, who
were the most outspoken) believed strongly that
a baby born with anencephaly in Fairfax, Vir-
ginia, should be allowed to go without full life-
supporting measures, and, therefore, die. In this
instance, the court refused to let this happen;
the decision to go against the wishes of the par-
ent, in this context, the court reasoned, should
be made only by the greater society.31

Ethically, this decision may be seen as shift-
ing who has what “burden” in these situations.
This may be a change for those who are making
decisions (with or without the parents): from
having the burden to make the case that going
along with the parents is reasonable, to having
the burden to make the case that going along
with the parents is not reasonable.

Practically, clinicians might also look at the
“substantive change” that this would require as
shifting the “burden.” That is, rather than those
wishing to support a parents’ request having the
burden of showing why this should happen,
those who oppose the parents’ request might
instead have the burden of showing why this
should not happen.

With this shift, there would still be—in the
United States at least—some safeguards. First,
as in the case of Mrs. and Mr. S, and in case

involving the girl with Werdnig Hoffman dis-
ease, several members of the care team would
be needed to grant the parents’ requests; that is,
more than one member of the case team would,
ethically, in theory at least, have to agree to do
this. Second, there is, in other countries as well
as in the U.S. (as mentioned earlier), a strong
and realistic fear in clinicians of professional,
civil, and even criminal repercussions. This fear
played a role in the case of Mr. and Mrs. S, as
noted above.

If clinicians accept this risk, there are addi-
tional possible ethical implications that involve
the efforts that members of the care team (or
someone) should expend before and after this
kind of decision might need to be made. First,
before such situations arise, the staff could try
to identify those clinicians who would be the
best to meet with parents in these situations,
and also to identify who might be willing to treat
a fetus—or another patient—in such situations.
Then, should such a case arise, the hospital al-
ready knows which clinicians (if any) could best
take on these roles.

A paradigmatic example for nearly all hos-
pitals is that of Jehovah’s Witness patients who
come in needing surgery, but refusing blood.
Before this occurs, it is possible to ask all sur-
geons whether they would be willing, under
these conditions, to operate without using
blood. Thus, this could be known in advance.
It may also improve treatment, and, by allow-
ing “bloodless” surgery to occur earlier, could
possibly save some of these patients’ lives.

As for the girl with Werdnig Hoffman dis-
ease, when no clinician in a hospital will agree
to a request from parents, and members of the
team agree to try to find an “outside” clinician
to treat, hospitals can try to arrange, in advance,
who would try to find an outside clinician. This
same liaison might also try to engage with par-
ents, such as the parents of the girl with Werdnig
Hoffman disease or Mr. and Mrs. S, in the hope
that the parents might change their minds.32

Should members of the care team at a hos-
pital go this far? This answer, ethically, should
depend on the answer to the question I asked at
the beginning of this article: How great is the
value of reducing the likelihood that a child,
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due to being delivered earlier, will acquire spe-
cial needs? In some cases it might be absolutely
critical that the person who has the responsi-
bility to make calls to find an outside clinician
does not have a bias going “the other way.” If
the person making the calls has no bias, mak-
ing the calls may be warranted. But if the caller
is not without bias, the phone calls might be no
more than perfunctory: the caller would go
through the right motions, but his or her bias
might determine what occurs. Outsiders might
be much more likely to reject a request. The
caller’s negative bias would become a “self-ful-
filling prophecy.” Perhaps this is what occurred
when calls were made to find an outside pedia-
trician to treat the child who had Werdnig
Hoffman disease. Perhaps the clinician who
opposed starting the respirator may have con-
veyed this to those he or she called. I don’t know.

THE NEED FOR CLINICIANS TO ASSESS
THEIR FEELINGS

Discerning our emotional responses to a
case, even when just reading it, may be reveal-
ing in several clinically significant ways. For
example, it suggest insights we have missed or
core realities that we too readily have dismissed
or denied.33 When I first read the case of Mrs.
and Mr. S, I was singularly moved and engaged.
First, I feared for the child-to-be. But then I be-
came somewhat less invested, even bored. I
thought that I felt bored because I anticipated—
wrongly, it turned out—that after the authors
discussed this agonizing, all-absorbing di-
lemma, they would present ethical analysis that
would be pat, even if right. I expected that they
would explain why they should give absolute
priority to the best interest of the fetus, soon-to-
be-child. But as I read on and found that the
authors had mostly gone a different way, I felt
relieved. I didn’t feel relief because this was a
decision with which I necessarily agreed, but
because it wasn’t pat, and had taken the par-
ents’ heartfelt feelings, rightly, into account—
whether or not this should have swayed the de-
cision. Finally, I read of the child’s actual out-
come. I took a deep breath. This was followed
by a feeling that I can best call sharp regret.

Why? I thought: “But what if this baby had been
born with profound special needs and what if
this outcome had resulted from this same deci-
sion?” What can be gained from reflecting on
feelings such as these?

First, we can wonder, why, overall, we are
singularly engaged (if and when we are). For
me, in this case, it was due to this being a fetus
and one at such high risk. Perhaps all of us tend
to respond most intensely to the plight of a
child. Clinically, such exceptional intensity may
tend to bamboozle our thinking. It may alert us
to the singular and quite appropriate commit-
ment that others, such as the parents, felt—al-
though the parents may have felt that it would
be impossible to feel as strongly as they did in
this case. In this regard, it may be worth noting
that, in the last issue of JCE, I wrote about the
possible special importance of clinicians’ giv-
ing due moral weight to what patients find es-
pecially meaningful. I suggested two categories:
(1) donating an organ, such as a kidney, to a
stranger, and (2) undergoing cosmetic surgery
for a loved one. Parents’ requests for a fetus or
child may be in this same exceptionally mean-
ingful category—perhaps even more so.

Second, we can seek to glean the possible
meanings of each feeling we experience. I will
do this now in regard to each of the emotions I
listed above, to exemplify what kind of hidden
insights I have in mind.

I listed four feelings: fear, boredom, relief,
and regret. My fear may have blocked me from
using the moral reasoning I otherwise might use.
This blocking isn’t uncommon, as I’ve already
said. This awareness, in turn, might alert us to
a similar type of blocking that the parents may
be undergoing, although without their know-
ing this. This experience may help us to think
more clearly, and to understand and relate bet-
ter to parents. This may give us a better felt sense
of how important it is for us, above all else, to
try to help parents who are in these situations
to feel safe.

My boredom may have been as boredom of-
ten is: an emotional defense to protect me from
feeling some emotion that would be much
worse. The worse feeling might have been, I ex-
pect, a general anguish at not knowing what



205Volume 23, Number 3 The Journal of Clinical Ethics

would happen next in the case. This feeling
might mirror those of the parents and those of
the care team, on both “sides.”

My relief that the authors were not being
pat, but were taking into account the parents’
feelings, may have been the clue to a more in-
vidious, subtle risk. I may have felt relieved
because, in placing what I consider “due” moral
weight to the parents’ feelings, the members of
the care team/authors happened to agree with
me. This is worth stressing, because this risk is
so common and the harm it causes can be so
great. We all may often have a hidden agenda,
to want to affirm within ourselves what we al-
ready think. Our brains may “short circuit”
themselves, without our knowing this, in this
quest. The risk here for ethicists is that they may,
without knowing this, rationalize and justify
what they’d already felt beforehand was right.
Knowing this, we should regularly reconsider
what we think we are best doing.

The regret that I felt, I suspect, is a human
propensity that is particularly tragic. After a bad
thing happens, we ask, “What else could we
have done?” For example, this compelling pro-
clivity is emphasized sometimes after a loved
one has taken his or her life. We may torture
ourselves wondering, “If I’d only called earlier?”

This lack of being fair to ourselves in ac-
knowledging accurately what we have done,
and what we can’t, spreads to not knowing the
good we do. I am reminded here of the follow-
ing, from my own experience. A girl just gradu-
ating from high school chose to care for another
girl her age who had profound physical, but not
cognitive, special needs. The teenaged caregiv-
er took the girl with her everywhere, even to
the mall and to meet with her friends. After a
year or so, she felt profoundly burnt out, and
she quit. Her guilt at this plagued her, hound-
ing her every day, until the girl she cared for
died, and the girl’s parents asked her former
caregiver to come to their daughter’s memorial
service. At the service, the parents went on and
on, before everyone, at how lucky their daugh-
ter had been to have the young caregiver for this
time in her life. They related how their daugh-
ter had often said, before dying, how that year
was by far the best she had ever had in her life.

Clinicians may learn, then, how prone to un-
warranted regret they and parents can be. This
may suggest to clinicians that we can forewarn
parents that, even though they may now have
achieved what they want, a terrible end may
occur, and, if it does, they should not feel that
they made, in any way, a wrong choice.

In the case of Mrs. and Mr. S, however, a
still greater risk, and the deepest concern, is that
they may “wake up,” as it were, and agoniz-
ingly recognize and regret the evidence-based
“mistake” that they may have made. That is, if
their fetus has complications, it may, indeed,
be most harrowing. Thus, clinicians who weigh
their own feelings and reflect on what they mean
may get in touch with the greatest threat that
these parents face: we may say to them, in an-
ticipation, that they must commit themselves,
beforehand, to forgiving themselves if they later
come to believe that they made a grave mistake
in requesting that their fetus be delivered early.
Saying this to the parents may put on a light at
the end of the tunnel, even if there is a worst
result. As our “words and actions at and around
critical times of loss are not forgotten, words of
kindness and touching have the potential to
have long-lasting healing effects.”34

The member of the care team who most op-
posed Mr. and Mrs. S  may have been the best
one to say these things. Saying this to them,
when he most opposed their choice, may have
strongly emphasized the importance of their
making this choice, and so may have brightened
the light at the end of the tunnel to the greatest
extent, should that have ever been needed.

CONCLUSION

The cardinal point in this article is that par-
ents’ and clinicians’ relationships with each
other may be of the greatest importance when a
fetus’s interests are at stake. This may mean tak-
ing extraordinary, unprecedented measures,
which alone may be enough to enable parents
like Mr. and Mrs. S to feel “sufficiently safe” to
be able to change their minds. Martin Buber, as
much as anyone, perhaps, recognized the im-
portance of people’s relationships. He wrote
how this is ever foremost, since birth: “The pri-
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mal nature of the effort to establish relation is .
. . seen in the earliest . . . stage . . . timid glances
move out into indistinct space . . . hands sketch
delicately and dimly in the empty air, aimlessly
seeking and reaching out . . . this very move-
ment of the hands will [try to] win . . . a woolly
Teddy Bear . . . the instinct to make contact . . .
(first by touching and then by ‘visually touch-
ing’ another being) . . . is inborn.”35
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Background
Central to ethically justified clinical trial design is the

need for an informed consent process responsive to how
potential subjects actually comprehend study participation,
especially study goals, risks, and potential benefits. This will
be particularly challenging when studying deep brain stimu-
lation and whether it impedes symptom progression in
Parkinson’s disease, since potential subjects will be
Parkinson’s patients for whom deep brain stimulation will
likely have therapeutic value in the future as their disease
progresses.

Method
As part of an expanded informed consent process for a

pilot Phase I study of deep brain stimulation in early stage
Parkinson’s disease, an ethics questionnaire composed of
13 open-ended questions was distributed to potential sub-
jects. The questionnaire was designed to guide potential
subjects in thinking about their potential participation.

Results
While the purpose of the study (safety and tolerability)

was extensively presented during the informed consent pro-
cess, in returned responses 70 percent focused on effec-
tiveness and 91 percent included personal benefit as poten-
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tial benefit from enrolling. However, 91 percent also indi-
cated helping other Parkinson’s patients as motivation when
considering whether or not to enroll.

Conclusions
This combination of responses highlights two issues to

which investigators need to pay close attention in future trial
designs: (1) how, and in what ways, informed consent pro-
cesses reinforce potential subjects’ preconceived under-
standings of benefit, and (2) that potential subjects see them-
selves as part of a community of Parkinson’s sufferers with
responsibilities extending beyond self-interest. More impor-
tantly, it invites speculation that a different paradigm for in-
formed consent may be needed.

INTRODUCTION

Parkinson’s disease (PD), despite being the
14th leading cause of death in the United States1

and affecting more than 1.5 percent of people
older than 65 years2 has, as of yet, no available
therapy that convincingly stems progression. A
major objective in Parkinson’s research, there-
fore, is to find interventions that might halt de-
generation and/or restore function of the neu-
rons believed to be linked to its development.3

Deep brain stimulation (DBS), initially approved
by the U.S. Food and Drug Administration in
1997 for treatment of essential tremor, and then
in 2002 more widely approved for management
of refractory PD, is now being investigated as
one such intervention.4

There are many basic scientific issues yet to
be settled regarding DBS’s potential for provid-
ing neuroprotection in the setting of PD, for ex-
ample, the appropriate target5 and mechanism
of action,6 which are essential to the most ef-
fective clinical trial design.7 There are, more-
over, a variety of ethical issues also yet to be
settled that will be necessary for future DBS clin-
ical study design8—especially those revolving
around vulnerability and therapeutic miscon-
ception, long-standing challenges for obtaining
meaningful informed consent (not only in hu-
man subjects research in general, but also for
PD research in particular).9 This article thus
aims to contribute to the discussion of mean-
ingful informed consent in the context of DBS
by reporting on the responses to a questionnaire

utilized as part of the informed consent process
in a pilot Phase I study of bilateral subthalamic
nuclei (B-STN) DBS in early stage PD.10

INFORMED CONSENT,
VULNERABILITY, PD, AND DBS

As is well established, clear understanding
of research by potential subjects is central to
any informed consent process.11 Likewise, en-
suring clear understanding demands that poten-
tial research subjects have enough knowledge
to comprehend the goals of the study and to
accurately assess risks to their health and qual-
ity of life, possible benefits, and available alter-
natives. For this pilot Phase I study, given the
primary goal of evaluating safety and tolerabil-
ity, potential participants needed to understand
explicitly that identifiable potential benefits
would be for other PD patients in the future—
that this study was not aimed toward provid-
ing direct benefit for themselves.

The informed consent process for this study
was therefore designed to anticipate and explic-
itly address issues associated with vulnerabil-
ity due to therapeutic misconception. The
simple fact that DBS has been approved for treat-
ment of essential tremor, and then for use in
late stage PD, meant potential subjects needed
to understand that their primary contribution
to the study would be the data collected and
possible knowledge gained by researchers, as
well as potential benefit for future patients with
PD. That being said, with rare exception, pa-
tients with PD know the progression of their dis-
ease will continue without remission. Likewise,
they frequently know DBS is likely an option
waiting for them once they get to the late stage
of their disease. The informed consent process
thus had to anticipate that potential research
subjects might mistakenly understand the use
of DBS at the early stage as a kind of step for-
ward, of getting treatment earlier, and hence as
a way of gaining therapeutic advantage.

There was, as well, the issue that serious
ethical concerns were generated by the very idea
of asking patients for whom medication would
still be effective—for the pilot study, individu-
als who met inclusion criteria could expect sev-
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eral more years of adequate response to drug
therapy without motor complications12—to par-
ticipate in a surgical study that carried risk of
death or permanent disability. Thus, while a
safety and tolerability study was justified sci-
entifically,13 justification for offering enrollment
turned on ensuring that the informed consent
process paid even greater attention to issues of
vulnerability. To complicate matters, as men-
tioned above, the nature of PD itself may po-
tentially present impediments to informed con-
sent.14 In addition, this pilot study also requir-
ed significant time commitments as well as
other challenges likely arising in the course of
research subjects’ lives with a stimulator.15 In
the context of this study, there was thus a need
to ensure that potential subjects appreciated
burdens created by the study design, which in-
cluded five separate inpatient evaluations at six-
month intervals over a span of two years, dur-
ing which considerable symptom burden was
anticipated, because each evaluation included
a “washout” of both medication and DBS for a
period of eight days.

Accordingly, to enhance the informed con-
sent process, this study included (1) sending
potential subjects a copy of an informed con-
sent document upon their initial expression of
interest in the study; (2) having subjects par-
ticipate in meetings with a neurologist (the prin-
ciple investigator), a neurosurgeon, and finally
a clinical ethicist, all in one day; (3) giving sub-
jects, at the conclusion of their meeting with an
ethicist, an ethics questionnaire to take home
to aid them in continuing to think about their
own decision making; (4) having subjects par-
ticipate in a fourth meeting, held no less than
three days following the previous meetings,
with an ethicist, a study coordinator, and a dif-
ferent neurologist, for the purpose of going over
the study again; and (5) engaging subjects in a
detailed review of the informed consent docu-
ment with the study coordinator, immediately
following the fourth meeting, with several key
portions read aloud. Throughout, subjects were
encouraged to ask questions. Only after the fi-
nal step was completed were potential subjects
presented the option to sign the informed con-
sent document and enroll in the study.

THE ETHICS QUESTIONNAIRE

The ethics questionnaire provided to poten-
tial participants at the conclusion of the one-
day series of meetings (step 3, outlined above)
consisted of three separate sections and 13 open-
ended questions (see table 1). Potential partici-
pants were explicitly told that the question-
naire’s primary purpose was to help them to
continue to reflect on their understanding of the
research as part of their deliberations on
whether or not to enroll in the pilot Phase I
study; the same was stated in writing as part of
a cover statement attached to the front of the
questionnaire. An addressed, stamped envelope
was provided so potential subjects could, if they
so chose, anonymously send researchers their
responses to help the researchers better under-
stand such deliberation. The ethicist empha-
sized that returning the questionnaire was com-
pletely voluntary and not required for continu-
ing in the process of enrolling in the study.

Ethics questionnaires were distributed to all
65 potential subjects who participated in the
one day of three separate meetings with study
personnel; 22 potential participants (34 percent)
returned legible responses (see table 2). These
were subsequently independently analyzed by
authors (SGF and MJB) using inductive meth-
ods common to qualitative research.16 Specifi-
cally, after initial identification of common
themes, concepts, and categories, the verbatim
responses were independently re-analyzed for
validity and then placed within the most fit-
ting categories.

Summary of Questionnaire Responses
Because the ethics questionnaires were re-

turned anonymously, no demographic data for
potential subjects who sent them to us could be
gathered. There is no reason to think, however,
that this subgroup differed significantly from
the ultimate study group, who were overwhelm-
ingly male (90 percent), middle-aged (mean age
= 60 years), ethnically identified as non-His-
panic White (100 percent), and religiously non-
Roman Catholic Christian (90 percent).

Section I: potential subjects’ understanding
about the study. All respondents explicitly in-
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TABLE 1. Ethics questionnaire for safety and tolerability of neurostimulation in early stage Parkinson’s disease

I. Understanding the study:
A. In your own words, please describe the following elements of this research study:

1. Purpose of the study.
2. General sequence of events that will occur in the study.
3. Potential risk of enrolling in the study.
4. Potential benefits of enrolling in the study.

B. What, if any, additional information would you like to receive before deciding whether or not to become a subject in
this study?

II. Helping you think about your participation in the study:
A. What reasons and/or values are motivating you to consider becoming a subject in this study?
B. If you choose to become a subject in this study, what do you expect to occur based on the medical information

provided you?
C. If you choose to enroll in this study, how do you think you will feel if you are randomized to the investigational

surgical intervention arm of the study?
D. If you choose to enroll in this study, how do you think you will feel if you are randomized to the standard medical

therapy arm of the study?
III. Helping researchers understand your participation in the study:

A. If you choose to become a subject in this study, what do you hope to gain?
B. If you choose to become a subject in this study, how will you judge whether your participation in this study is a

success?
C. In deciding whether or not to become a subject in this study, what are your greatest concerns or worries?
D. What is the most important factor in deciding whether or not to become a subject in this study?

TABLE 2. Number of potential subjects participating in the informed consent process  and returning the ethics questionnaire

373 Patients who expressed interest in the pilot study and were sent information
208 Patients who responded to initial information and inquired into steps for enrolling
65 Potential subjects who participated in first day of meetings
39 Potential subjects who returned for final meeting
37 Patients who signed informed consent form and enrolled in the pilot study

(7 failed initial screening prior to randomization)
23 Ethics questionnaires returned

(1 questionnaire not included due to subject completing only 1 item, which was illegible)

dicated this was a randomized study, although
only six (27 percent) reported its primary pur-
pose was to study DBS’s safety and tolerability
(see table 3). The rest of the respondents (73
percent) indicated the purpose was to study the
effect of DBS, with nine explicitly focused on
DBS’s effectiveness in halting PD progression;
18 (82 percent) acknowledged the follow-up

evaluations and 12 (54.5 percent) included the
consent process as part of the sequence of events
of the study. No other parts of the study were
mentioned by more than 50 percent of the re-
spondents.

Of the 22 respondents, 20 (91 percent) fo-
cused specifically on stroke and death as po-
tential risks, and 12 (54.5 percent) mentioned



211Volume 23, Number 3 The Journal of Clinical Ethics

TABLE 3. Summary of respondents’ answers to the ethics questionnaire, section I: understanding the study

both helping others and potential personal ben-
efit as potential benefits. Another group of eight
(36 percent) indicated the study would help
them individually, while two (9 percent) stated
that helping others, by itself, would serve as the

benefit. Less than half expressed interest in re-
ceiving additional information.

Section II: helping potential research sub-
jects think about participation. Regarding mo-
tivations for enrolling, seven respondents (32

TABLE 4. Summary of respondents’ answers to the ethics questionnaire, section II: helping participants to think about
participation in the study

Coded Purpose of study Sequence of study Risks Benefits More Info?
participant S&T DBS effect on PD Consent Screening DBS implant Randomize Follow up Help others Help
identifier General Specific No detail Details No detal Details & personal Personal Others Yes

Coded Motivation Expectation If randomize to DBS If randomize to medical treatment
participant Altruism & Brief reiteration Very
identifier Altruism pers benefit Pers benefit of process Improve QoL Other positive Accept Unsure Accept Unsure Disappointed
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percent) mentioned their ability to help others,
while nine (41 percent) mentioned helping oth-
ers, but also mentioned receiving personal ben-
efit (see table 4). The remaining six (27 percent)
listed personal benefit as the sole motivation.

As for expectations based on the informa-
tion received, eight (36 percent) expected to see
improvements in their quality of life. Nine (41
percent) reiterated or made reference to proce-
dures detailed in the informed consent docu-
ment and the rest gave answers that fit into no
shared category. In response to how they might
react if randomized to surgery, seven (32 per-
cent) would be very positive, 10 (45.5 percent)
indicated acceptance, and five (23 percent) were
unsure; none expressed that they would be dis-
appointed. Conversely, if they were randomized
to optimal medical therapy, none stated this as
positive, although 16 (73 percent) indicated
acceptance, and only three (14 percent) explic-
itly stated they would be disappointed. Three
(14 percent) were unsure.

Section III: helping researchers understand
potential subjects’ participation

Six (27 percent) responses expressed hope
for gaining both improved quality of life and
satisfaction in knowing they helped others (see

TABLE 5. Summary of respondents’ answers to the ethics questionnaire, section III: helping researchers understand
participants’ participation in the study

table 5). Another six (27 percent) primarily in-
dicated they hoped to gain improved quality of
life. Five (23 percent) stated that the satisfac-
tion of helping others was their aim. The re-
maining five (23 percent) provided various other
responses.

Four (18 percent) respondents also indicated
that success would depend on what the study
discovered, while seven (32 percent) stated that
simply participating in the study would be suf-
ficient to indicate success. Another six (27 per-
cent) focused on personal benefit, and three (14
percent) combined personal benefit and help-
ing others as their indication of success.

Nearly two-thirds—14 (64 percent)—wor-
ried about possible adverse effects from surgery,
while two (9 percent) explicitly stated they had
no concerns whatsoever. A total of six (27 per-
cent) subjects explicitly mentioned possible ef-
fects on their family as significant concern.

Finally, five (23 percent) acknowledged the
prospect of personal benefit as the most impor-
tant factor for deciding whether to enroll, while
four (18 percent) stated both personal benefit
and helping others as factors; 10 (45.5 percent)
provided a wide range of answers that fit into
no shared category.

Coded Hope to gain Judging success Greatest worry/concern Most important to decision
participant Improved Improv QoL Participate Pers Pers benefit Study Adverse Effect on Personal Personal &
identifier QoL & altruism Altruism Other itself benefit & altruism results Other events family None benefit altruism Other



213Volume 23, Number 3 The Journal of Clinical Ethics

of activity; hence the pervasive reporting of
hoped for personal benefit. If, in the process,
they also could contribute to research and help
others who had the same malady, all the better.
Their vulnerability as PD sufferers, in other
words, may have served to cover over their ap-
preciation of the additional vulnerabilities as-
sociated with becoming research subjects.

Several issues merit careful attention regard-
ing understanding potential research subjects
in future DBS studies. First, our findings high-
light the challenge of preventing the therapeu-
tic misconception—but also problematizes its
meaning. For example, through the information
provided during the consent process, potential
subjects learned (if they did not previously
know) that DBS modifies the severity of symp-
toms from tremor in PD. Accordingly, if they
had (or might eventually have) tremor, partici-
pants might have expressed optimism that DBS
might help them. Likewise, while learning that
there was scientific uncertainty regarding how
DBS actually works in late stage PD, potential
subjects also learned there is evidence that DBS
does help in late stage PD—and there is not ev-
idence that it does not help in early PD. Finally,
they learned it is rare that early stage sufferers
do not progress to late stage. If individuals
thought they were likely to take the risks of sur-
gery eventually—two respondents (048-TJ and
134-AL) were even explicit on this point—they
might have elected to take those risks now, when
healthier. Taken together, their decision to en-
roll could be understood as proactive (as op-
posed to based on misunderstanding).

For these subjects, the issue was not wheth-
er such reasoning complied with rules of rea-
soning in research ethics. Rather, they looked
for ways to fit their understanding of research
into their changing lives. As another recent
study about the understandings of research sub-
jects with PD in a Phase I trial reported, most
subjects understood the scientific purpose of the
research yet also recognized the tension between
their desire for benefit and the scientific pur-
pose.17 In that study, respondents reconciled
their decision to participate as kind of a esti-
mated gamble: “some finite benefit + risks that
seem tolerable + researchers who seem trust-

WHAT MIGHT ALL THIS MEAN?

As stated above, the questionnaire was
meant to help subjects reflect on what they un-
derstood about what they confronted when be-
coming, or when they considered becoming,
research subjects, as well as factors they may
have utilized in deciding whether or not to en-
roll. The findings presented here come from a
small group of anonymous sufferers of PD, and
it is unknown if they all went on to enroll in
the pilot Phase I study and were successfully
screened so as to be randomized. Nonetheless,
they captured important reflections of those
deliberating about whether to enroll in such a
study, and, as such, indicate several important
areas inviting further consideration.

Of particular significance is that so many
potential subjects did not, on first look, appear
to have “understood” the primary purpose of
the study; for example, only 27 percent men-
tioned the safety and tolerability of DBS. And
yet it is instructive to note that 14 (64 percent)
indicated that helping others was a purpose of
the study, and, of the nine (41 percent) who in-
dicated personal benefit as their primary goal,
only two (9 percent) did not include helping
others in other responses. Thus, 20 (91 percent)
of the respondents acknowledged that helping
other PD patients was one reason for their own
participation. Taken together in context, such
responses present several overlapping meanings
regarding subjects’ understandings about the
scientific goals of research, their beliefs about
what would actually happen, and the ways in
which personal optimism influenced their ex-
pectations.

For example, their expressions about pos-
sible benefit likely overlapped with their need
for optimism in their overall response to being
ill with PD. After all, in general, potential re-
search subjects are vulnerable to the enterprise
of scientific research and to the typically pro-
jected ideas about the benefits of submitting
themselves to medical research. These individu-
als seem likely to have arrived already know-
ing that they were vulnerable to the progressive,
debilitating effects of PD and were interested
in finding ways to maintain their current levels
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worthy + personal intuitions = chance worth
taking.”18

Similar tensions exist in our findings. For
example, in response to the question about
motivation to become a research subject, one
respondent (107-JB) wrote, “Research is ex-
tremely important, I feel it is an opportunity to
participate in this study. Any information
gleaned from the study will be valuable. Of
course, the bottom line is, I pray if given the
DBS it will slow down the progression of my
disease.” Similar complexity is found in the
responses of respondent 067-MF, who reported
the benefits of participation to be individual,
expressed an expectation of improvement in
quality of life, but also reported being motivated
by a concern for helping others (itself consis-
tent with the response that “participation itself”
would be a mark of success). Two other respon-
dents (044-JM and 116-JP) also displayed such
tension between motivation (wanting to help
others) and the potential benefits of the study,
and what they hoped to gain (helping others and
individual improvement).

Such complex estimations may be more
fully appreciated when looking at several re-
spondents’ answers to the last question on the
questionnaire: “What is the most important fac-
tor in deciding whether or not to become a sub-
ject in the study?” What stands out is what may
be characterized as a sense of vulnerability in
the face of uncertainty. For instance, one respon-
dent (166-AJ) wrote, “Can I be of service, Am I
what you are looking for? Is it worth the risk.”
This respondent is one of the few who correctly
indicated the study’s primary goal as evaluat-
ing safety and tolerability—and yet also reported
that the potential benefit of participating in the
study would be personal (even while also re-
porting being motivated by, and hoping to gain,
both individual improvement and helping oth-
ers). Similarly, respondent 130-JG, who was
another one of the few to identify this as a safety
and tolerability study, was most worried about—
and held as most important for deciding wheth-
er or not to participate—“the possible DRAS-
TIC impact on [my wife] (by my incapacita-
tion)”—which can be referencing either his PD
as it progressed or the possibility of adverse ef-

fects associated with participating in the study
and being randomized to the DBS arm (he was,
after all, “unsure” what his response would be
if randomized to DBS).

Likewise, another respondent (156-JT), who
stated that the benefit of participation would
be for others—that what the respondent hoped
to gain would be “a cure for everyone or at least
relief for everyone”—stated that what was most
important was “The knowledge that I am get-
ting worse. I know when the Parkinson’s crosses
to both sides it will be hard on my family.” Simi-
larly, there was respondent 021-NG who, hav-
ing clearly indicated great concern for the ef-
fect on family members should there be an ad-
verse event, expressed a hope to “gain insight
into my illness,” and stated that success of par-
ticipation would be determined by whether
“knowledge or an insight is gained to slow the
progression of Parkinson’s Disease.” And yet,
in terms of what is most important in deciding
whether or not to participate, 021-NG wrote this:
“What kind of life there is in the future for me,
if I don’t face Parkinson’s Disease head on.”

The way respondents incorporated vulner-
ability and uncertainty into their lives and de-
cision making might be further appreciated by
the communication created by another respon-
dent’s (134-AL) answer to the question about
greatest concerns or worries: “If something un-
foreseen goes wrong, I could end up in a nurs-
ing home or even dead. If either of these things
happens, have I done right by my wife?” Then,
in response to the question about the most im-
portant factor in deciding to become a subject,
that same respondent wrote, “I may be gambling
away several good years of my life for the pos-
sibility of a longer term of quality living. It’s
just a very big decision or leap of faith.”

At root, these responses illustrate the com-
plexity of the potential participants’ apprecia-
tion and interpretation of risk. Researchers and
ethicists are correct to focus on physical char-
acteristics of risk, but participants acknowl-
edged that risk was associated with increasing
disability over time with PD. More importantly,
their understanding of risk went beyond the
physical. For example, some also saw risk as
financial, and hence reflective of broader social
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concerns: if they became incapacitated from
stroke, their family would be financially respon-
sible for taking care of them. Indeed, nine of
the 22 respondents (who otherwise shared no
one single response other than, like all respon-
dents, an acknowledgment of randomization)
noted having concern about how their decisions
would impact their family—although only two
of the nine stated this as their greatest worry or
concern; for the others, this was woven into their
other responses.

This concern for family was, moreover, of-
ten coupled with recurrent statements that po-
tential subjects wanted to enroll not only be-
cause it might be beneficial for themselves, but
also because the success of participation would
depend, in part, on whether the research would
help others in the Parkinson’s community. The
implication of this coupling of reasons is that
participants thus saw themselves not only as
individuals, but also as part of a community of
people who suffered with Parkinson’s—both
those who had the disease and those who took
care of those with the disease.

CONCLUSION

Given the insistent focus on autonomy in
discussions about informed consent in general,
in the day-to-day activities of clinical research
we often focus on people as individuals, espe-
cially in the context of the informed consent
process. However, we believe that what these
respondents were telling us is that they under-
stood themselves to be more than individuals;
they were also members of families and part of
a community of co-sufferers, and these aspects
played a significant role in how they understood
both what the research proposed to study and,
more importantly, their potential participation
in it.

We thus are left with a challenge: not only
do we need to ensure that potential research
subjects understand the risks and benefits of
participation in research (in the usual sense of
informed consent), but we must also be prepared
to be appropriately responsive to what poten-
tial—and actual—research subjects tell us about
their understandings that inform their own deep

sense of responsibility. It is this latter consider-
ation that is most significant, for it invites those
who propose to move forward with research into
DBS in the context of PD—and perhaps, for all
who engage in the informed consent process
with potential participants in clinical research—
to consider whether what is now needed is a
new paradigm for informed consent. Specifi-
cally, instead of conceiving informed consent
as concerning an individual’s understanding of
the potential risks and benefits that he or she
faces, we may be better served by conceptualiz-
ing it in terms of that deep sense of responsibil-
ity that contributes to an individual’s finding—
or more precisely, creating—meaning in the act
of choosing to become a research subject.
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ABSTRACT

In “Potential Subjects’ Responses to an Ethics Ques-
tionnaire in a Phase I Study of Deep-Brain Stimulation in
Early Parkinson’s Disease,”1 Finder, Bliton, Gill, Davis,
Konrad, and Charles undertake informed consent research
on what they describe as a Phase I trial of deep brain stimu-
lation (DBS) for Parkinson’s disease. We argue that the au-
thors should have more carefully characterized the nature
of the DBS study at the start of their clinical study.

The application of pharmaceutical frame-
works for conceptualizing and describing sur-
gical research trials continues to muddy the ethi-
cal waters when it comes to informed consent.
In this issue of The Journal of Clinical Ethics,
Finder and colleagues fall prey to a type of
“regulatory misconception” among those who
design, review, and regulate surgical research
trials that is of particular ethical importance.2

These authors express a concern that potential

research subjects might mistakenly understand
the use of deep brain stimulation (DBS) at the
early stage of Parkinson disease (PD) “as a kind
of step forward, of getting treatment earlier, and
hence as a way of gaining therapeutic advan-
tage.” The authors imply that since the study is
conceptualized as a Phase I trial ( a trial con-
ducted to establish safety and tolerability only)
in an early disease population, that potential
subjects could suffer under a therapeutic mis-
conception (TM) due to vulnerability. In pur-
suing an understanding of subjects’ attitudes,
the authors provide important narrative data on
which to reflect about informed consent in com-
plicated surgical device research. However, TM
cannot be properly demonstrated in the analy-
sis of their ethics endeavor due to a regulatory
misconception used by the scientific investiga-
tors to frame their clinical study.

It appears that the research participants an-
swered a different set of questions than the eth-
ics researchers thought they were asking. This
study serves as an example of problems in the
current designing and framing of complicated
surgical trials in which both research and thera-
peutic components exist. The report by Finder
and colleagues provides an opportunity for fur-
ther discussions on these broad challenges.
Using a “Phase I” label for the DBS for Early
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Stage PD3 trial is accurate only in the frame-
work of disease modification as a goal, and not
regarding whether the subjects could reasonably
expect improvement in their current symptoms.
To describe the study in this manner leads re-
searchers and subjects away from a more robust
understanding of the relationships between the
intervention (DBS) and the research endeavor.
The National Institutes of Health states that
Phase I clinical trials are done to test a new bio-
medical or behavioral intervention in a small
group of people (for example, 20 to 80 subjects)
for the first time to evaluate safety.4 The gov-
ernmental web repository clinicaltrials.org de-
fines Phase I trials as “initial studies to deter-
mine the metabolism and pharmacologic ac-
tions of drugs in humans, the side effects asso-
ciated with increasing doses, and to gain early
evidence of effectiveness; may include healthy
participants and/or patients.”5 The DBS for
Early Stage PD study does not clearly fit either
of these definitions and is not truly a Phase I
trial with respect to testing the safety of placing
a DBS lead in the subthalamic nucleus (STN)
to control PD-related symptoms.

The safety and tolerability of the DBS de-
vice is well established in humans for several
indications, including essential tremor, dysto-
nia, and later stage PD.6 Unlike the controversy
regarding the humanitarian device exemption7

granted for the use of DBS for obsessive com-
pulsive disorder, in which Fins and colleagues
argued that a new brain site constituted a dif-
ferent set of potential risks,8 the trial for DBS in
early onset PD uses the most common, well-
studied brain site for treating PD symptoms, that
is, the STN. The only difference in the Early
Stage PD trial is that an intervention is being
used earlier in the stage of disease. Further, tri-
als of complex brain devices often have a very
small n, even for more pivotal trials, so the num-
ber of subjects is not the controlling factor for
the label of Phase I for this trial. Finally, the
study is a randomized control trial with blinded
reviewers, which does not normally occur in a
safety and tolerability study. In shoehorning the
study into a Phase I description, the nature of
the weight of prior evidence about the safety
and efficacy of the devices is forgotten.

The researchers conducting the underlying
DBS Early Stage PD trial should be lauded for
trying to break the standard surgical research
mold in undertaking a pilot study prior to a wide
scale adoption of “hundreds of thousands” of
patients in the early stages of PD. The develop-
ment of research in trials for substantially simi-
lar surgical approaches often takes place only
after a procedure has been adopted as a pre-
ferred care path. Ashton and colleagues make
this point nicely: “When randomized trials of
an invasive procedure are conducted, it is of-
ten after the procedure has been widely used in
some cases in hundreds of thousands of patients
and doubts have emerged about its utility.”9

Although the researchers in this DBS Early
Stage PD study have avoided this error of only
doing a study after wide scale adoption, they
have made a different type of error in charac-
terizing their pilot study as a Phase I study. Rea-
sonable patients can already request DBS for
early stage PD from their surgeon as an off-la-
bel use—but with little chance of reimburse-
ment from insurance. Under the guidelines of
the Centers for Medicare & Medicaid Services
(CMS), STN DBS for PD is reimbursable for ad-
vanced idiopathic PD and persistent disabling
PD symptoms or drug side-effects.10 It is reason-
able that research subjects would participate in
a DBS Early Stage PD trial to gain access to the
therapy, despite not knowing the longer term
effects, because the procedure is most likely not
covered by insurance. The research subjects
would be under no misconception about the rea-
sonable expectation that DBS would help to con-
trol PD symptoms, such as tremor, in the near
term. Finder and colleagues concede this when
they write, “if individuals thought they were
likely to take the risks of surgery eventually . . .
they might have elected to take these risks now
when healthier. Taken together, their decision
to enroll could be understood as proactive (as
opposed to being based on misunderstand-
ing).”11 The research subjects/patients may rea-
sonably want access to the immediate therapeu-
tic benefit of symptom relief (not a goal to which
the Phase I label applies) and not be interested
in long-term disease modification and side-ef-
fects.
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This type of regulatory misconception,
wrongly labeling a study, can lead to weak ethi-
cal analogies between similarly labeled trials.
Whether this is utilized as casuistry or some less
formal way of thinking, it poses a challenge to
ethical reasoning. Finder and colleagues make
this slip when they cite the similarity of their
findings to another informed consent review for
a Phase I PD trial. The comparator is a gene
transfer trial for an intervention that has no
proven indication for PD, or any other disease.12

The cited study is an early stage safety and tol-
erability trial looking at the outcomes of when
the insertion of an adenovirus with a gene trans-
fer payload was placed into the STN. The sur-
gical research trial that Kim and colleagues cite
in this article is truly a Phase I trial. The stage
of development and knowledge of STN DBS is
far more advanced than for gene transfer tech-
nology, which makes a substantial moral differ-
ence in the potential applicability of the com-
parison. Consistency of conceptualization and
labeling of trials provides an opportunity to
properly compare the foundational elements of
study for an ethical analysis.

The study underlying the article by Finder
and colleagues may have been more properly
compared to the Phase III study entitled Early
Randomized Surgical Epilepsy Trial (ERSET).
ERSET was designed as a prospective study
evaluating the efficacy of standard surgical treat-
ment for patients with earlier stage refractory
epilepsy than what is usually indicated. The
subjects were randomized to receive either con-
tinued medical therapy alone or resective sur-
gery.13 This is an appropriate comparison be-
cause resective brain surgery for later stage epi-
lepsy has been proven to be just as effective as
DBS for later stage PD. Characterizing the early
DBS trial as a Phase II or III trial, as with ERSET,
would have provided a better ethical analogy
and a much stronger argument.

There may be hesitancy to expand the en-
rollment numbers needed for a Phase II trial in
a population earlier in their disease course be-
cause of a perception that these are a particu-
larly vulnerable population. However, the co-
hort of patients with early onset PD is less vul-
nerable in several ways than the late stage PD

patients who have participated in research in
past trials. The early stage cohort has not yet
exhausted oral medications and has not suffered
the debilitating symptoms of PD for years.
Hence, they should be considered less medi-
cally or situationally vulnerable than those who
have been already enrolled for DBS studies for
late stage disease. In this way, vulnerability
should be less of a concern for consent of these
individuals and should not make researchers
hesitant in designing larger scale trials.

This brings us to the ethics questionnaire
composed of 13 open-ended questions used to
gage participants’ understanding for safety and
tolerability of neurostimuation in early stage PD
found in the article by Finder and colleagues.
For the investigators, the questionnaire is
framed perfectly as focusing only on the Phase
I portion of the DBS project, that is, to find dos-
age and tolerability of devices that may later
lead to a longitudinal study of whether a de-
vice is disease modifying by being neuropro-
tective. However, reasonable research subjects
are going to provide answers to the question-
naire framed in terms of the whole process of
receiving DBS that has been proven to amelio-
rate (even if it is for a shorter time) standard PD
symptoms such as tremor. This becomes clear
in the ways in which these individuals an-
swered the questions as reported by Finder and
colleagues. The respondents understood that
getting DBS will likely help their symptoms
such as tremor. Unfortunately, because this was
a survey rather than an in-person interview, the
investigators were not in a position to probe fur-
ther for an understanding of the perceived mis-
match or interpretation. In the end, the ethics
investigators tried to ask questions only about
the research study portion that was character-
ized as safety and tolerability. Generally, the re-
search subjects seem to answer in a more holis-
tic fashion about symptom improvement and
early access to therapy. The authors’ data and
our reflections call attention to the need to
reconfigure frameworks and labeling for surgi-
cal device trials. The new paradigm of consent
of focusing on the “meaning” of the voluntary
research participation that Finder and col-
leagues believe is needed must start with a bet-
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ter characterization of the whole endeavor to
which research participants are agreeing.

tion provides an incentive for the development of
devices for use in the treatment or diagnosis of dis-
eases that affect small populations. To obtain an HUD
approval, a humanitarian device exemption (HDE)
application is submitted to FDA. An HDE is similar
in both form and content to a premarket approval
(PMA) application, but is exempt from the effective-
ness requirements of a PMA. An HDE application is
not required to contain the results of scientifically
valid clinical investigations demonstrating that a
device is effective for its intended purpose. The ap-
plication, however, must contain sufficient informa-
tion for the FDA to determine that a device does not
pose an unreasonable or significant risk of illness
or injury, and that the probable benefit to health
outweighs the risk of injury or illness from its use,
taking into account the probable risks and benefits
of currently available devices or alternative forms
of treatment
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(1 September 2009): 579-83.
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ABSTRACT

We revisit questions about the scientific status of the
pilot Phase I study of deep brain stimulation (DBS) in early
stage Parkinson’s disease (PD), as well as questions about
enrolling and retaining subjects. In doing so, we highlight a
compelling ethical dimension reported to us by patients think-
ing about becoming research subjects in that study.

In their commentary,1 Yee and Ford are
troubled by what they contend is the uncritical
application of pharmaceutical-study frame-
works to the conceptual design and description
of surgical trials in general and the study of DBS
in Early Stage PD in particular. In light of what
we learned from responses we received via the
ethics questionnaires completed by 22 patients
suffering from PD, as reported in this issue of
JCE,2 we share their general concern. Likewise,
we think researchers, as well as bureaucracies
that provide research oversight, should pay
more careful attention to patients’ understand-
ings and attitudes when planning, organizing,
developing, and implementing clinical research.

Indeed, any uncritical application of re-
search frameworks that neglects this necessary
attention, and thus fails to be responsive to how
patients make a meaningful decision to become

a research subject, similarly fails to fulfill the
obligations at the root of the informed consent
process (in research or clinical contexts): to not
take advantage of those who are vulnerable.

Nonetheless, Yee and Ford suggest that our
work fell into the trap of such a “regulatory
misconception” due to our continuing to use
the language of “pilot Phase I study,” and by
our explicit anticipation of the possibility that
potential subjects might be vulnerable to issues
associated with therapeutic misconception.
Focusing on the safety of the DBS device, Yee
and Ford contend the patients completing the
ethics questionnaires likely understood the
questions differently from what we thought we
were asking because the safety and tolerability
of the device were well established “for several
indications, including essential tremor, dysto-
nia, and later stage PD.” Then, while confusing
“early onset PD” with early stage PD, Yee and
Ford go on to say, “the trial for DBS in early
onset PD uses the most common, well-studied
brain site for treating PD symptoms.” Appar-
ently based on the presumption that the stages
of PD have a well-understood progression and
expression of symptoms, a presumption that
runs counter to both patient experience and the
medical literature, they state, “the only differ-
ence in the Early Stage PD trial is that an inter-
vention is being used earlier in the stage of the
disease.” On that basis, they conclude, “reason-
able patients can already request DBS for early
stage PD from their surgeon as an off-label use.
. . . It is reasonable that research subjects would
participate in a DBS Early Stage PD trial to gain
access to the therapy, despite not knowing the
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longer term effects, because the procedure is
most likely not covered by insurance.”

In short, the “regulatory misconception”
trap is that “subjects/patients may reasonably
want access to the immediate therapeutic ben-
efit of symptom relief,” and likewise may not
“be interested in long-term disease modification
and side-effects.” Finally, then, because such
aims are “not a goal to which the Phase I label
applies,” Yee and Ford go on to surmise that
the responses of potential subjects (regarding
their understanding of the DBS in Early Stage
PD study) are likely to be misinterpreted.

 Yee and Ford’s focus on device safety raises
considerations pertinent to surgical clinical tri-
als in general, that much is clear. While that
focus continues to be an important area of dis-
cussion, we think their commentary misses sev-
eral crucial points relevant to the ethical dimen-
sions of the DBS in Early Stage PD study in par-
ticular. A little more background about the DBS
study, and our involvement in it, can thus help
to clarify several issues specific to this research.

Three particular points merit mention. First
is the scientific status of the DBS study and as-
sociated issues of uncertainty. The second con-
cerns two secondary aims of the DBS study: en-
rolling enough participants and retaining them.
Finally, there is the issue of how prospective
participants think about and enact their com-
mitment to research in order to help others.

In late 1999 our colleague David Charles,
MD, invited us to join his research team; they
were finalizing plans for a proposed multicenter
randomized controlled trial (RCT) of bilateral
DBS of the subthalamic nuclei (STN) in 200
patients with early stage PD. The primary aim
of that proposed study was to determine if such
DBS would be neuroprotective, that is, would
delay the development or slow the progression
of Parkinsonian motor symptoms. The motiva-
tion for Charles’s invitation was his apprecia-
tion that potential subjects completing an in-
formed consent document does not necessarily
correspond with an understanding of the sub-
stantive concerns motivating the need for such
forms in the first place. He thus asked us to de-
velop an explicit ethics consultation component
within the informed consent process that could
better ensure that potential subjects were not

only adequately informed, but also would have
the necessary understanding of both the re-
search and their participation in it.

Reviews by panels from both the National
Institutes of Health and the Food and Drug Ad-
ministration (FDA), over the course of three
years, resulted in the study becoming recast as
a pilot Phase I study. Part of the concern was
scientific in nature. The FDA was still at the
beginning of the process for approving DBS as
an intervention for management of refractory
PD. In addition, although there was some evi-
dence suggesting DBS of the STN might have
neuroprotective results for refractory PD pa-
tients,3 the mechanisms associated with loss of
the dopaminergic neurons believed to be the
cause of progression of PD were not well un-
derstood4—and still are not well understood.5

Moreover, because early stage PD brains present
a different physiological and clinical picture
than that of late stage PD, the potential benefits
of neuroprotection by using DBS in early stage
PD could only be said to be theoretical. Finally,
there was as yet no well-established length of
time for the medication wash-out necessary to
achieve valid evaluation of symptoms, and the
validity of the wash-out needed to be estab-
lished to generate accurate data for comparisons
between the two arms of any future RCT.

Yee and Ford may not have appreciated con-
cerns about safety and tolerability created by
the wash-out of medications for both study
arms. Whether subjects were randomized to re-
ceive DBS plus optimal medical therapy or to
receive optimal medical therapy alone, every
six months for two years (five times total) sub-
jects would return to the research site for an
eight-day inpatient evaluation. At that time,
DBS and PD medications would be withheld
from subjects in the first (surgical) arm, and all
PD medications would be withheld from sub-
jects in the second (medical therapy) arm. The
needed commitment of subjects should not be
missed; yet with their critique of the dominance
of pharmaceutical-study frameworks, Yee and
Ford maintain a kind of privileging for safety
as the most significant aim of Phase I trials. As
a result, concerns about tolerance, in the sense
of subjects’ ability to tolerate, for example, the
rigors of research, seem to be “second fiddle.”
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Two practical considerations are therefore
raised by both randomization and the 40 days
(and 40 nights) of follow-up evaluation. First,
given the combination of scientific uncertainty
and that patients qualifying for a study of DBS
in early PD would likely have years of expected
adequate response to standard drug therapy, a
choice to participate entails taking a set of sig-
nificant surgical risks. There was thus a reason-
able question whether there would be enough
interest among potential subjects.

Second, there was considerable discussion
about whether, once recruited and enrolled,
subjects could be retained due to the study de-
sign. Why? In short, if potential subjects felt par-
ticipation would provide the potential to
achieve a therapeutic advantage through early
DBS, what would be their response if they were
randomized to optimal medical therapy? In
other words, if their participation was motivated
by a desire to be randomized to the DBS arm,
but they were randomized to the control arm of
optimal medical treatment, they would confront
a simple-to-state, but morally challenging ques-
tion: “Why should I stay in the study?”

As typically articulated, the reason to remain
in a study, even if randomized to a control arm,
is that subjects understand and accept the idea
that participation is for the sake of research, and
not primarily for their own physical health. In
the context of this study, that sort of understand-
ing and acceptance, even commitment, would
be needed for participants to stay enrolled and
not drop out during the eight-day-long follow-
up stays that include wash-out of all medica-
tions. In full recognition that participation in
clinical research is voluntary and subjects are
free to withdraw at any time, our work was thus
designed, in part, to learn what potential sub-
jects were actually considering when facing the
prospect of such a commitment.

It is that kind of commitment—in the face
of vulnerabilities associated with having a pro-
gressive and likely terminal disease that may
rest on a kind of moral courage—that needs to
be understood by future participants and re-
searchers. As Hans Jonas recognized 30-plus
years ago, subjects who make a gift of themselves
in submitting their bodies to the rigors of scien-
tific and clinical examination, move beyond a

mundane sense of obligation to a “larger sphere
of moral value.”6 Similar to what Jonas noted
when he said the ethical dimension of that
sphere “reaches into the sublime solitude of
dedication and ultimate commitment,”7 what
potential subjects conveyed was a fortitude
forged in dedication and ultimate commitment
to others who may have PD in the future.

We found that patients facing the prospect
of becoming subjects in a surgical trial such as
the DBS in Early PD study do not do so naïvely,
nor do they do so without any number of con-
cerns about responsibility. Indeed, their sense
of making a commitment within a “larger sphere
of moral value” appears to be crucial for mak-
ing sense, not merely of coming to accept what-
ever may befall them due to randomization, but
also of having PD, and as such, belonging to a
community of others who are similarly afflicted.
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ABSTRACT

A case of conflict in pediatric end-of-life decision mak-
ing is presented to compare the complementary roles of clini-
cal ethics consultants and palliative care specialists. The pro-
gression of the case illustrates the differing structures, goals,
and methods of the majority of such teams. The strengths of
each of consultation are emphasized. Particularly in centers
where palliative care services are not available, it can be
important for careproviders and clinical ethics consultants to
focus on alliance-building and a longitudinal relationship with
patients and families.

Sharon is a 14-month-old child who never
learned to crawl, never picked up a Cheerio
between index finger and thumb, never babbled,
and never looked curiously at a toy. She
weighed just under five pounds at birth, even
though she was born only two weeks before her
mother’s due date. She was brought to the neo-
natal intensive care unit (NICU), where the team
noticed she had unusually wide-spaced eyes
and low-set ears. Her breathing would also slow
ominously when she slept, and so she was
placed on “continuous positive airway pres-
sure”—a thick prong placed into each nostril,
blowing air under enough pressure to keep her
airways open and stimulate her breathing.

A geneticist determined that Sharon had a
chromosomal translocation, meaning that a
piece of one chromosome was misplaced on the
end of another chromosome, most likely hav-
ing lost some important genetic material in the
switch. It is possible that the abnormality was
inherited from a parent with a “balanced trans-
location,” such that one parent might also have
a shifted bit of DNA, but in such a way that all
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the required genes are present. Someone with a
balanced translocation would be completely
healthy, and no problem would be apparent
until his or her chromosomes split and mixed
with another person’s as egg and sperm join to
make a new individual. As is often the case with
such abnormalities, the team was unable to tell
Sharon’s parents exactly what the future held,
but they anticipated that she would be signifi-
cantly delayed in her motor, verbal, and cogni-
tive development compared to other children.

Sharon never fed well, and eventually had
a feeding tube surgically implanted through her
abdominal wall into her stomach. Her parents
struggled with deciding how aggressive to be
with medical procedures, realizing she would
likely not have a long life and might have a very
poor quality of life. In talking with the medical
team, they decided to place a “do-not-attempt-
resuscitation” (DNAR) order.1 Because of her
complex medical needs, she was eventually dis-
charged to medical foster care, although her
parents retained full custody and full medical
decision-making rights, and visited her often.

One year following her NICU discharge,
Sharon was readmitted to the intensive care unit
(ICU) with aspiration pneumonia. Her foster
mother accompanied her to the hospital and her
father arrived shortly thereafter. The team in the
emergency department talked to her father about
her respiratory status, explaining that she would
likely die without intubation, and asked to con-
firm her prior “do-not-intubate” order and the
family’s desire to focus on her comfort without
invasive measures. Her father hesitated, “She’s
a happy kid, even though she can’t do much. I
don’t think it’s her time to go yet. We want you
to put in the tube. Try to get her through this.”

The next day her mother arrived and was
surprised to find that Sharon had been intu-
bated. She realized that her husband asked to
have the DNAR order reversed, but angrily
stated that, “You had to have both parents put
that DNAR on in the first place, you should have
to have both sign to take it away!” The ICU phy-
sicians decided to call both the ethics commit-
tee and the palliative care team for help.

Both ethics committees and palliative care
teams often address issues that arise when dif-

ficult decisions need to be made about end-of-
life care or life-threatening illness. In some
cases, an ethical quandary is apparent and the
ethics committee is called, while in other cases
there are no conflicts, but only concerns about
symptom management, so palliative care is the
obvious resource. But in many cases, such as
this one, both issues arise.2

The format of clinical ethics consultations
may vary at different institutions or even with-
in institutions due to the requirements of spe-
cific cases. Some consults involve an individu-
al consultant investigating an issue and render-
ing an opinion. Others use a small team ap-
proach, in which a handful of people meet with
the various stakeholders and make recommen-
dations. Others use a “full committee” model,
in which a large group attempts to gather any
who might have opinions related to the case
(family, physicians, nurses, clergy, other staff,
administration, and members of the ethics com-
mittee itself) in a room at the same time to hash
out a solution.3 Most ethics committees do a
good job of trying to listen to all opinions and
gathering enough information to understand the
differing perspectives that are causing conflict,
whether the conflict arises between the team
and patient or family, between team members,
or within the family. The goal is usually to gather
enough information to understand the ethical
issues involved, ponder a range of potentially
acceptable solutions, and work with the health-
care team, patient, and family to build consen-
sus and choose a mutually acceptable course of
action. Sometimes ethics committees have to
exclude certain courses of action as morally
unacceptable or even illegal, but otherwise most
try to avoid issuing mandates or ultimatums.4

Palliative care teams are usually much less
focused on conflict resolution and ethical analy-
sis than ethics committees; instead, they pay
close attention to pain and symptom manage-
ment and psychosocial needs at the end of life.
Yet most palliative care teams also spend a great
deal of time helping patients and families make
difficult decisions about how aggressive to be
with medical care, many of the same types of
decisions that prompt calls to the ethics com-
mittee. Palliative care and clinical ethics con-
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sultations are certainly not interchangeable, and
most of the time clinicians have very different
goals in mind when calling these two teams.
There may be some strategies used in palliative
care consultation, however, that would be ben-
eficial for clinical ethics consultants to consider
and adapt, particularly in institutions where
palliative care teams may not be available and
ethics committee members take on more chal-
lenging end-of-life conflicts.

When a palliative care team meets a patient,
the team members usually expect that they will
be following the patient and family over time.
It would be rare for a palliative care team to
help a family make difficult decisions and not
continue the relationship. A palliative care team
also tends to spend a lot of time getting to know
the patient and listening to the patient’s and
family members’ stories about the illness or
about life. They do this for several reasons. Get-
ting to know the patient and family helps the
team to better understand the patient’s values,
which is of crucial importance when helping
the patient and family clarify their goals of care
and sort through difficult decisions. It is also
usually therapeutic for the patient and family
to be able to tell the healthcare providers about
the patient’s life when the patient is faced with
the prospect of death. Sharing such stories helps
to honor the life that has been lived, acknowl-
edge an individual’s importance to others, con-
solidate memories, and recognize the shared
humanity of all who are coming together at the
time of this death.5 The team is more likely to
build an alliance with the patient and family
the better they know their history; such an alli-
ance will help the team best ease the often times
difficult process of dying.

The longitudinal relationship of the pallia-
tive care team can be very different than the
relationship developed by members of an eth-
ics committee. Some differences naturally arise
from the different goals of the two teams: con-
flict resolution versus ongoing support and
symptom management. The ethics consultant
is usually brought in as an impartial third party
to mediate a dispute or provide specialized
knowledge about what options are acceptable.
For the palliative care consultant, however,

impartiality is almost never the goal. Building
an alliance is more important. Most clinical eth-
ics consultants realize they are at a disadvan-
tage in not having this longitudinal relationship
and frequently make use of others who do, by
bringing a primary care physician or a subspe-
cialist caring for a chronic condition into a con-
versation to help resolve a conflict.

Some of the differences in approach arise
from the structure of the teams themselves. Eth-
ics committees are usually composed of indi-
viduals from multiple disciplines who all have
other roles in the hospital.6 There may be an
ethicist on the committee or a leader in the
group whose job description includes a signifi-
cant amount of time devoted to the activities of
the committee, hopefully accompanied by some
financial support of that person’s salary. For all
of the other members of the ethics committee,
their committee work is squeezed into whatever
time can be found amongst their other duties.

Most palliative care teams, by contrast, are
run as a clinical service. There are team mem-
bers assigned to take care of the patients on the
service, whether in the hospital or at home, and
their clinical income is usually predicated upon
providing that service. The team expects that
their day will be filled with duties involved in
caring for patients at the end of life, including
helping them to make difficult decisions.7 Such
expectations facilitate being able to sit at the
bedside with a patient and family, and spend
the time that it takes to get to know them and to
manage difficult symptoms.

Sharon’s case illustrates the different pro-
cesses followed by the two teams, and highlights
some advantages of each. The ethics commit-
tee rounded up committee members to meet
with the physicians, nurses, parents, and the
medical foster mother. They found that the fa-
ther and medical foster mother thought that
Sharon was somewhat interactive with her en-
vironment, had been “doing very well,” and that
it was “worth it” to try to support her through
this episode of pneumonia, as she would likely
be able to return to her prior quality of life.
Sharon’s mother, on the other hand, felt that the
right decision had been made to make her
DNAR, did not want that decision reversed, felt
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that the endotracheal tube and suctioning were
causing her daughter to suffer, and thought she
should be extubated and kept comfortable, even
if that led to her death. The medical team was
uneasy with the conflict that had arisen, espe-
cially when the mother was angry. They felt that
Sharon’s quality of life was such that a DNAR
order was appropriate and that it would be ac-
ceptable to extubate her at this point and focus
only on comfort measures, but only if the fam-
ily was in agreement that this was what they
wanted for their daughter. The bedside nurses
and respiratory therapists did not like the
thought of Sharon suffering unnecessarily, but
they felt that she was being kept relatively com-
fortable with her current levels of sedation. They
were willing to accept whatever decision was
made, but were hoping to avoid feeling trapped
when disagreements occurred at the bedside.

The ethics committee arranged for a group
meeting to have all sides hear each others’ opin-
ion. They met in a large conference room with
Sharon’s parents, eight representatives of the
medical and nursing teams, and five members
of the ethics committee present. After the above
positions were delineated, the committee mem-
bers felt that both of Sharon’s parents were ap-
propriate surrogates and that each was acting
in what they saw as her best interests, with each
parent’s desired goal being a morally acceptable
one. Since they were decision makers with equal
authority, neither parent’s opinion could auto-
matically take precedence over the other. For
the time being, the committee explained to
Sharon’s mother that reversing a DNAR order
was not the same as writing one, in that con-
sensus from both parents was not required to
rescind it—if one parent felt life-sustaining
measures were indicated, the team was obli-
gated to “err on the side of life” until circum-
stances changed or a consensus was reached.
The committee therefore recommended con-
tinuing mechanical ventilation and reconven-
ing as a group in a week to see if there was any
change in the prognosis, clinical course, or
family’s opinions at that point. Even though
Sharon’s mother’s wishes were not immediately
honored, she felt reassured that her voice had
been heard and a reasonable plan was in place.

The palliative care team came by to intro-
duce themselves. The nurse on the team had
briefly met the mother during her neonatal stay.
Sharon’s mother remembered a conversation,
more than a year past, when the palliative care
nurse asked her how she was coping, whether
she was eating and sleeping and taking care of
herself. A physician, nurse, social worker, or
chaplain from the team stopped by every day,
singly or in groups, to talk with the family.

Every day the palliative care team asked
whether Sharon was comfortable, and made
recommendations for medication adjustments
if she was not. They discovered that Sharon’s
mother was the sole breadwinner for the fam-
ily. She had difficulty working full time and
dealing with Sharon’s condition, but she could
not cut back at work because they were depen-
dent on her health benefits. In fact, she had re-
cently turned down a promotion because it
would have increased her salary to a point that
they might have lost the secondary state medi-
cal assistance that helped them cover Sharon’s
needs. She had bonded with one of the doctors
in the NICU who had told her it wasn’t neces-
sary to prolong Sharon’s life with invasive, ag-
gressive measures, but she sometimes worried
that she was being selfish when she expressed
this view. She got to see Sharon only once or
twice a week due to her work schedule.

Sharon’s father had lost his job shortly be-
fore her birth. He felt guilty for not being able
to provide for his family, but without having to
go to work, he was able to visit Sharon at her
foster home almost every day. He had enrolled
in classes to try to become a licensed practical
nurse in order to be able to better care for
Sharon, and he hoped to bring her to live in
their home one day in the near future. He had
also reconnected with his childhood religious
community since her birth and was now attend-
ing services at least twice a week and reading
spiritual texts extensively.

Sharon’s medical foster mother had cared
for her every day for over a year and took great
pride in how well Sharon had been doing. She
felt that with stimulation Sharon was becom-
ing much more interactive. She accepted that
Sharon’s parents were the decision makers for
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their daughter, but hoped fervently that they
would try everything possible to get her back to
her base line health status. She lived closer to
the hospital than Sharon’s parents, and would
rush to her side immediately for any change in
her condition.

The palliative care team talked to both par-
ents and the medical foster mother about how
obvious it was that they were devoted to Sharon
and were trying to make the best decisions pos-
sible for her. They also spoke with her parents
about how trying a child’s life-threatening ill-
ness can be for a marriage, and encouraged them
to be patient with each other until they could
reach a mutually agreeable solution that they
could both accept and live with years into the
future.

The resident physician on the team was frus-
trated. When he had been told by the father in
the emergency department that “we” wanted
Sharon intubated, he had assumed the father
meant himself and the child’s mother, and that
Sharon’s mother had been informed of the situ-
ation. By “we,” the father had actually been re-
ferring to himself and the medical foster mother,
who was present in the emergency department
at the time, and he had not yet spoken with his
wife. The resident was indignant when Sharon’s
mother angrily accused the team of not talking
to her about rescinding the DNAR and not in-
forming her of Sharon’s condition, as the resi-
dent felt that the team had been misled by the
father. The resident wanted to tell the mother
his perception of the conversation so that she
would no longer be angry with him. The pallia-
tive care physician convinced the resident that
it was best not to split the parents by pitting
them against each other, and that it was far pref-
erable to continue to let the mother’s anger be
directed at the team for the misunderstanding.

The ethics committee intervention in this
case was helpful to everyone; the process was a
fairly standard application of an ethical analy-
sis to a problem at hand, with planned follow
up to see if the issue had been brought to reso-
lution. The committee included all stakehold-
ers in the information-gathering process, and
also mediated between the mother and father
in a way that was beneficial. The committee

reached enough of an understanding of the back-
ground of each member of the family to inform
the decision-making process, but were unable
to achieve the depth of understanding that is
usually only possible after building trust
through repeated interactions over time.

The time devoted by the palliative care team
did not necessarily alter any of the decisions
made in this case. Yet they put in the day-to-
day, relationship-building work at the bedside
that may have helped to ease the process of the
hospitalization for the family. They also helped
to assure that Sharon was not suffering. They
were able to come to a better understanding of
each individual’s values than would be possible
from an isolated meeting. The connection was
facilitated because many of the conversations
with the parents were one-on-one or with two
people at the most, rather than in a conference
room with more than a dozen people at the table.
The ongoing discussions also helped each par-
ent come to a better understanding of the other’s
point of view. Allowing this understanding to
develop over time avoided emphasizing the
“conflict” between the parents and let the team
focus more on affirming that each parent wanted
what was best for their daughter.

Is there anything that ethics committees can
learn from the different model used by most
palliative care teams? The majority of ethics
committee members do a great job of listening
to patients and families; such skills often lead
to an individual being asked to be on the com-
mittee in the first place. They want to know the
patient’s and family members’ stories. Yet it may
take time and repeated interactions to build trust
and develop a greater understanding. “Narra-
tive competence” is easier to achieve when time
and resources are available to focus on a pa-
tient and family.8

The importance of the longitudinal relation-
ship is one reason for the ongoing crusade to
integrate palliative care early in the disease pro-
cess. Palliative care professionals find they can
be most effective when they begin working with
a patient and family before death is imminent,
preferably from the time that an incurable dis-
ease is diagnosed. As palliative careproviders
develop trusting relationships with the patient
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and family, discussions about the goals of care
can unfold naturally over time, alleviating or
even completely avoiding conflicts about deci-
sion making.9 This anticipatory approach may
also be useful to ethics committees. A few stud-
ies have described use of a proactive model for
ethics consultation in the ICU setting, report-
ing shorter ICU lengths of stay, fewer life-sus-
taining technologies in the last days of life, and
improved communication between healthcare
teams and family members.10

The goal is not, of course, for clinical ethics
consultants to become palliative care practitio-
ners. The interactions are different precisely
because each team has a different agenda.11

Some authors have even debated whether clin-
ical ethics consultants need to avoid behaving
like clinicians, in order to maintain objectivity
or neutrality, while others argue that some de-
gree of clinical knowledge is invaluable to a clin-
ical ethics consultant.12 Yet perhaps ethics com-
mittees have something to learn from the pal-
liative care model. They could better understand
families if they follow up group meetings with
frequent, individual interactions. Such longi-
tudinal interactions will help them come to a
more granular understanding of the problem at
hand, rather than settling for an overly simpli-
fied breakdown into conflicting principles. Per-
haps a longitudinal relationship could also dem-
onstrate that supporting a family and winning
trust often does more to resolve conflict than
ethical analysis and logical persuasion.

Although it is not a component of a straight-
forward ethical decision-making process, some
attention to preserving the psychological well-
being and relationships of the key stakeholders
could be an important consideration for clini-
cal ethics consultants. The use of triggers for
consultation and a more proactive approach
might prevent many potential conflicts from
ever reaching a crisis point. Hospitals should
consider funding the time of ethics committee
members so they can do a thorough job of build-
ing relationships and mediating conflict. Many
ethics committees are experimenting with con-
sultation models that involve mediation, for
which listening and deliberation over time are
essential skills. Many clinical ethics consultants

routinely perform all of these tasks with grace
and insight on a nearly daily basis. Yet such
practices are rarely considered standard oper-
ating procedure for ethics consultations.

Two weeks into Sharon’s hospitalization, her
parents agreed that they would not escalate care
further. They asked the team not to resuscitate
if her heart stopped, but wanted to wean her
from the ventilator if she seemed ready to extu-
bate. She would then not be reintubated, even
if she decompensated. The ethics consultants
talked with the physician and nursing teams to
make sure that all agreed that this was a mor-
ally acceptable choice. The palliative care team
sat with the parents and talked about how things
might go once the tube was out, and what it
might look like if, in fact, Sharon did die. Over
the next few days the ventilator was weaned
and the breathing tube was removed. Sharon
struggled to breathe, and was supported with
medications for dyspnea. One night her oxygen
saturations began to inexorably drift down-
wards. Her nurse called her parents and sug-
gested they come in, as she might be dying. They
had a long drive, so the parents called the fos-
ter mother and asked if she could make it there
to be at Sharon’s side while they were on the
way. Sharon died that night with all three “par-
ents” at her bedside, taking turns holding her.
She was comfortable, and her parents were
grateful for all that had been done to help both
her and them.

Sharon’s medical team—and her parents—
benefitted from the complementary services of
both an ethics committee and a palliative care
team. Many hospitals are not so fortunate, and
their ethics consultants might find themselves
the only resource for resolving conflicts. Incor-
porating aspects of the sustained narrative ap-
proach used by palliative care teams may, al-
though time-intensive, allow for greater under-
standing, readier healing for both family and
staff, and a smoother path towards resolution.

PRIVACY STATEMENT

The conflict described in the above essay
was based on a real case, however, the clinical
details of the case have been altered sufficiently
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to protect the identity of the family and staff
involved.
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ABSTRACT

Ethics committees and palliative care consultants can
function in a complementary fashion, seamlessly and effec-
tively. Ethics committees can “air” and help resolves issues,
and palliative care consultants can use a low-key, longitudi-
nal approach.

In their moving and well-written essay in
this issue of The Journal of Clinical Ethics, “Sto-
ries and the Longitudinal Patient Relationship:
What Can Clinial Ethics Consultants Learn from
Palliative Care?” Morrison and Derrington tell
us the story of Sharon, a 14-month-old child
with a fatal chromosome abnormality.1 Like a
hibiscus (colloquially called the Rose of Sharon)
whose blooms last only for a day, her time is
limited from the start. At the beginning of the

story she is already in the intensive care unit
dying of aspiration pneumonia.

The characters we meet are her biological
mother and father, who come to the hospital
separately and are often not on the “same page,”
an overworked and under-appreciated resident
who is inadvertently caught in the middle be-
tween them, the attending pediatrician, a medi-
cal foster mother who is biased toward continu-
ing treatment for various (unstated) reasons, a
small and caring group of nurses and docs (eight
or so), and the palliative care team (one or two
people) as well as the ethics committee (five
people or so).

The dilemma is the withdrawal of life-sus-
taining treatment—here the ventilator. Sharon’s
father and foster mother wish to start and con-
tinue treatment and her mother wishes to with-
hold it and/or withdraw it.

The clinical symptom which requires on-
going palliation is dyspnea.

The outcome is a peaceful resolution.
Sharon dies comfortably in the arms of both of
her parents and her foster mother. The nursing
team was present throughout. It is unclear if
either the palliative care team or an ethics con-

The Rose of Sharon: What Is the Ideal Timing
for Palliative Care Consultation versus Ethics

Consultation?
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sultant is present at the time of Sharon’s death,
but is it doubtful that either were there, because
she dies at night.

The writers tell us that the moral of the story
is that palliative care uses a one-on-one, gentle,
daily, low-key approach, which could benefit
ethics consultants as well.

We are right with the storytellers until they
tell us the moral of the story. We just don’t see
it that way.

Our concern is this. It is true that we have
argued recently2 that ethics consultation needs
to be more active and “clinical.” This would
promote certification and credentialing as well
as reimbursement. This line of reasoning would
certainly fit with Morrison and Derrington’s
conclusion. Why not combine palliative care
consultation and ethics consultation right from
the start? Why shouldn’t ethics consultants use
the exact same approach as palliative care spe-
cialists?

But this example, in which the palliative
care consult team and the ethics committee are
consulted simultaneously, seems inadvertently
to prove the opposite point.

Maybe we need to reconsider these roles yet
again.

Maybe ethics consultation just can’t do a
good job being “longitudinal.” Perhaps pallia-
tive care does a better job hearing the full story.
Perhaps the active clinical role is meant only
for palliative care. After all, treating the dysp-
nea is the main concern when the withdrawal
of life-sustaining treatment appears imminent.
We can’t expect the ethics committee to be re-
sponsible for discussing shortness of breath at
the bedside.

In addition, for palliative care specialists,
certification and credentialing issues are already
solved. Reimbursement follows this clearly de-
fined clinical role. Documentation easily
matches standard work flow. Daily follow up is
assumed, and is not a burden on unpaid volun-
teers. And despite the authors’ concerns about
palliative care availability, it is an increasingly
common service even at community hospitals.

It is also cost-effective and efficient. In our
hospital, the palliative care service requires only
one full-time nurse practitioner (JLV) and one

half-time physician (DLS). Our metric is to do
about 1.5 consults per hospital bed (in our case
80 beds x 1.5 = 120 consults) a year. This is a
manageable number for us, but this would be a
crushing expectation for an ethics committee.

It would be reasonable for the ethics com-
mittee to be consulted on, say, 10 to 20 percent
of the total cases (15 to 30 a year). These would
be the very hardest cases. Volunteers could be
expected to be willing to work on a fewer num-
ber of cases, so payment, credentialing, and cer-
tification issues would be less pressing.

In most consulting situations, an ethics com-
mittee would meet together only once. An in-
dividual from the committee could still serve
as the “consultant” and the point person, but,
as in this story, a group meeting would air all of
the issues. Even though Sharon’s resident and
attending ordered both consults to occur simul-
taneously, note that the ethics committee ap-
pears to meet formally only once, and that the
ethics consultant(s) follow up with the medical
team, not with Sharon or her family members.

Our point is emphatically not to say that
palliative care and ethics committees can’t work
together. Nor is it to say that ethics committees
and consultation are unhelpful. Sharon’s situa-
tion demonstrates that ethics committees and
palliative care consultants can function in a
complementary fashion, seamlessly and effec-
tively. They have unique styles and roles.

It seems to us that Sharon needed both
groups of consultants, but at different times and
in different ways. For example, the actual deci-
sion to withdraw the ventilator is two weeks in
the making. That’s why the story is longitudi-
nal. Time itself is a variable in most of these
difficult and tragic situations. Along the way,
unsung heroes (the nurses in the intensive care
unit) and an unwitting scapegoat (the resident
physician) must emerge. The main character
needs to be seen through the eyes of others. The
parents and the foster mother have come to
terms with their own expectations for Sharon’s
future. “She’s a happy kid,” says her father,
“even though she can’t do much.” Prior to this
admission, Sharon was becoming “much more
interactive” says her foster mother. “You should
have had both of us sign,” says the patient’s



233Volume 23, Number 3 The Journal of Clinical Ethics

mother angrily when she finds Sharon intubated
despite her specific prior written wishes to the
contrary.

Faced with this apparent impasse, the pal-
liative care team reaches out to Sharon’s mother
and learns her own story. The ethics committee
determines that she is “an appropriate surro-
gate.” Both are helpful actions. So let’s combine
the two. But let’s use palliative care early and
often and ethics consultation late and sparingly.

The story of the Rose of Sharon teaches us
that even in the toughest situations, when the
beautiful and the good and the innocent die
young, this approach actually works.
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Clinical Ethics Consultation

ABSTRACT

Members of the Clinical Ethics Consultation Affairs
Standing Committee of the American Society for Bioethics
and Humanities present a collection of insights and recom-
mendations developed from their collective experience, in-
tended for those engaged in the work of healthcare ethics
consultation.

INTRODUCTION

Healthcare ethics (HCE) consultants play an
important role in improving the quality of care
for patients and family members when an eth-
ics concern is present.1 HCE consultation (“eth-
ics consultation”) is one of several services that
HCE consultants may provide.2 During ethics

case consultations, HCE consultants (HCECs) are
invited to become involved in some of the most
challenging issues facing clinicians as they care
for patients. Accordingly, the stakes are often
high when HCECs review a case and make rec-
ommendations. For example, they may be called
in when there is uncertainty or conflict about
the goals of care for a patient that affects deci-
sions about aggressiveness of medical treatment
at the end of life. Clearly, assuring that HCECs
are adequately prepared and sufficiently skilled
to undertake the complex challenges encoun-
tered in their work is a major priority for all
stakeholders. In addition, HCECs have a respon-
sibility to improve the quality of the ethics con-
sultation service they staff.

The American Society for Bioethics and Hu-
manities (ASBH) created the Clinical Ethics
Consultation Affairs committee (CECA) to ad-
vise it with respect to issues related to improv-
ing the quality of HCECs. In addressing this
broad mandate, CECA is interested in dissemi-
nating information to front line HCECs that will
be useful as consultants do their work, and that
will in turn facilitate the goal of improved qual-
ity and excellence with respect to HCECs and
consultation services.

HCEC Pearls and Pitfalls: Suggested Do’s and
Don’t’s for Healthcare Ethics Consultants

Joseph A. Carrese and Members of the
American Society for Bioethics and Humanities

Clinical Ethics Consultation Affairs Standing Committee

Joseph A. Carrese, MD, MPH, is an Associate Professor in
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School of Medicine and is Director of the Program on Ethics
in Clinical Practice at the Johns Hopkins Berman Institute of
Bioethics in Baltimore, Maryland, jcarrese@jhmi.edu.
Members of the ASBH Clinical Ethics Consultation Af-
fairs Standing Committee and their institutional affiliations
are listed at the end of this article.
©2012 by The Journal of Clinical Ethics. All rights reserved.



235Volume 23, Number 3 The Journal of Clinical Ethics

It is with this in mind that CECA members
present “HCEC ‘Pearls and Pitfalls,’ ” a collec-
tion of insights and recommendations devel-
oped from the collective experience of CECA
members intended for those engaged in the work
of HCE consultation. These “Pearls and Pitfalls”
are not formally endorsed by ASBH. They are
intended as a resource for HCECs who desire to
improve professionally, in part by learning from
the experience of others.

PROCESS

The 12 “Pearls and Pitfalls” presented in this
article were generated by members of CECA
through a process that included in-person dis-
cussion and other forms of communication (for
example, phone, email) over a period of two
years. This list is not intended to be an ency-
clopedic account of everything HCECs need to
do or bear in mind in the course of their work.
For a more comprehensive account of what
HCECs need to be aware of, know, and what
skills they need to have, access ASBH’s Core
Competencies for Healthcare Ethics Consulta-
tion.3 With this qualification in mind, consen-
sus exists among members of CECA about the
importance of these 12 items. Our intent is to
periodically disseminate additional “Pearls and
Pitfalls” through published journal articles and
postings on the ASBH website (http://www.
asbh.org/about/content/asbh.ceca.html).

HCEC PEARLS AND PITFALLS

1. Don’t assume that the question you are
asked to address is a matter of ethics, or that it
is the primary issue or the only issue. Do take
the time to clarify for yourself (and your team)
the following: What are the relevant concerns,
and are they a matter of ethics? Those request-
ing an ethics consultation recognize that a prob-
lem exists. However, they may not be able to
accurately determine whether the problem is
truly a matter of ethics or not, and even if they
can, they may not be able to correctly articulate
the precise nature of the ethical concerns (that
is, the values about which there is uncertainty
or conflict). Further, requesters may not appre-
ciate that, in addition to the question(s) they

have raised, other important ethical concerns
may be involved. One important task for HCECs,
then, is to determine if the request is appropri-
ate for ethics consultation and, if so, to clarify
the ethical concern(s).4 If the request does not
involve an ethics question (that is, what should
be done in the face of uncertainty or conflict
about values), it should be referred to other re-
sources in the healthcare system that are better
equipped to handle such requests. For example,
if the requester is seeking a legal opinion, he or
she should be referred to legal counsel. Similar
to making a diagnosis in clinical medicine,
where precision in diagnosis leads to appropri-
ate intervention, clearly and accurately identi-
fying and describing the ethical concerns in an
ethics consultation will more likely lead to a
correct and helpful analysis and appropriate
recommendations. Another parallel to clinical
medicine is that, as the case unfolds over time,
new issues may emerge. An initial set of ques-
tions, even when addressed and resolved, may
lead to awareness of new ethical issues as the
case evolves. The consultant should be atten-
tive and open to this possibility and revisit the
ethics question(s) in the consultation, as needed.

2. Don’t conduct ethics consultations a dif-
ferent way each time. Do have a standardized
and systematic approach for gathering, analyz-
ing, and synthesizing information. “Excellence
is an art won by training and habituation: we
do not act rightly because we have virtue or
excellence, but we rather have these because
we have acted rightly; . . . we are what we re-
peatedly do. Excellence, then, is not an act but
a habit.”5 Excellence in ethics consultation, as
in any other pursuit, is not an accident. It is
borne of commitment, training, and the habit
of approaching our work with high standards
and rigor, every single time we do a consulta-
tion. One strategy for facilitating high quality
ethics consultation is to have a standardized
process for conducting consultation that is thor-
ough, systematic, and employed every time.
Approaching one’s work differently each time
increases the likelihood of omissions and mis-
takes. Many strategies for conducting healthcare
ethics consultations have been suggested.6 We
do not endorse a particular strategy; rather, we
urge HCECs and consultations services to se-
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lect and use one strategy consistently—that is,
to make it a habit, so that quality is enhanced
and excellence can be achieved. Another ad-
vantage of a consistent approach is that, over
time, those who request assistance from HCECs
learn what to expect.

3. Don’t come to premature closure about
the issues involved and the options available.
Do take the time necessary to be thorough in
each step of the consultation process. One ba-
sic rule in clinical medicine is resisting the
temptation to arrive at a conclusion prema-
turely.7 Instead, the preferred approach is to be
careful, deliberate, and thorough before arriv-
ing at a conclusion. The same applies to HCE
consultation. Thoroughness in all phases of the
consultation process may take more time, but
this approach is more likely to result in sound
recommendations. HCE consultants should ad-
here to a systematic approach for gathering in-
formation (such as one of those referenced in
Pearl 2) that begins with careful chart review
(for case consultation), proceeds to interview-
ing stakeholders, and includes careful reflection
along the way. Similarly, a thorough approach
should be employed when analyzing the gath-
ered information and when identifying, and, in
turn, evaluating, ethically acceptable options.
One strategy to contemplate when considering
this “Pearl” is to periodically ask oneself and
others involved in the consultation the follow-
ing questions: Have we missed anything? Is
there anything we haven’t considered or any-
one from whom we haven’t heard? Have we ac-
counted for all relevant perspectives? Are we
aware of our assumptions and have we assessed
them? Are there other possible explanations for
what is happening? Have any new issues
emerged since we started the consultation? Have
we challenged ourselves to think creatively to
identify additional ethically supportable op-
tions?

4. Don’t conduct informal “curbside” con-
sultations when making recommendations
about a specific patient. Do conduct formal case
consultations that are documented in the pati-
ent’s medical record. There are times when phy-
sicians and nurses ask HCECs for advice over
the phone or in the hallway and there can only
be a brief exchange of information and ideas.

Staff may desire a quick answer and may want
to avoid initiating a consultation process that
may take some time to complete. Forces con-
spiring to truncate the ethics consultation pro-
cess can, at times, be very significant. A con-
cern related to quick, curbside consultations is
the possibility of incomplete appreciation by
HCECs of all of the relevant facts and consider-
ations. This in turn could lead to inappropriate
or unfounded advice. In contrast, a formal, de-
liberate approach to gathering information and
discussing the issues that have been raised en-
hances the likelihood that the process and out-
come will be of the highest quality. In addition,
a telephone or hallway conversation is not cap-
tured in the medical record, and is therefore not
available for other members of the healthcare
team to review and reflect upon. A carefully
written formal consultation note placed in the
medical record is available to others and serves
as evidence that important issues in the case
were carefully considered by HCE experts.

However, despite the preference for formal
consultation, HCECs should be sensitive to the
needs and limitations of those who may desire
their services but are not willing or able to en-
gage in a formal case consultation process. Con-
sultants should develop strategies for being re-
sponsive, engaged, and helpful, even when a
formal case consultation is not being requested.8

For example, it is acceptable for HCECs to edu-
cate and offer generic advice to colleagues. An
HCEC might be asked by a colleague to review
and explain the key steps in assessing decision-
making capacity, as a point of general informa-
tion. Similarly, an HCEC, before being invited
to undertake a formal case consultation, might
advise careful communication between key
stakeholders (such as a meeting between staff
and family members). The key issue here is role
clarification. There is an important distinction
between providing general education or coach-
ing about communication principles and giv-
ing specific advice about a particular patient that
may lead to important decisions about that pa-
tient’s medical care. HCECs need to be aware of
this distinction, be clear about their role, and
avoid offering specific advice about a particu-
lar patient unless it is in the context of a formal
case consultation.
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5. Don’t allow the HCE consultation discus-
sion to be dominated by particular individu-
als. Do be facilitative, inclusive, and a good lis-
tener. The work of an HCEC, by definition, in-
volves interaction with multiple parties, includ-
ing patients, family members, and staff. Clearly,
either in one’s role as a member or as a leader of
a consultation team, it is essential to ensure that
all perspectives are given voice and that all
stakeholders feel included and respected. If one
person dominates the conversation, there is a
risk that important information will not be com-
municated. Attention to core dialogue skills
such as suspension of judgment, identification
of the assumptions being made, skilled listen-
ing and inquiry, and reflection helps to create
an inclusive, facilitative process.9 This “ethics
facilitation approach”10 decreases the likelihood
of missing crucial information and enhances the
probability of arriving at an optimal understand-
ing of the situation.11

6. Don’t assume your written consultation
note will be understood without verbal com-
munication. Do use the consultation as an op-
portunity to engage healthcare staff in direct
conversation to explain and teach. One basic
premise of optimal HCE consultation is opti-
mal communication. Usually this means direct
verbal communication with members of the re-
questing service to review key recommenda-
tions and associated reasoning, in addition to
generating a written consultation note.12 Direct
verbal communication increases the likelihood
that consult participants will understand the
specific ethical concerns raised during the con-
sultation, in part by creating an opportunity for
questions to be asked and addressed. In this way,
direct verbal communication reduces the risk
of confusion or misunderstanding. In addition,
many HCECs consider teaching and education
to be part of their core mission—that is, to help
those involved learn to work through ethical
uncertainties and disagreements on their own.13

Engaging members of the requesting service in
conversations throughout the consultation pro-
cess is one way to fulfill the HCEC’s teaching
mission.

7. Don’t assume you are doing a good job.
Do invite evaluation of your consultations from
those requesting and/or participating in them.

A basic principle of quality improvement is to
evaluate what you are doing. One way to evalu-
ate ethics consultation is by getting feedback
from end users.14 While hard work and good
intentions are important, they alone don’t en-
sure that HCECs are doing the best job possible.
For example, ethics consultants have blind spots
like everyone else: interactions may be per-
ceived by others as suboptimal in ways that
HCECs cannot appreciate. Inviting feedback
about specific aspects of the consultative pro-
cess from those who requested and participated
in the consultation is a useful way to better un-
derstand what is going well and what needs at-
tention and improvement. The Department of
Veterans Affairs IntegratedEthics initiative has
many useful resources, including an evaluation
tool that can be used to assess participants’ per-
ceptions of consultation performance.15 Using
this tool or a similar evaluation instrument af-
ter every consultation, combined with periodic
review and discussion of aggregated feedback
results, is an important step toward making nec-
essary adjustments and providing better ethics
consultation services. Examples of domains
about which HCECs might invite feedback in-
clude respecting the opinions of the requestor,
giving useful information, explaining effec-
tively, clarifying decisions to be made, clarify-
ing appropriate decision makers, identifying
and describing ethically supportable options,
and being accessible and timely.

8. Don’t assume that everyone who needs
an ethics consultation will know that they need
one, or even know that a consultation service
exists. Do engage in outreach to raise aware-
ness about the existence and role of the HCE
consultation service. Fox and colleagues found
that 80 percent of U.S. hospitals and 100 per-
cent of hospitals with 400 or more beds have an
ethics consultation service.16 However, patients,
family members, and members of the hospital
community who may be involved in patient care
and who may be in a position to request an eth-
ics consultation may not be aware that a con-
sultation is needed, or they may not be aware
of the existence of the HCE consultation service
as a valuable resource. Lack of awareness that
an ethics consultation is needed could be ad-
dressed by informational and educational out-
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reach in a variety of forums in both the com-
munity and in the healthcare facility. The goal
of these efforts should be to increase under-
standing about clinical ethics concerns and raise
awareness about the HCE consultation service
as a resource for addressing these concerns.
HCECs should be mindful of how they describe
and market the ethics consultation service to
avoid the common misconception that request-
ing an “ethics consultation” means that some-
one has done something “unethical.” In this
regard, it may be more useful and less threaten-
ing to describe an ethics consultation as a way
of protecting a “moral space” for staff to reflect
on complex issues.17

9. Don’t assume that everyone who wants
an ethics consultation will feel empowered to
ask for one. Do take action to reduce barriers
to consultation requests. Individuals who may
be in a position to request an ethics consulta-
tion may not feel empowered to request one.
Lack of empowerment among healthcare pro-
viders to request a consultation may occur for a
variety of reasons, including a suboptimal work
environment, suboptimal relationships with
colleagues, or fear of retribution for “rocking the
boat” or “whistle-blowing.” Some of these po-
tential reasons may be related to a staff member’s
location in the organizational hierarchy.18 An
unfortunate consequence of this situation is that
moral distress is often suffered by staff mem-
bers who believe that requesting an ethics con-
sultation is the right thing to do, yet who feel
uncomfortable requesting a consultation, either
because the risks are too high or they are ac-
tively prevented from doing so.19 Lack of em-
powerment among patients or family members
to request a consultation may relate to fears of
offending members of the healthcare team. Strat-
egies for addressing these barriers include clear
institutional policies and procedures asserting
open access to HCE consultation;20 and ongo-
ing outreach and education by HCECs. Educa-
tion should be directed toward staff, who may
desire an ethics consultation but who are not
able or willing to request one over and against
resistance by others, and those who are likely
to be resisting a consultation request in the first
place. Attention should be paid to how the ser-

vice is described and marketed, as mentioned
in Pearl 8.

10. Don’t confuse legal considerations with
HCE consultation. Do recognize the appropri-
ate roles and contributions of legal consider-
ations in HCE consultation. While legal con-
siderations (including risk management and
legal precedent) and ethical concerns related to
a particular case may overlap considerably, they
are not synonymous. This is not surprising, be-
cause their ultimate purposes differ, and the key
stakeholders may be different. For example, in
risk management, one goal is institutional pro-
tection, and the key stakeholder is typically the
institution itself. For HCE consultation, the ul-
timate goal is arriving at healthcare decisions
that are ethically optimal and defensible, and
the key stakeholder (particularly in a case con-
sultation) is typically a person, such as a pa-
tient or a staff member. Similarly, while legal
considerations (such as case law or relevant
state/federal legislation) may be very germane
and inform ethical thinking about a case in im-
portant ways, what legal counsel might advise
may differ from what the HCEC might recom-
mend. Accordingly, the HCEC must resist the
temptation to simply follow the guidance of le-
gal counsel or risk managers, and instead ar-
rive independently at positions and recommen-
dations based on ethical principles and consid-
erations.

11. Don’t be too sure of yourself. Do embrace
the complexity of each case with a healthy dose
of humility. Humility in an ethics consultant is
a desirable, if not necessary, trait. Important fea-
tures of humility are self-awareness, careful re-
flection, and a respectful attitude towards oth-
ers. There are many reasons to embrace humil-
ity: the absence of a clear, right answer; the un-
certainty often present in clinical medicine that
permeates many cases for which HCE consulta-
tions are requested; the fact that reasonable
people can and often do disagree about how to
regard the same set of facts; the reality that con-
sultants’ abilities to know and understand is
limited and imperfect. Humility may have the
added value of positioning a consultant to be
open to and even actively seek alternative per-
spectives, which may lead to a more complete
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process, and ultimately to better consultations.
Finally, humility may help consultants appre-
ciate the boundaries of their role and serve as a
check to overstepping their authority during a
consultation.21 Humility, therefore, is the proper
disposition of consultants.

12. Don’t do it all on a shoestring. Do advo-
cate for adequate resources and support for
yourself and your fellow consultants. In an era
when most of us are accountable to someone
for how we spend our time, and for how our
time is supported, securing adequate resources
for the important work we do is essential. Oth-
erwise, the risk is that the time we are able to
spend on this work is shortchanged, and the goal
of conducting high quality consultations is
threatened. There are many aspects of HCECs’
work that could benefit from financial support.
A partial list includes: continuing education re-
lated to ethics consultation, and to clinical eth-
ics more broadly, for members of the consulta-
tion team; educational sessions provided by the
institution’s HCEC(s) for staff and for the greater
community; compensation for time spent do-
ing HCE consultations. HCECs should establish
effective working relationships with institu-
tional administrators to address the issue of
adequate support for their work, broadly de-
fined.

CONCLUSION

HCECs are involved in critically important
work requiring unique awareness, particular
attributes, and a demanding range of knowledge
and skills. The mandate of ASBH’s CECA com-
mittee is to take steps to improve the quality of
HCECs and the work they do. One effort to ad-
dress this mandate is for CECA to periodically
share with other HCECs a collection of “Pearls
and Pitfalls” with respect to approaching and
conducting the work of HCE consultation. This
article presents an initial list of such “Pearls and
Pitfalls.” In addition, space has been established
on the ASBH website (http://www.asbh.org/
about/content/asbh.ceca.html) for readers to
view these “Pearls and Pitfalls,” share feedback
about them, and to offer their own HCE consul-
tation suggestions, which could inform future
iterations of “Pearls and Pitfalls.”
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ABSTRACT

 We present the case of a 36-year-old woman who has
experienced three lost pregnancies; during the most recent
loss, a full term pregnancy, she almost died from complica-
tions of placental abruption. She is now completing the 34th
week of gestation and is experiencing symptoms similar to

Elective Delivery Before 39 Weeks’ Gestation:
Reconciling Maternal, Fetal, and Family
Interests in Challenging Circumstances

S. Van McCrary, Shetal I. Shah,
Adriann Combs, and J. Gerald Quirk

Exemplary Cases

those under which she lost the previous pregnancy. Despite
a lack of specific medical indications, the patient and her
husband firmly but politely request that the attending obste-
trician/perinatologist perform an immediate cesarean sec-
tion in order to alleviate the couple’s anxiety about possibly
never having a family. Discussing the case are an experi-
enced perinatologist, a neonatologist, a regional perinatal
center coordinator, and a clinical ethicist.

INTRODUCTION

In almost every year between 1990 and 2005,
the rate of preterm birth between 34 0/7 and 36
6/7 weeks’ gestation increased.1 These infants,
termed “late-preterm” gestational age neonates,
accounted for 12.7 percent of births in 2005, a
15 to 25 percent increase from 1990.2 While this
was originally attributed to an increased pres-
ence of maternal co-morbidities such as obesity
and gestational diabetes in the general popula-
tion, elective induction of labor and “by-re-
quest” cesarean section rates are also significant
contributors. Late-preterm infants now consti-
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tute 75 percent of all preterm births in the
United States.3

Neonatal risks of late-preterm birth are sub-
stantial and represent an area of concern for
neonatologists in the U.S. With each week of
lower gestational age, risks for neonatal com-
plications increase. Late-preterm infants are
three times more likely than full term infants to
require admission to a neonatal intensive care
unit (NICU), mostly due to respiratory distress,
hypoglycemia, poor feeding, and pathologic
jaundice.4 In one large cohort, late-preterm in-
fants were 8 percent of NICU admissions. More
than 20 percent of 34-week infants develop res-
piratory distress syndrome, compared with 7
percent and 3 percent in 35- and 36-week in-
fants, respectively.5 Mortality from late-preterm
birth is significant. Of more than 420,000 births
in the U.S. in 2000 and 2003, late-preterm in-
fants exhibited a six-fold increase in mortality
compared to full term infants in the early neo-
natal period.6

Amongst survivors of late-preterm birth, re-
admission and hospitalization after the initial
NICU stay occur frequently. A retrospective
study in Atlanta determined that 36.9 percent
of late-preterm infants who presented to emer-
gency care required hospitalization for an aver-
age of 5.7 days.7 The most common readmission
diagnoses were: apnea/apparent life threaten-
ing event, hyperbilirubinemia, neonatal fever/
suspected sepsis, respiratory problems, feeding
problems, and hypothermia.

The long-term sequelae of late-preterm birth
are now well described. These infants have a
three-fold increased risk of cerebral palsy, with
an overall incidence of mental retardation, sei-
zure disorder, or cerebral palsy of up to 35 per-
cent.8 Subtle neurocognitive defects are also
increased in this population and have only re-
cently become an area of study. Retrospective
analysis of a late-preterm cohort found that 25
to 33 percent of these children required aca-
demic assistance at school age and/or required
an individualized education plan.9 In later
grades, these infants had a 24 percent increased
risk for below-average reading scores in the first
grade, and presented with poor reading compe-
tence up to the fifth grade.10

The costs of late-preterm birth are rising and
present a significant public health concern.
Neonatal care alone for these infants is esti-
mated at $841 million a year.11 Factoring the
sequelae of long-term morbidities, increased
utilization of community and school resources,
and hospital readmission places the costs at
approximately $19 billion.12 Yet, despite in-
creased awareness of the medical risks of late-
preterm birth, data suggest that 23 percent of
these deliveries lack an identifiable medical
indication.13 Studies from the obstetric litera-
ture suggest that up to 90 percent of late-preterm
deliveries may be avoidable.14

In an era of improved quality of healthcare
delivery, programs aimed at reducing the bur-
den of late-preterm birth have been widely
implemented in the past five years. A commen-
tary by a leader in the Center for Developmen-
tal Biology and Perinatal Medicine from the
National Institute for Child Health and Human
Development stated the risks and benefits of
late-preterm delivery should be closely as-
sessed.15 The Office of the U.S. Surgeon Gen-
eral and the Institute of Medicine called for in-
creased research focus on this “public health
problem.” These efforts renewed interest in a
statement from the American College of Obste-
tricians and Gynecologists (ACOG), which as
early as 1999 recommended that elective deliv-
ery take place after 39 weeks of gestation in preg-
nancies where the gestational age of the infant
is well known, unless fetal maturity is docu-
mented by testing (although this testing can be
inaccurate in late-preterm infants).16

However, these guidelines may promote
conflicts between providers and individual pa-
tients who seek care and/or elective cesarean
section. While routine cesarean sections that are
not medically indicated are typically not per-
formed, there can be distinctive circumstances
in which obstetricians may consider the prac-
tice. These situations often result in ethical di-
lemmas and conflicts between providers of ob-
stetric and neonatal care, raising issues of fair-
ness, cost-effectiveness, and attendance to pa-
tients’ concerns.

Here we present a case of a mother who,
based on past history, is significantly anxious
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about continuing her pregnancy and requests
from her long-term obstetrician an elective de-
livery. Following the presentation, we each of-
fer an appraisal of the case from our respective
professional positions.

THE CASE

Mrs. S is a 36-year-old, married woman who
presents for neonatal consultation in the labor
and delivery suite of a university hospital where
she has been receiving care from the high-risk
obstetrical service. She is currently 34 and 1/7
weeks gestation as determined by 12-week ul-
trasound. She has been pregnant four times,
having experienced two spontaneous obstetric
losses. Medical investigation for these losses
resulted in a diagnosis of Factor V Leiden Mu-
tation, a hypercoagulable state that increases the
difficulty of conception.

Mrs. S underwent intra-uterine insemina-
tion via the reproductive endocrinology service
last year, which resulted in a viable pregnancy.
During that pregnancy, she presented with in-
termittent vaginal spotting and mild discomfort.
She presented to the obstetric service and de-
veloped a complete placental abruption at 37
weeks, resulting in intra-uterine fetal demise
and significant blood loss to the patient. As a
result of the abruption, she was treated in a sur-
gical intensive care unit (SICU) for two weeks.
Now, Mrs. S’s distress has increased because her
best friend experienced a placental abruption
two weeks ago at 34 weeks, resulting in the de-
mise of twins at an affiliated hospital.

The current pregnancy was conceived via
intra-uterine insemination. Mrs. S presents to
the labor and delivery service with vaginal spot-
ting and mild abdominal discomfort which re-
solves with intravenous hydration. Ultrasono-
graphic assessment of the infant is normal, fe-
tal heart rate and variability in heart rate are
normal, and a biophysical profile upon admis-
sion reassures fetal well-being. Mrs. S’s long-
time maternal-fetal medicine specialist recom-
mends discharge and reassessment in 24 hours.
The parents of this infant request elective c-sec-
tion. They state this abdominal pain is “exactly
like last time” and without delivery now, they

will remain anxious about losing this infant
until delivery. The parents both state they “can-
not handle” this sense of anxiety given their pre-
vious experience, which they have tearfully re-
counted to the resident on call, the neonatal
fellow, and the neonatologist who presents for
consultation. Of note, the parents have ex-
hausted their medical insurance for assisted
reproductive technologies. Hence, there is a
chance this could be their last opportunity to
ever have a biologic child.

Given the absence of a medical indication
for delivery at this late-preterm gestation, their
obstetrician offers continuous in-hospital fetal
monitoring on the labor and delivery service
until full term gestation, offering to deliver the
patient at 37 weeks if fetal lung maturity is re-
assuring. The parents refuse and again request
a c-section at 34 1/7 weeks. The obstetrician
provides thorough counseling to both parents
on newborn outcomes. The neonatologist also
provides detailed counseling to the parents
based on the above information, noting that the
infant has a significant risk of intraventricular
hemorrhage prior to 34 weeks’ complete gesta-
tion and emphasizes that the infant’s brain is
currently only 65 percent of full term size. The
parents respectfully refuse to continue the preg-
nancy, with the father stating, “Doctor, we can
live with a damaged baby, but cannot live with
the uncertainty of not having a baby.” Both
medical teams offer the mother access to psy-
chiatric liaison services for anxiety, as well as
referral to in-hospital support groups for par-
ents.

The parents refuse these services, stating
they understand the risks to the infant but are
willing to accept them. The neonatologist again
offers to discuss the case with obstetrics and
delay the pregnancy until 35 weeks, when the
risk of intraventricular hemorrhage decreases,
considering fetal lung maturity measurement at
that time. The parents again tearfully and re-
spectfully refuse.

QUERY

Should the providers accede to the parents’
request for elective delivery in this case?
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A Perinatologist’s Perspective: Yes
Our patient is a 36-year-old woman with an

abysmal obstetric history. She has had two con-
secutive miscarriages, possibly the result of a
heritable thrombophilic disorder. She was
treated appropriately for this disorder with low
molecular weight heparin in her third preg-
nancy. Despite appropriate treatment, Mrs. S
lost that pregnancy in the third trimester from
placental abruption—itself thought to be caused
or associated with heritable and acquired
thrombophilic disorders in some cases.

We do not know the cause of placental a-
bruption in most cases. The true prevalence of
placental abruption is not known, but is esti-
mated to complicate about one in 200 deliver-
ies.17 However, placental abruption in the third
trimester that is serious enough to result in fe-
tal death complicates about one in 400 preg-
nancies.18 The diagnosis of placental abruption
is made clinically; there is no combination of
laboratory tests, imaging studies, or post-hoc
pathologic examinations that either make the
diagnosis or exclude the diagnosis in all cases.
For these reasons, it is believed that the true
incidence of placental abruption is underesti-
mated. We do know that women who deliver a
stillborn baby as a result of placental abruption
have a recurrence risk in a subsequent preg-
nancy of 12 to 20 percent.19 Importantly, and
germane to our patient’s care, the gestational age
of a recurrent abruption is not related to the time
of the abruption in the preceding pregnancy, but
frequently occurs one to three weeks earlier.20

Among women destined to experience a recur-
rent placental abruption, there are no prenatal
diagnostic tests, no imaging studies, and no
antecedent physical findings in the mother or
the fetus that anticipate the time of abruption.

Mrs. S now finds herself in the early twi-
light of her reproductive lifetime—a twilight
colored by the economics of medicine, the emo-
tional burden of her recurrent reproductive fail-
ure, and the impending loss of fecundity that
all women begin to experience after their mid-
thirties. That twilight now becomes acutely
darker with the news that a friend has deliv-
ered stillborn baby twins as a result of a placen-
tal abruption at 34 weeks of gestation. These

facts all represent significant elements in our
patient’s history and each must be weighed se-
riously when devising a clinical plan for the
remainder of her pregnancy.

Mrs. S has progressed to 34 weeks of gesta-
tion. The fetus is clearly immature. Even if beta-
methasone is administered to stimulate fetal
maturation, the significant complications of
preterm delivery are only decreased, not elimi-
nated. The patient seems adamant about want-
ing to deliver at 34 weeks despite the risks.

The practice of medicine is not science; in
the best of circumstances it is scientifically
based. Clinicians do not practice in a labora-
tory and their patients are not mere “subjects.”
Medicine is both art and science. The art of
medicine includes the application of science
within a cultural and patient-centered context
that results in the best outcome for the patient.21

Our patient clearly understands the risks
associated with elective delivery of her fetus/
baby at 34 weeks of gestation. On the one hand,
she sees these risks as morbidities; on the other
hand, she sees the 15 percent recurrence risk
for placental abruption as a risk of mortality.
She wishes for and seeks help in choosing life
over the quality of the outcome for her child.
Without being patronizing or paternalistic, I
would review all of the clinical scientific evi-
dence at hand; I would offer her in-patient ex-
pectant management until 37 weeks of gesta-
tion. If that option is rejected in favor of deliv-
ery at 34 weeks, I would provide my unwaver-
ing—if less than enthusiastic—support of her
decision if I were convinced that her decision
was based on a clear understanding of all of the
issues. Finally, I am convinced that the team’s
willingness to include the family in the discus-
sion regarding the options for the family’s plan
of care would contribute to the most beneficent
outcome for them.

A Neonatologist’s Perspective:
Emphatically, No

Obstetric and neonatal ethical issues often
result when the interests of a fetus and its
mother conflict. Mrs. S’s past experience with
fetal loss, the recent experience of her friend,
and her understanding that this infant may be
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her last chance to deliver a baby, all inform her
request to have an early delivery.

Parents are the customary decision makers
on behalf of their children or fetuses; however,
the risks posed to this fetus are too great, espe-
cially given the explicit recommendations of
ACOG in this regard. The physicians’ role is to
be sensitive to the family’s concerns, but pro-
vide the most current, evidenced-based medi-
cal practice available, dispassionate of the
family’s past experience. In my opinion, because
the previous hypercoagulable state of this pa-
tient has been alleviated by medication, risk of
placental abruption is not increased at this time.
Further, the offer of continuous monitoring in
the hospital provides for the earliest possible
detection should an abruption occur, mitigat-
ing chances of an outcome similar to her past
experience. Therefore, delivery should not be
offered to the mother at this time.

Understanding Mrs. S’s past experience,
multiple attempts were made to assuage her
anxiety and achieve a workable solution that is
acceptable to the parents and afford the child
the best medically possible outcome. Given the
parents’ refusal to entertain either of the nego-
tiated options of in-house monitoring and fetal
lung maturity testing, no “middle ground” was
achievable. When parents make decisions that
are not in their child’s best interest, the role of
the neonatologist, as a child advocate, is to act
on behalf of the child. Although at times this is
in direct opposition to the parents’ wishes, the
neonatologist’s professional obligations require
placing the child’s interests foremost.

Unlike the obstetrician, who must balance
maternal and fetal needs, the neonatologist ad-
vocates for the child, ensuring his or her voice
is not lost amidst the medical team’s sympathy
for the parents’ past history or drowned out by
the high levels of anxiety experienced by the
parents. To the neonatologist, there is sympa-
thy for the parents, but no conflicting interests.
It is clear that no child, given an option, would
choose to be born with 35 percent less brain
size and risk the long-term neurologic sequelae
of this elective late-preterm birth. It is reason-
able that no child, if given a voice, would even
assume the short-term risks of mechanical ven-

tilation, which, in neonates, include pneumo-
nia, pneumothorax, sepsis, and pulmonary hem-
orrhage, among others. In this case, even the
traditional schematic of medical decision mak-
ing, the risk/benefit ratio, fails to justify pro-
viding this delivery. Without any conceivable
benefit, and significant short- and long-term
risk, the risk/benefit ratio is, literally and math-
ematically, infinite.

The mother’s anxiety over her past preg-
nancy loss is the obvious driver of this request
and should be treated. Mrs. S, however, refuses
referral to appropriate health professionals, and
that is her right. Parents often make “bad” deci-
sions on behalf of their children, and the deci-
sions aren’t inherently unethical. Although the
parents maintain decision-making capacity,
honoring their request without a true medical
indication for delivery would violate the pro-
fessional tenet of “do no harm” regarding the
infant, and impose the potential for significant
unwarranted and avoidable suffering.

Finally, the argument of over providing c-
sections on request for “maternal anxiety” un-
dermines the entire intent of the ACOG guide-
lines against avoiding elective late-preterm de-
livery. If “maternal anxiety,” however warranted
given past experience, is an indication, then
“back pain,” “fatigue,” “need to return to work,”
and so on will soon follow.

Also of concern, particularly in obstetric
cases, are the medico-legal issues. If the child,
at school age, is not performing similar to peers,
the parents can claim that, despite the docu-
mented efforts of the neonatal and obstetrical
staff, they were not fully counseled on the risks
of late-preterm birth. Peer review of experts
would most likely err on the side of the ACOG
guidelines, arguing against this elective c-sec-
tion, possibly exposing the hospital, neonatolo-
gist, and obstetrician to litigation. However,
seeking guidance from obstetric colleagues is
warranted if the neonatologist believes this re-
quest is ethically wrong.

A Regional Perinatal Center Coordinator’s
Perspective: Yes

This family’s medical and emotional situa-
tion present a conflicting set of circumstances
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for the healthcare providers who have shared
responsibility for their care. The majority of
evidence related to the fetus supports continu-
ing the pregnancy because of decreased risk of
harm secondary to increased fetal maturity.
Despite this, I believe the parents’ desire for
early delivery should be honored, because of
their state of extreme emotional distress and the
increased risk to the mother of another placen-
tal abruption. The manipulation of the date of
delivery needs to be undertaken with the com-
plete understanding by the entire healthcare
team and the family of both the risks and ben-
efits to the mother, fetus, and family.

Mrs. S has a complicated obstetrical history,
including an abruption, fetal loss, and inten-
sive care unit admission in the prior pregnancy.
This serious medical crisis was preceded by two
additional early pregnancy losses—not com-
monly recognized outside of the nuclear family
as medical crises by the standard clinician, but,
to the mother and father of a desired child, these
are crises and need to be validated and consid-
ered when counseling families under difficult
clinical circumstances.

In the mother’s psyche, she has lost three
children and almost lost her own life. From the
father’s perspective, he has lost three children
and almost lost his wife. The family is seeking
the assistance of the medical staff to support
their decision and attempt to achieve an im-
proved outcome for the mother: an intact pla-
centa, no blood transfusions, and a normal post-
delivery stay, and for the birth and discharge
home of a live child.

There are known short- and long-term risks
to an infant of this gestational age, including
NICU admission and associated financial bur-
den to the family and insurers; decreased body
temperature and low blood sugar, which can
precipitate a variety of problems including the
need for intravenous glucose and inhibiting a
mother’s ability to exclusively breastfeed; res-
piratory distress, which may require breathing
support, oxygen, and medications; apnea, which
may necessitate the need to be discharged with
cardiorespiratory monitoring; jaundice, which
can prolong the length of stay and may require
interventions such as phototherapy and, in ex-

aggerated situations, a blood exchange and ex-
trauterine growth restriction.22 Long-term risks
include a four-times greater risk of sudden in-
fant death syndrome,23 neonatal mortality (4.1/
1,000 for late-preterm delivery versus 0.9/1,000
term delivery) and/or severe neurologic disabil-
ity (1.7 percent of infants at 34 weeks versus
less than 0.3 percent at >37 weeks).24

If a family has been thoroughly counseled
by both maternal fetal medicine and neonatol-
ogy and understand that this decision may af-
fect both the mother’s and newborn’s outcome,
the efforts of the medical staff should be focused
on anticipating and preventing short-term mor-
bidity and educating the family regarding the
potential long-term risk to their child.

Unfortunately, there is always a medical-le-
gal risk to caring for high-risk pregnant women
and their newborns. Although there is inherent
risk in proceeding with the delivery and the care
of this newborn at this gestation, the outcome
of this baby may or may not be changed by in-
creasing the length of gestation, especially in
the context of an acute placental abruption,
which would expose the fetus to a period of
intrauterine hypoxia, hypercarbia, and acido-
sis, which can also lead to NICU admission,
neonatal intensive care, and long-term poor
neurodevelopmental outcome.

When conflicting sets of circumstances are
faced by clinicians caring for pregnant women
and their families, we need to remember that
both groups are unified in the desire to improve
the family’s outcome. In this set of circum-
stances, we need to do our best to provide the
family with evidence that they can interpret,
and help to inform their decisions and to pro-
vide an environment where their decisions will
be supported.

A Clinical Ethicist’s Perspective:
Yes, Under These Particular Circumstances

Like many couples, this husband and wife
consider having at least one living child to be
an essential component of their concept of “fam-
ily.” How then to characterize the interests of
this fetus—as a potential member of a family-
to-be that cannot exist if the fetus is not born
alive, or a separate vulnerable patient whose
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interests should take precedence over parental
interests and anxiety? And to what extent are
family members required to sacrifice their in-
terests so that another family member can
thrive? Finally, when, if ever, is it ethical for
different physicians treating separate members
of the same family to act in ways that may par-
tially compromise the interests of their patient
in order to achieve a good for the entire family?

For more than 20 years, a group of bioethi-
cists and philosophers of medicine have argued
for a more inclusive approach to complex med-
ical cases that involve patients who are close to
one another. Instead of a “rivalry of care,” in
which autonomous individual patients and the
physicians who champion their interests act
separately, these scholars prefer a more inte-
grated approach that considers the interests of
all members of the family as a unit.25 They ar-
gue that “medicine’s characteristic focus on the
good of the individual patient has distorted the
ways that families interact with their sick mem-
bers,” and, conversely, that family values have
“put pressure on medicine’s understanding of
its own deepest values and sense of mission.”26

In many ways this struggle mirrors the devel-
opment of bioethics itself, as a movement away
from a previously virtue-based practice of medi-
cine, toward an individual autonomy-based
model. As an alternative, adherents of this trend
seek to reinvigorate a more nuanced ethical
analysis that the purely principles-based bio-
ethics may have forfeited—an analysis that takes
families seriously while retaining the compas-
sionate core of medicine’s basic values.

It is important to note that this trend is not
limited to the ethics community. Many medi-
cal practitioners are also adopting novel ways
of thinking about families. A leading concept
in this field is that of the “family covenant,”
which is now preferred by many practitioners
of family medicine and medical genetics.27 Such
a covenant recognizes the intertwined nature
of the interests of families and seeks to estab-
lish a framework for thinking about reconciling
these complex, competing interests. In addition
to its ready application to genetics and family
medicine, some scholars have suggested that the
family model is appropriate for analyzing end-

of-life cases.28 A thorough discussion of the fam-
ily covenant and its implications is beyond the
scope of this case study, but its persistence sug-
gests that physicians are taking the family unit
more seriously as a framework for ethical analy-
sis.

The work of John Hardwig provides one way
to characterize this integrated approach to the
ethics of families who are facing difficult med-
ical dilemmas. As Hardwig notes, our typical
conception of family maintains that to be a
member of a family means to be morally requir-
ed to make decisions based on consideration of
what is best for the group, not one family mem-
ber in particular. In some cases, specific family
members may be entitled to special consider-
ation, principally those who are vulnerable and
lack capacity for participation in the decision;
yet, this does not imply that such family mem-
bers “deserve exclusive or even overriding con-
sideration.”29 As an alternative, he argues that
“we must build our theory of medical ethics on
the presumption of equality: the interests of
patients and family members are morally to be
weighed equally; medical and nonmedical in-
terests of the same magnitude deserve equal
consideration in making treatment decisions.”30

Such an ethical presumption could be rebutted
with sufficient justification, but the burden of
proof will be on those who argue for special
consideration for any particular family mem-
ber.31 It is important to note that Hardwig does
not appear to be claiming indiscriminate equal-
ity of persons regardless of their situation in the
case (that is, as patients or nonpatients), but
rather that all family members’ interests of com-
parable value should be considered equally. It
is also not certain that he necessarily intended
the concept of family covenant to accommodate
the interests of neonates, but three of us (SVM,
AC, and JGQ) find the family-based approach
useful in this case.

Consider the respective psychological posi-
tions of mother and father in our case. To Mrs.
S, losing three pregnancies (two spontaneous
losses and one full term fetal death) was ex-
tremely painful, emotionally and physically,
and she is now experiencing symptoms that
suggest to her an impending repeat of those cir-
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cumstances. In addition to the loss of previous
fetuses, Mr. S experienced the critical illness
and near-death of his wife as a result of a previ-
ous pregnancy. Extreme anxiety and a sense of
foreboding on the part of each of these poten-
tial parents is completely understandable. In
this sense, the nonmedical interests of the par-
ents in having a child, and avoiding the emo-
tional loss of failure to do so, present an exis-
tential threat to their concept of family that can
be viewed as having sufficient magnitude to be
equivalent to the medical interests of the fetus
in isolation. At that point, the parents can em-
bark on the herculean task of weighing their
interests in achieving a family, as well as ma-
ternal medical risks, against the risks to the fe-
tus of premature delivery—a decision substan-
tially complicated by the fact that continuing
the pregnancy might also result in death of the
fetus, as has happened in the past. In this case,
the parents appear to have carefully considered
the best interest of the entire family under un-
certain medical conditions. To override their
decision would be ethically questionable un-
der these circumstances without evidence of
bad faith, especially since they are the ones who
will have to live with the consequences of this
most difficult decision.

Those who would argue for assessment of
wholly independent moral interests of the fu-
ture child (for example, avoiding unnecessary
pain and suffering) in this particular case are
left in no more certain a position than under a
family-based analysis. This is because the spe-
cific preferences of neonates about such issues,
and the precise medical outcomes, can only be
ascertained long after the critical decisions have
been made. Research suggests that many, but
not all, disabled persons have substantial ca-
pacity for adaptation to their conditions, and
that such capacity is often underestimated by
others.32 At the time a decision is required, no
one can know with certainty the extent of any
future child’s ability to adapt or what specific
physical and mental challenges he or she will
face. The family-based model is useful here be-
cause it avoids overreliance on the autonomy
of a future, but currently unknowable, child. In
our view, these parents are not arguing that they

would prefer diminished anxiety at the cost of
risk of morbidity and long-term disability for
their child (despite the fact that their unfortu-
nate choice of language seems to imply this).
Instead, we think the parents’ argument is, in
effect, “we would be extremely worried that all
of the interests of our child would be lost if we
do not act now to save the more fundamental
ones.”33

Regarding the financial costs of this case,
some might argue that refusing the parents’ re-
quest for early delivery could save a large ex-
penditure of funds on NICU care. I would pre-
fer to avoid addressing, at a microlevel, issues
that are better left to the macrolevel policy pro-
cess because of the tendency of financial aspects
to color the ethical analysis of particular cases.
If pressed, however, I would suggest that such
narrowly focused analysis overlooks possible
unintended consequences and corresponding
costs. In their proposed alternatives to early
delivery, the obstetrician and neonatologist in
this case were willing (arguably rightly) to ad-
mit the mother to hospital for an extended pe-
riod of time in a labor and delivery suite with
constant monitoring. The expense of an addi-
tional one to five weeks of high-level hospital-
ization should not be overlooked. Other factors
in this analysis, the large costs of ongoing care
for a potentially disabled child, as well as the
possible emotional burdens, have reportedly
been viewed as acceptable risks by both par-
ents. It is to be hoped that the parents are accu-
rately assessing their tolerance for these pos-
sible hardships. This is a key point, consider-
ing the degree to which our society continues
to shift the burden of chronic care onto fami-
lies and away from the healthcare system as a
whole, in the interest of containing medical
costs.34 Further, if the exhaustion of insurance
coverage does in fact mean this is the final
chance for this couple to become parents, it adds
additional justification for their decision to pro-
ceed (although admittedly, it simultaneously
raises issues of their ability to support the spe-
cial needs of a disabled child in the event of a
bad medical outcome).

Although this is not a complete legal analy-
sis, the general legal risks in this case, even in
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the presence of an unusual parental request, do
not appear to be appreciably elevated over the
ordinary expected risks under these medical
circumstances. Two types of legal risk are rel-
evant here: first, the risk of fetal death or mor-
bidity in utero, and second, the risk of late-de-
veloping disabilities that parents could attribute
to birth injury. Regarding the first risk, some
obstetricians (including our coauthor, JGQ), in
cases of previous multiple preterm fetal demise,
would actually prefer to deliver a fetus while
alive and reasonably healthy in order to avoid
legal risks of future death in utero.35 Regarding
the second risk, ACOG has not chosen to pro-
scribe delivery at this gestation age in the ab-
sence of medical indications. Further, the phy-
sicians in this case have done everything rea-
sonably possible to persuade the parents to
wait—that is, three alternative offers of support
for delayed delivery, plus repeated offers of
mental health counseling and other related sup-
port services. If the offers of alternative plans
and careful, repeated disclosure of potential
risks and burdens of elective delivery at 34
weeks are meticulously documented in the
medical record, legal risk does not appear un-
reasonably high. One variable on which this
legal analysis does depend, at least in part, is
the continued good faith of the parents who
have promised that they are willing to accept a
disabled child, with all the associated expenses
and burdens. Of course, legal risk varies widely
according to jurisdiction and other complicat-
ing factors, so actual risk is difficult to predict
in the absence of context. In any event, the ap-
propriate ethical outcome should be the primary
determining factor.

In many similar cases a general rule would
indicate that fetal interests, in isolation, could
be optimized by the physicians’ refusal to pro-
vide early delivery in the absence of new med-
ical indications. Yet, the special concerns of this
couple—their previous experiences of loss and
suffering, hopes for creating a family, emotion-
al stability, and uncertain risk to the fetus—sug-
gest that this is a time when not following the
general rule would be the more prudent course
of action. As such, the well-being of the com-
plete family would be served by agreeing to the

parents’ request, providing appropriate medi-
cal support for the baby after birth, and con-
tinuing to offer emotional support for family
members as needed. This is not to suggest that
any request for elective early delivery should
be granted. Nor does it suggest that this resolu-
tion is optimal or recommended for others who
are differently situated, because the particular
circumstances of each complex case must be
analyzed individually. If the parents’ reasons
were trivial, such as convenience of schedul-
ing or minimal maternal discomfort, it would
not be ethical to compromise fetal interests on
such grounds. Similarly, if the mother’s medi-
cal history was less complex and severe, there
would be less justification for early interven-
tion. This case requires persons of good faith to
make existential decisions under complex con-
ditions of medical uncertainty. Hardwig’s words
appear to support a quasi-casuistic approach to
challenging circumstances such as these: the
best path “would be candidly to admit the moral
relevance of the interests of other members of
the family and then to support the family
through the excruciating process of trying to
reach a decision that is fair to all concerned.”36

If this can be accomplished, it can provide a
humane resolution to a most tangled dilemma,
albeit a resolution that is not without risks to
all parties concerned.

EPILOGUE: INFANT AND
MATERNAL COURSE

The infant was delivered by elective c-sec-
tion, weighing 2,210 grams (4.87 pounds), with
Apgar scores of 8 and 9 (a score of 7 to 10 is
generally normal), suggesting a successful short-
term transition to extrauterine life. The baby was
subsequently transferred to the NICU for man-
agement of prematurity. Mrs. S’s post-delivery
course of hospitalization was uneventful. Upon
arrival, the infant developed labored breathing
and low oxygen saturations despite increasing
amounts of oxygen delivered by nasal cannula.
He was intubated for impending respiratory fail-
ure. His chest X-ray demonstrated moderate to
severe respiratory distress syndrome, and he
required two doses of intratracheally delivered
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surfactant. He was electively extubated to con-
tinuous positive airway pressure on day three
of life and required supplemental respiratory
support until 35 4/7 weeks adjusted gestation
age. The infant did not tolerate enteral feedings
due to prematurity and intestinal dysmotility,
requiring both an arterial catheter for the first
five days of life and a central venous catheter
for 11 days. Owing to the risk of infection, the
infant was presumptively placed on intravenous
antibiotics for 72 hours. Ultrasonography of the
head demonstrated no intraventricular hemor-
rhage. He ultimately required speech therapy
services to obtain nipple feeding and was dis-
charged on day of life 13 on specialized preterm
formula, multivitamins, and iron supplements.
The infant’s total medical charges, including
hospital, physicians, and all supplemental ser-
vices are estimated at $64,325. High-risk pedi-
atric follow-up care was not recommended, and
the infant is currently being cared for by his
regular pediatrician. Despite the positive out-
come in this case, it is important to remember
that the results could have been much less fa-
vorable.

MASKING OF THE CASE

The medical and social complexity of this illus-
tration, including respect for the life narratives of
mother, father, and fetus, as family, impelled us to
mask the case rather than construct a fictional alter-
native. Numerous non-essential medical and per-
sonal details were altered. We did not obtain writ-
ten informed consent. We believe masking enabled
us to retain the complex nuances of the case with-
out sacrificing the privacy of the family.
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Quality of Life and Elective C-Sections:
Defining Limits to Maternal

and Family Interests

Jeffrey P. Spike

ABSTRACT
 
        The author analyzes the lessons for ethics consultants
presented by McCrary and colleagues in their case, “Elec-
tive Delivery Before 39 Weeks’ Gestation: Reconciling Ma-
ternal, Fetal, and Family Interests in Challenging Circum-
stances.”1 Clinical ethics cases that involve different special-
ists representing the best interests of different parties in a
case, such as this case involving neonatologists and
perinatologists, are complex and time-consuming. The au-
thor concludes that ethics must insure the interests of the
fetus and future person are not subsumed to the interests of
those with a voice, without deliberate reflection and strong
ethical justification.
 
      McCrary, Shah, Combs, and Quirk have been
remarkably thorough and fair in their case re-
port. It is truly an exemplary case. This com-
mentary will focus on some of the lessons eth-
ics consultants need to learn from the case, more
than on the actual facts of the case.
      First, an anecdote for clinical ethics con-
sultants who do not have an MD:
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      This is reported to have occurred many years
ago at a very prestigious hospital in the North-
east that was home to some of the leading neu-
rologists in the nation. New neurology residents
on July first were greeted by the chair of the
department, author of the leading text in the
field at the time, with these words: “Your pri-
mary job over the next four years is to protect
the central nervous system of your patients from
the neurosurgeons.”
      Of course, this was partially tongue-in-
cheek. But there is always some truth that makes
a joke funny. The chair really did like to say
that, and he was making a point. While one
hopes that the harms done by neurosurgery have
decreased considerably thanks to surgical ad-
vances over the past two or three decades, that
is not the point. He was letting his charges know
that they had patients to protect, and an area of
expertise where they should not be deferential
to surgeons with their own (different) area of
expertise.
      The lesson, from the perspective of a clini-
cal ethicist, is that one cannot analyze a case
from only the perspective of the physician call-
ing the consult. One must at the very least con-
sider the opinions of other physicians involved
in the case, and perhaps even some physicians
not involved in the case. It will be quite com-
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mon to have two clinical disciplines who would
see a case differently, whether it is neurology
and neurosurgery, or surgery and anesthesiol-
ogy, or, as in this case, neonatology (a subspe-
cialty of pediatrics) and perinatology (a subspe-
cialty of obstetrics). Ethicists ought to be famil-
iar enough with all of the disciplines of medi-
cine and surgery to be able to anticipate differ-
ences, or at least realize the importance of seek-
ing input from clinicians from all the relevant
disciplines. Whether it is on the job training, or
a fellowship program, this should be one of the
competencies for clinical ethics.  (This is not to
claim that all individuals in one profession will
agree, but their training does make a difference
in what values and whose interests they repre-
sent.) 
      To many readers this is no doubt obvious.
But to many ethicists, survival as an outsider
in the medical world can seem treacherous, and
one’s expertise seems incapable of questioning
a physician’s expertise, so it can become sec-
ond nature to think that one must take the word
of the consulting physician for granted. If one
doubted it, or disagreed with him or her, one
might never again be asked for a consult by that
physician.
      While there might be such expectations of
loyalty on the part of the physician calling a
consult, it might not be—an increasing number
of physicians now are familiar and comfortable
enough with ethics consults that they could
express an opinion while remaining open to
other considerations outweighing their opinion.
Merely by requesting an ethics consultation, one
hopes they are acknowledging that the decision
involves disputed values, and not just facts.  An
ethicist might conclude that if he or she always
agrees with the consulting physician, something
is probably askew, and that, in that instance,
one is adding little to the discussion.    
      Ethicists can encourage a more sophisticated
understanding of ethics by stating in advance
that most consults involve the comparison of
two or more good (ethically justifiable) choices,
trying to decide which one might be the best of
the available options—in contrast to judging that
any one of the options (or the proponent of any
of the options) is unethical. But, unlike the im-

plication of terms like “mediation” or “facilita-
tion,” there isn’t always a middle position that
“splits the differences.”  Sometimes, as in this
case, there are two defensible but mutually ex-
clusive views.
      This case then is a true dilemma of choos-
ing between the best interest of the woman who
wishes to be a mother and the person whom
she hopes will be her child. Using the common
terminology in clinical ethics, it is a case of
maternal-fetal conflict. But while that term is
mostly used for women earlier in the pregnancy
who have behaviors that are likely to be un-
healthy for their potential future child (for ex-
ample, drinking and smoking, or abusing drugs)
in this case the woman cannot be accused of
being irresponsible. So it is easy for perinatology
to be sympathetic, and consider acceding to her
wishes. The perinatologist is, and should be,
her doctor first and foremost.
      On the other hand, the strong opinions
voiced by neonatology are well justified. The
evidence for longer gestation is strong, and gets
stronger with every study. Even since this case
occurred there has been more evidence that 39
weeks is better than 37 or 38 weeks.2 The Ameri-
can College of Obstetrics and Gynecology
(ACOG) is right to say that no elective c-sec-
tions should be performed before 39 weeks, and
if anything, that might be justifiably revised to
40 weeks. While the authors correctly cite the
research that people who live with disabilities
are often happy with their lives, this should not
be taken to mean that we should allow poten-
tial parents to make choices that increase the
chances of a person having to live with lifelong
disabilities, if they can be avoided. It is won-
derful that these potential parents say they will
love their child even if he or she has to live with
lifelong disabilities; however that willingness
does not give them the right to impose this risk
on their potential child. It is still best to try to
prevent those disabilities, especially since they
will be lifelong—likely continuing even after the
parents are no longer alive and so no longer able
to care for their child.  (This observation may
have interesting ramifications for the enormous
recent interest in happiness in popular psychol-
ogy.  Happiness may be greatly exaggerated in
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importance. To use a classic quote from Mill’s
Utilitarianism, although it may sound harsh:
“Better to be Socrates dissatisfied than a fool
satisfied.”)
      The authors raise profound questions con-
cerning families as units, and whether clinical
ethics has separated out the individual inter-
ests of family members in an unnatural way.
This is worth serious consideration. However,
many of these issues about family units were
raised in the context of geriatrics ethics, where
there is evidence that elders would wish to al-
low their adult children some latitude in mak-
ing decisions about their end-of-life care, and
not make their own preferences into an abso-
lute value. (Some people phrase this critique as
a protest that “autonomy” is taken to be the most
important of the four principles. However pro-
ponents of the four principles never made that
claim, nor supported any effort to axiomatize
the principles.)
      To extend these concerns to pediatrics,
though, would require much greater support.
Parental choices that might lead to permanent
damage to a child are different, and there is no
way for those children to voice their willing-
ness to have their own best interests subsumed
to those of their parents. Furthermore, the cri-
tique of “autonomy” most likely would push
us to the opposite conclusion: holding that eth-
ics tends to make “autonomy” dominant, and
seeing that as a mistake, would more likely lead
to the conclusion that we ought not to let the
“autonomy” of a pregnant woman trump the
best interests of her future child.
      At the very least, everyone in the neonatal
intensive care unit (NICU) is familiar with “the
estimator”3 that summarizes outcomes data for
preterm babies. While the outcome for this baby
was fortunately very good, some big risks were
taken. Let me share another anecdote:
      NICUs are unique units in many ways. One
has kind nurses, often with powerful maternal
instincts at work. One has kind doctors, also
often with powerful maternal instincts at work.
(And paternal instincts are just as powerful in
nurses and doctors.) Outsiders may find it com-
forting to state that there are “miracles” hap-
pening every day. But the NICU in many hospi-

tals is also where there are more deaths than
any other unit. And, often, in private, neona-
tologists have to face the fear that the deaths in
the unit are not the worst thing about their job.
When they see some of their severely handi-
capped survivors, they can be led to doubt if
they are doing the right thing.
      I recall one neonatologist telling me about
seeing a former patient years later in the gro-
cery store with her mother, the child now in a
wheelchair, spastic and contracted in all four
limbs, blind and breathing with a tracheostomy.
This is the outcome, not death, that I would
want to weigh against the mother’s powerful
wish to have a c-section and be relieved of her
fears of another placental abruption. Loss of
pregnancy is a tragic outcome, especially this
late term and for a couple who see their options
dimming, so this would not be an easy choice.
Given that Mrs. S has lost three pregnancies, I
can understand the support she was given by
the ethicists and perinatologists.4

      Nevertheless, one must also imagine how
the parents might feel if their child had a bad
outcome after an elective c-section. The burden
of responsibility for that outcome might also be
devastating. Hence I would have added my sup-
port to the neonatologist’s offer to keep the pa-
tient in the hospital and closely monitored for
another three to four weeks, and tried to per-
suade the parents that this was a risk worth tak-
ing for the welfare of their child. Every extra
day in utero should be appreciated as a valu-
able milestone. What is impossible to predict,
unless one was there, is whether I would have,
in the end, suggested that the team refuse to
comply with the parents’ request.
      Perhaps the most important observation in
this case study is that “the practice of medicine
is not a science.” The same is true, of course,
for the practice of clinical ethics. No ethics con-
sultant can be up to date in every medical spe-
cialty, not even physician ethicists. One will
often hear an internist on the ethics service ex-
press hesitation at being involved in a consult
in pediatrics, or vice versa. Every consultant
must begin a consult with the presumption that
the physicians involved in the case know more
of the relevant clinical facts than the ethics con-
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sultant. But the sophisticated consultant also
realizes that two physicians will often be of two
opinions on the best ethical approach to the
patient. And often the consultant must talk to
both physicians one-on-one to get the entire
story. Only then would one be at all prepared
to start to make an evaluation of the available
options.
      One also often has to do some independent
research to get further data. One can ask the at-
tending questions, but one cannot expect the
attending to do your research for you. So for
example, in the case at hand, one ought to find
out the recommendations of both ACOG and the
March of Dimes concerning elective c-sections.
Putting equal focus on the best interest of the
future child, who cannot speak for him- or her-
self, but whose welfare is most at stake, is very
important. This tension with the pregnant
woman is what is being reflected in the differ-
ences between the neonatologist (representing
the interests of the future child) and the perina-
tologist (representing the interests of the preg-
nant woman).
      Many readers may be thinking to themselves
that they do not always do all of this, perhaps
because they don’t have time. That leads to a
very important observation about clinical eth-
ics consultation: doing ethics consults properly
can take quite a bit of time. I have doubts about
whether any consult can be adequately handled
in an hour or two, although many are. If one is
completed that quickly, it is at least a warning
sign that corners may have been cut, trusting
opinions without fact-checking research and
hence without asking important follow-up ques-
tions, or merely listening to only the opinions
of one attending rather than all involved physi-
cians. Furthermore, non-physician members of
the team may have critical information to share.
Ignoring nursing and social work, for example,
can lead to ethical errors in judgment. The time
used for consults, however, can be hard to mea-
sure, especially in surveys that don’t distinguish
(to take one example) between informal consults
(for example, “information requests” in the hall-
way or over the phone) from formal consults
with written notes in the chart. The latter should
not be done without thorough research and in-
vestigation.

      Having watched or been involved in hun-
dreds of consults at a half-dozen hospitals, here
is my unscientific data: a “normal” formal con-
sult takes about five hours of work for an indi-
vidual consultant. It usually takes at least one
hour poring over the chart before talking to the
patient, family, and members of the healthcare
team. Those discussions and meetings take at
least two more hours. The research and writing
of the note takes at least another hour, even if it
is a familiar topic, and two (or more) if it raises
issues that are new to you. If a team is involved,
then it will obviously involve yet more person-
hours.
      A complex case can easily take 10 or more
hours. If the principals expect a quick process,
or the medical circumstances demand it, then
one must to be able to commit five to 10 hours
to a consult in the 72 hours (three work days)
after the request comes in. That is why there
must be protected time in the contract of the
person who is designated as the primary clini-
cal ethics consultant and/or the director of the
ethics consult service of any hospital with a sig-
nificant number of ICU beds. I would expand
that claim to require a full-time person (or two
half-time positions) if it is a teaching hospital,
in order to cover regular teaching rounds for
residents.
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ABSTRACT

The aims of this article are to consider (1) whether there
are medical and societal differences among diseases regard-
ing which patient groups should be asked to participate in
first-in-human (FIH) trials of stem-cell-based therapies; (2)
any differences in the light of values generally endorsed by
different types of ethical theories, since the question in the
title of this article is value laden, and its answer depends on
which values one wants to promote and protect, and how
they are ranked in importance; (3) whether the answer to
that question is disease-specific, or whether it depends on
factors common to several diseases. To illustrate these prob-
lems, we use Parkinson’s disease (PD) and Huntington’s
disease (HD), between which there are important medical
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and societal differences. Moreover, research on stem-cell-
based therapies for these diseases is being translated from
research to practice. This approach to the problem can be
applied to decision making about similar problems raised by
other diseases that exhibit the same types of differences.

INTRODUCTION

In many research areas, healthy volunteers
are not considered an appropriate population
for Phase I or first-in-human trials, which are
designed to test the safety of the experimental
intervention. The contemporary standard is to
involve the sickest patients, because they are
less likely to be harmed by the intervention.1

Dosages in Phase I studies are usually not tai-
lored to maximize benefit for participants, since
the primary goal is to determine the safety of
the intervention.2 It may not be considered ap-
propriate to involve the sickest patients in Phase
II studies, which typically test the efficacy of
an experimental intervention, as it is thought
that these patients would be least likely to ben-
efit from the intervention,3 and their involve-
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ment might lead to a false conclusion that the
intervention provides no benefit, when it actu-
ally might work in healthier patients.4

The designation “first-in-human” can mean
different things; it can include interventions that
are very similar to existing interventions, or in-
terventions that are the first to use a particular
type of mechanism, or new interventions that
are significantly different from other, approved
interventions.5 In this article, we use the term
to indicate the last type of intervention.

In the context of FIH clinical studies of stem-
cell-based interventions, the likelihood that an
intervention will lead to efficacy testing and
subsequently to clinical use can’t be known be-
forehand.6 The risk-benefit ratio of cell replace-
ment trials is therefore unlikely to be particu-
larly favorable, and thus it would be difficult to
justify the serious and potentially irreversible
risks associated with such interventions.7 For
example, it has been argued that such studies
should involve patients who suffer from dis-
eases or conditions for which no current thera-
pies are available, or, when there are treatment
options, participation should be restricted to
patients for whom existing treatments are not
an option.8 It has also been argued that the less
serious the condition or disease, the less justi-
fication there is for patients to participate in
Phase I studies, if the harm-benefit ratio is rela-
tively poor.9

Should this always be the case regarding FIH
experimental stem-cell-based interventions?
The interventions may range from treatment of
life-threatening diseases for which there are al-
ternative therapies, to cosmetic therapies, thus
involving different risk-benefit ratios.10 Further,
stem-cell therapies are based on different kinds
of stem cells.11

The question therefore arises: Which patient
groups should be asked to participate in FIH
trials of stem-cell-based therapies? Is the answer
disease specific, or does it depend on factors
that are common to several diseases? This seems
like a technical question, but it is also value
laden. The answer depends on which values one
wants to promote and protect and how they are
ranked in importance: the safety of patients,
reliable and generalizable answers on choice of

therapy and dosage, and so on. Although such
questions are usually addressed during the ethi-
cal review process, the effects of FIH stem-cell-
based interventions are more difficult to de-
scribe because there are many unknowns.

In the context of stem-cell-based interven-
tions, the similarities and differences between
diseases should be examined, and that is what
we will do in this article. Two different scenarios
become possible relevant to the preferred deci-
sion strategy. If comparative analysis provides
relevant information on the differences between
diseases, one type of decision-making strategy
is called for. When there are considerable gaps
in knowledge, and many identified unknowns,
a different strategy suggests itself.

Three types of knowledge premises seem
useful in such decision making. The first relates
to the qualities of stem-cell-based therapies,
especially to their safety and efficacy. The sec-
ond relates to the characteristics of patients who
are candidates for the therapies. We will dis-
cuss this premise in the next section. The third
relates to the characteristics of the diseases that
are intended to be treated by stem-cell-based
therapies in FIH trials, including the existence
or nonexistence of alternatives. These charac-
teristics will be discussed in the section “Med-
ical and Societal Differences between PD and
HD.” In the last section, we evaluate the ethical
relevance of these knowledge premises for de-
cision making about which patient groups
should be asked to participate in FIH trials.

To analyze and concretize these general
questions, we will use the examples of PD and
HD. These diseases exemplify important medi-
cal and societal differences, and research on
stem-cell-based therapies for the diseases is be-
ing translated from the laboratory to the clinic.
The problems raised by FIH trials with stem-
cell-based therapies will resemble in several
ways FIH with therapies based in other new and
emergent technologies. The problems of desper-
ate patients will be similar, for example. But in
this decision making, we must be more explicit
about our knowledge premises and value as-
sumptions. In the present article, we will focus
on quality-of-life issues, discuss the role of
health- and non-health related consequences,
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the importance of alternative treatments (if any),
early versus late-stage arguments, the role of
changed facial expression and voice, the dis-
parity of the feelings of patients, and inherent
coercion. The approaches used in this article
may be applied to similar decision making for
other diseases.

WHEN CAN FIH TRIALS BEGIN
AND WHAT PATIENT GROUPS

SHOULD BE SELECTED?

To answer these questions, we will exam-
ine the requirements that stem-cell-based thera-
pies must meet to be tested in FIH trials, and
investigate which of these requirements are nec-
essary to start FIH trials.

What Conditions Must Be Fulfilled
Before FIH Trials May Begin?

Safety. A necessary condition is safety. Table
1 lists requirements concerning safety and risk
management, in biomedical research in general
and for stem-cell research in particular, from
international guidelines and declarations and
from European conventions, directives, and
regulations.

Researchers emphasize the importance of
safety in FIH trials. Sugarman has argued that
it is only acceptable to move to an FIH trial for
a cell-based intervention when there is scien-
tific agreement about safety12 based on preclini-
cal studies. Safety and the possibility of benefit
should be reasonably ensured.13 Precision is
important here. It would only be ethically ac-
ceptable to proceed with FIH trials if the scien-
tific community agrees on the stability of the
existing knowledge regarding safety. Should the
scientific community agree that there are many
gaps in knowledge regarding safety, the com-
mencement of FIH trials would not be justified.
Moreover, safety is not just a scientific issue;
there should also be agreement regarding the
acceptable level of risk, and such agreement
involves value judgments. It is equally impor-
tant to be precise regarding how many knowl-
edge gaps are “too many.” The distinction be-
tween “many” and “too many” is also value
laden; it is not ethically neutral.

Sound research design is indispensable to
ensure safety. Kimmelman and colleagues stress
that designing preclinical studies to strengthen
internal and external validity and executing
them with scientific rigor are “a critical factor
in assuring favorable benefit profiles—whether
this involves direct, therapeutic benefits or
knowledge benefits.”14 Research subjects should
not be asked to participate in research of ques-
tionable safety; thus, safety is a necessary con-
dition for FIH trials.

Efficacy. Prior to FIH trials, research involv-
ing animals must demonstrate proof-of-prin-
ciple for desired therapeutic effect (that is, it
must provide the first proof that the investiga-
tional product may work).15 In this instance,
animal research would have to demonstrate that
a stem-cell-based approach has sufficient prom-
ise to provide substantial improvement in func-
tional deficits that resemble patients’ debilitat-
ing symptoms.16 A substantial improvement in
functional deficits is necessary to justify the
risks when there are gaps in knowledge regard-
ing the known and unknown risks of partici-
pating in research. In the future, should these
gaps in knowledge be eliminated or reduced,
less substantial improvement may be accept-
able, depending on the given risks. And it is
important to consider who decides whether an
improvement is substantial or not.

Given current knowledge, animal models
may not fully predict the safety or efficacy of
stem-cell-based therapies. For example, animal
models may not fully predict the toxicity of stem
cells or their derivatives, the occurrence of im-
mune and other biologic responses, the risk of
tumors,17 and other behavior after implantation
in patients.18 Further, animal models may not
mimic all aspects of the pathology of the hu-
man condition, which may lead to a lack of ef-
ficacy of a stem-cell-derived product in a clini-
cal trial.19

Clinical competitiveness. According to the
International Society for Stem Cell Research
(ISSCR) Guidelines, “a stem-cell-based ap-
proach must aim at being clinically competi-
tive or superior to existing therapies.”20 If cur-
rent knowledge is to be translated into a stem-
cell-based treatment for a particular disease, it
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TABLE 1. Examples of safety-related requirements in the international guidelines and declarations and European conven-
tions, directives and regulations

International guidelines
and European legislation Requirements for clinical trials regarding safety and risk management that:

Sect. 2.3, ICH Guideline on Prevalence of the interests and welfare of the human being over the sole good
Clinical Practice;1 Art. 2, interest of society and/or science
Oviedo Convention2

Arts. 6 & 20, Declaration of Helsinki3 Prevalence of the interests and welfare of the human being over all other
interests and satisfactory risk management

Art. 3 (2a), Clinical Trials Directive4 Balance of foreseeable risks and inconveniences against the anticipated
benefit for the individual trial subject and other present and future patients

Guideline 8, CIOMS Guidelines5 Minimization of risks and balance of foreseeable risks and inconveniences
against the importance of knowledge to be gained

Art. 16, Oviedo Convention6 Balance of foreseeable risks and inconveniences against the potential
benefits of the research

Recommendations 16 & 18, Assessment of risks of tumorigenicity for any stem cell-based product and
the ISSCR Guidelines7 rigorous characterization of cells to be employed in clinical trials to assess

potential toxicities through in vitro studies and, when possible, for the clinical
condition and tissue physiology to be examined, also in animal studies

Art. 14 (2) of the European Regulation Establishment of a risk management system designed to identify,
on Advanced Therapy Medicinal characterise, prevent or minimise risks related to advanced therapy
Products8 medicinal products

NOTES
1. European Medicines Agency, CPMP/ICH/135/95, ICH Topic E 6 (R1), Guideline for Good Clinical Practice: Note for Guidance on

Good Clinical Practice (July 2002), http://www.emea.europa.eu/pdfs/human/ich/013595en.pdf, accessed 15 March 2010.
2. Council of Europe, Convention for the Protection of Human Rights and Dignity of the Human Being with Regard to the Application

of Biology and Medicine: Convention on Human Rights and Biomedicine (Oviedo, 4.IV., 1997), http://conventions.coe.int/Treaty/Commun/
QueVoulezVous.asp?NT=164&CL=ENG, accessed 12 March 2010

3. World Medical Association, Declaration of Helsinki (2008), http://www.wma.net/e/ethicsunit/helsinki.htm, accessed 14 March
2010

4. European Parliament and the Council of the European Union, Directive 2001/20/EC of the European Parliament and of the
Council of 4 April 2001 on the approximation of the laws, regulations and administrative provisions of the Member States relating to the
implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use (2001) http://www.wctn.org.uk/
downloads/EU_Directive/Directive.pdf, accessed 12 March 2010.

5. Council for International Organizations of Medical Sciences (CIOMS) in collaboration with the World Health Organization (WHO),
International Ethical Guidelines for Biomedical Research Involving Human Subjects (Geneva: 2002), http://www.cioms.ch/publications/
layout_guide2002.pdf, accessed 15 March 2010.

6. See note 2 above.
7. International Society for Stem Cell Research, ISSCR Guidelines for the Clinical Translation of Stem Cells (3 December 2008),

http://www.isscr.org/clinical_trans/pdfs/ISSCRGLClinicalTrans.pdf, accessed 12 March 2010.
8. European Parliament, Regulation (EC) No 1394/2007 of the European Parliament and of the Council of 13 November 2007 on

Advanced Therapy Medicinal Products and Amending Directive 2001/83/EC and Regulation (EC) No 726/2004 (2007), http://ec.europa.eu/
enterprise/pharmaceuticals/eudralex/vol-1/reg_2007_1394/reg_2007_1394_en.pdf, accessed 14 March 2010.
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is necessary to define the requirements for the
stem-cell-based approach to be clinically com-
petitive, and to determine what risks are accept-
able.21 For example, to be clinically competi-
tive for PD, a stem-cell-based therapy “has to
provide advantages over current, rather effec-
tive treatments for alleviation of motor symp-
toms in PD patients.”22 More specifically, such
therapy “should give rise to long-lasting, major
improvements of mobility and suppression of
dyskinesias without the need for further thera-
peutic interventions.”23 Alternatively, for PD
patients, a stem-cell-based therapy “should
improve symptoms that are largely resistant to
current treatments.”24 In addition, or alterna-
tively, it should be advantageous as a single pro-
cedure versus lifelong drug therapy with asso-
ciated side-effects, and/or be more cost-effec-
tive,25 or should counteract disease progres-
sion.26

The potential of stem-cell-based therapies
to improve different areas of patients’ health-
related quality of life (HRQoL) should be taken
into consideration when evaluating clinical
competitiveness: these would include improve-
ment of patients’ emotional reactions, energy,
and sleep; and decreased pain and social isola-
tion.27 Measurement of HRQoL can provide im-
portant information on the outcomes following
transplantation that are not gained by traditional
assessment protocols.28

If efficacious therapy is lacking, as in the
case of HD, the severity of the disease may jus-
tify the potential risks of a stem-cell-based ex-
perimental intervention.29 According to the
ISSCR Guidelines, certain knowledge gaps may
not be seen as a barrier to the commencement
of FIH trials aiming at the treatment of serious
and untreatable diseases: “complete under-
standing of the biological mechanisms at work
after stem cell transplantation in a preclinical
model is not a mandatory prerequisite to ini-
tiate human clinical experimentation, especially
in the case of serious and untreatable diseases
for which efficacy and safety have been dem-
onstrated in relevant animal models.”30

Informed consent. Obtaining free and in-
formed consent is one—but not the only—re-
quirement in the context of FIH trials. If scien-

tific knowledge regarding the safety of stem-cell-
based therapies is not stable, turning to an FIH
trial as a last remedy may cause greater suffer-
ing for a patient, especially given the possible
irreversibility of a cellular transplant. Similarly,
if the scientific community does not agree that
the efficacy of stem-cell-based therapy can be
reasonably expected, consenting “hopeless”
patients into an FIH trial may expose the pa-
tients to the additional burden of futile treat-
ment.

Informed consent is essential to respect the
values of potential research subjects. Accord-
ing to recommendation 28 (c) of the ISSCR
Guidelines, subjects should be informed about
the source of the cells, to fully respect their val-
ues.31 What could this mean, in practice? For
example, should subjects not be informed—if
they expressly state that they do not want to
know—whether the experimental intervention
is based on human embryonic stem cells? On
the one hand, one may imagine it might be easier
for persons who object to the use of such cells
to accept an intervention should they not know
whether the intervention is based on human
embryonic stem cells. On the other hand, in FIH
trials, which tend to involve significant risk,
disclosure should not be based on potential re-
search participants’ preferences for research-
related information. But providing limited or
partial information would not meet the require-
ments for informed consent, for example, the
requirements of the U.S. Food and Drug Admin-
istration.

Which Patient Groups Should Be
Selected to Participate in FIH Trials?

In the testing of most therapies or medica-
tions, FIH trials involve healthy volunteers. As
mentioned above, the main aim of such trials is
usually to test the safety of a treatment, and
safety can be best evaluated when research in-
volves healthy humans, to eliminate possible
confounders. However, there are some excep-
tions to this rule, namely when the tested
therapy or medication can be so dangerous or
so toxic that it would not be acceptable to offer
it to a healthy person. Because of the risks re-
lated to stem-cell-based therapies for PD and
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HD, the FIH trials of such therapies would have
to include PD and HD patients rather than
healthy volunteers.

When considering which categories of pa-
tients should be chosen as research subjects in
FIH trials of stem-cell-based therapies, the safety
of the research subjects must be considered.
This value, protected and promoted in many
European and international documents, is not
“black and white,” but is a matter of degree,
depending on the target group (for example,
children, pregnant women, other adults), the
disease, and the alternatives available.32 The
level of risk and safety of experimental stem-
cell-based therapies can be judged by the as-
pect of risk33 or by the goal of administering the
therapy: that is, is the therapy meant to restore,
maintain, or improve a patient’s health and qual-
ity of life? These goals can be defined in many
different ways34 and are very important in de-
ciding which categories of patients should be
asked to participate in FIH trials. These goals
will be considered in greater detail in the last
section of this article.

Patients at early stages of their disease.
Based on the ISSCR Guidelines’ requirement
that stem-cell-based clinical researchers “moni-
tor research subjects for long-term health ef-
fects,”35 the stage of disease is important in de-
ciding which patient groups should be chosen
to participate in FIH trials. For example, it is
not possible to monitor for long-term health ef-
fects when patients who are close to death par-
ticipate in FIH trials. As Sugarman points out,
if healthier patients participate and the inter-
vention proves to be harmful, the subjects may
have shortened their lives or harmed their
health.36 If cell-based interventions are proven
to be safe and can reasonably be expected to be
efficacious in earlier stages of the disease, ide-
ally patients who could be monitored for long-
term effects would be preferable for FIH trials.
The efficacy of the administered stem-cell-based
treatment may also depend on the stage of the
disease, however, and the latter may vary de-
pending on the disease. For each disease a road
map should be developed “that defines the nec-
essary scientific and clinical advances requir-
ed for stem cells to reach the clinic.”37

Patients at late or final stages of their dis-
ease. Patients who are in the late or final stages
of their disease may have the least to lose, but
the scientific usefulness of FIH trials might be
compromised if patients have a range of other
health problems that confound study results.38

If research is conducted in this population and
the research is confounded by other illnesses,
therapy that might aid patients who are in ear-
lier stages of the illness may not be developed.
This is an important concern, especially in the
light of the requirement of the Declaration of
Helsinki that it is acceptable to combine medi-
cal research with medical care only “to the ex-
tent that the research is justified by its poten-
tial . . . value. . . .”39 Therefore, having “the least
to lose” should not be the decisive factor.

Can the stage of disease alone be a decisive
factor in determining which groups of patients
are selected? According to the ISSCR Guide-
lines, subjects should be selected to (1) mini-
mize risks, (2) maximize the ability to analyze
results, and (3) enhance the benefits to individ-
ual subjects and society.40 These three require-
ments may pull in different directions. Various
stages of a disease may meet the requirements
differently. According to the Declaration of
Helsinki, “in the treatment of a patient, where
proven interventions do not exist or have been
ineffective, the physician . . . may use an un-
proven intervention if in the physician’s judg-
ment it offers hope of saving life, re-establish-
ing health or alleviating suffering.”41 These re-
quirements can be fulfilled only if the applied
therapy is more efficacious than existing alter-
natives (if any). It is not the stage of the disease,
but rather the efficacy of therapy—the latter can
vary depending on the former—that would be
the decisive factor regarding which group of
patients should be included in an FIH trial.

Desperate patients for whom alternative
therapies do not work. Desperate patients for
whom alternative therapies do not work, inde-
pendent of the stage of their disease, are another
group to consider. According to the ISSCR
Guidelines, “if an efficacious therapy is not
available, then the severity of the disease, espe-
cially if the disease to be treated is severely dis-
abling and life-threatening, might justify the
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risks of a stem cell-based experimental inter-
vention in patients.”42 This implies that, besides
the efficacy of treatment, the availability of al-
ternatives is another important factor in decid-
ing which type of patients to include in FIH tri-
als. However, the ISSCR Guidelines warn not
to “take advantage of the hopes of patients with
poor short-term prognoses.”43 Patients may be
desperate not only because of the lack of effica-
cious treatment alternatives, but also because
such alternatives are inaccessible. According to
the ISSCR Guidelines, “clinical research should
compare new stem cell-based therapies against
the best medical therapy currently available to
the local population.”44 This requirement, in-
troducing an explicit geographical and tempo-
ral limitation to the local population at the
present time, is noteworthy as being different
from the Declaration of Helsinki’s requirement
of comparison with the best proven therapy.

In summary: enrolling patients at earlier
stages of their disease is preferable when more
(or less) efficacious therapeutic alternatives do
not exist or are not locally available, and/or
when the successful administration of stem-cell
transplants is likely to be in early stage patients.
These statements will be re-examined in the last
section of this article, in the light of the values
that are endorsed by different ethical theories.
The next section will outline the factual differ-
ences between PD and HD.

MEDICAL AND SOCIETAL DIFFERENCES

“Living with Parkinson’s is like living with
a thief,” said one patient. “It controls all my
functions, my visual perception, cognition, my
mind, blood pressure and body temperature and
my sex life. Like a thief in the night, it sneaks
up on me and my dignity so that I lose my mo-
tor skills and power to control; it also ruins my
night’s rest.”45 In the words of patients suffer-
ing from HD, “With Huntington’s one does not
have a fear of dying, one has a fear of living.
The disease forces impossible choices under the
most difficult conditions and there is nothing
that can prepare you for the horror of Hunting-
ton’s disease.”46 As these testimonies illustrate,
both diseases change the suffering person’s qual-

ity of life considerably. There are many simi-
larities in the diseases in terms of their impact
on the patient, on family caretakers, and on so-
ciety, but there are also differences. The differ-
ences between PD and HD, outlined in this sec-
tion, in many cases are not unique to the two
diseases; other (neurodegenerative) diseases
have such differences.

We will only outline the differences relevant
to decision making concerning which patient
groups should be asked to participate in FIH
trials, without aiming at completeness. Other
medical and societal differences between PD
and HD may be relevant for other issues, such
as setting therapeutic priorities, and will be dis-
cussed in another article.

Medical Differences
Of the many medical differences between

HD and PD, the following ones seem, from the
perspective of different types of ethical theo-
ries discussed in the last section of this article,
particularly ethically relevant for deciding
which patient groups should be asked to par-
ticipate in FIH trials.

Impact on life expectancy. PD by itself does
not directly cause people to die, but complica-
tions can lead to death, and after some time,
the medication has side-effects.47 Unlike PD, HD
is a lethal, incurable disease, with an average
duration of 16 years,48 but this can vary greatly.

Availability of alternative therapies. Phar-
maceutical and surgical interventions, as well
as rehabilitation and medical nursing, are avail-
able to treat PD.49 There are no treatments that
can cure, delay onset, or slow the course of HD;
from onset onwards, progressive degeneration
occurs and the sufferer requires increasing lev-
els of care and assistance.50 Provision of a full
range of supportive medical nursing and social
care can help improve a patient’s quality of life.51

Different treatments are available to reduce the
severity of some HD symptoms.52 For a summary
of the parameters above, see table 2.

Chances of success of stem-cell-based thera-
pies. This may, in practice, be a decisive factor
in deciding whether such therapies should be
tested clinically. The importance of proving
chances for success is recognized in the ISSCR
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Guidelines (recommendation 34), which states
that clinician-scientists “may provide unproven
stem cell-based interventions to at most a very
small number of patients outside the context of
a formal clinical trial,” provided, besides meet-
ing other requirements, “that there is a written
plan for the procedure that includes scientific
rationale and justification explaining why the
procedure has a reasonable chance of success.”
Significant scientific advancements have al-
ready been made in preclinical testing of stem-
cell-based therapies for both diseases, and they
are constantly advancing.53 The chances for the
success of stem-cell-based therapies, in terms
of inducing “substantial improvement of func-
tional deficits,”54 are likely to be evaluated dif-
ferently in the context of a disease with, and a
disease without, efficacious alternative therapy.
What will count as “substantial improvement”
may depend on the availability of other effica-
cious treatment. If an efficacious therapy already
exists, as in PD, the risk of an adverse effect
“must be low and the stem cell-based approach
must offer a substantial advantage,” such as
“better functional outcome” or “single proce-
dure versus lifelong drug therapy.”55 If an effi-
cacious therapy does not exist, as in HD, “the
severity of the disease” might “justify the po-
tential risks of a stem cell-based experimental
intervention in patients.”56 Considering the
safety of FIH studies, Kimmelman and col-
leagues argue that the nature and degree of risk
for invasive FIH studies puts “particular pres-
sure on the requirement that risks be favorably
balanced against benefits for human studies.”57

A similar way of thinking could also be used
when considering the efficacy of stem-cell-
based therapies.

Even after FIH trials have started, many
knowledge gaps will still exist regarding their
safety and efficacy. In the course of the trials, it
may turn out that stem-cell-based therapies are
safe and efficacious, or safe but inefficacious,
or efficacious but unsafe, or, in the worst case,
both unsafe and inefficacious. Until the knowl-
edge gaps concerning safety and efficacy of such
therapies are filled, we must consider all four
of these scenarios.

Societal Differences
Psychological effects of the disease on the

patient and the patient’s family. PD and HD have
similar effects on patients’ social life, even
though the causes of the effects may be differ-
ent. Both types of patients may experience the
perceived effect of their disease on their human
dignity in the form of (sometimes very much)
reduced social life, which is affected by their
inability to perform the social activities they
formerly enjoyed. Patients’ social life can be
affected by possible misunderstandings caused
by changed facial expression, an inability to
express feelings through body language,
changed voice for PD-affected patients,58 and
personality changes for HD-affected patients. In
both cases, the progression of the disease and
the extent of its symptoms can affect not only
patients’ ability to take an active role in every-
day life, but also their desire to take an active
role.59 Patients face difficulties related to symp-
toms, treatment, and emotions.

For example, one study found that 76 per-
cent of PD patients surveyed had difficulties
walking outside their homes to a degree that
affected their daily living, and 73 percent re-
ported that maintaining their balance affected

TABLE 2. Examples of medical parameters for PD and HD

Properties

Is there an alternative method
Disease Is the disease fatal? Is there an alternative cure? for alleviation of symptoms?

PD No (but progresses with time) Yes (limited) Yes
HD Yes No Yes  (limited)
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their life (symptoms-related difficulty).60 The
same study found that 77 percent of PD patients
planned their day around taking medication61

(treatment-related difficulty), and that the
greater frequency for taking medications caused
greater inconvenience.62 Another study reported
that 78 percent of PD patients claimed that feel-
ings of depression or misery affected their par-
ticipation in life (emotionally related diffi-
culty).63 Of these, 76 percent experienced diffi-
culty in remembering things, 64 percent had
difficulty in getting to sleep, and 92 percent re-
ported that tiredness during the day had an ad-
verse effect on day-to-day living.64 Feeling de-
pressed or miserable and having difficulty re-
membering things and thinking things through
affected all aspects of their life: social activity,
leisure, and work.65 Yet another factor that was
found to contribute to their reduced social life
was patients’ physical appearance: about 79
percent rated the importance of their physical
appearance as very important or moderately
important.66

The social life of patients with PD may also
be affected by communication difficulties in
speech, facial expression, body language, and
handwriting.67 PD-affected persons can easily
be misunderstood: some say they cannot show
on the outside how they feel on the inside.68

Their slow or reduced muscle movements can
be misinterpreted as annoyance, disinterest, or
lack of understanding.69 Changes to the function
of facial and throat muscles can also affect the
voice, producing speech that may be quiet,
hoarse, hurried, or hesitant.70

HD-affected patients may have problems in
their social relations due to outbursts of anger,
the wrong choice of words, constant disorgani-
zation, changed sexual behavior, and increased
dependence on others.71 They may experience
problems in relations with colleagues due to
forgotten duties, deadlines, names, and dates,
and an inability to organize themselves as they
did previously; the long time required to per-
form simple tasks; making mistakes at work; and
an inability to concentrate.72 Before HD is diag-
nosed, all of these changes may be taken per-
sonally by others and may affect personal rela-
tionships negatively.73

Unlike the case of PD, the psychological ef-
fects of HD start before the disease manifests
itself, and affect even family members who do
not carry the HD gene and will never get the
disease. In most cases HD is a hereditary dis-
ease and it is possible to undergo genetic test-
ing to determine whether a child or a sibling of
an HD patient carries the HD gene. Psychologi-
cal effects may begin with anxiety regarding a
decision to be tested for the HD gene. One HD-
affected patient said: “There are not enough
words to describe the emotions involved in the
decision of opening up ‘Pandora’s Box,’ ”74 and
there are many important personal, legal, and
financial considerations. The hereditary nature
of HD may contribute to the breakdown of fami-
lies, as the level of secrecy can become so great
it is impossible to discuss the subject within
the family.75

For those who test positive, fear about the
future may lead to depression or to spending
excessive time or money on things that one
would otherwise focus on moderately. Fear of
the future may also lead to self-restrictions; one
study found that some people who tested posi-
tive for HD avoided getting into situations in
which HD might express itself: for example, they
gave up driving before they had to.76

For those who test negative, the psychologi-
cal effects may take the form of feelings of guilt
for not having inherited the HD gene when other
family members test positive. Even HD-affected
patients may experience feelings of guilt for
having passed HD on to children, knowing that
they have inherited the gene. These feelings of
guilt may cause abnormal family relations.77

Impact of the disease on family caretakers.
Family relationships in PD- and HD-affected
families can change; being a spouse or partner
to somebody with PD or HD can be physically
and emotionally challenging from the time of
diagnosis, and becoming a caretaker can lead
to very mixed emotions.78 At the later stages of
PD and HD, patients may require a lot of care,
resulting in great emotional and physical bur-
dens for nonprofessional caretakers (such as
spouses or children) and can lead to exhaus-
tion,79 the destruction of life or career plans, and
negative effects on health (often due to lack of



265Volume 23, Number 3 The Journal of Clinical Ethics

sleep and constant stress). One Italian study of
PD found that 60 percent of caretakers were
spouses/partners, 21 percent were sons or
daughters, and 19 percent “others”; 35 percent
of the caretakers provided care 24 hours a day.80

Although the onset age of PD and HD may
vary, HD usually affects individuals when they
have many family responsibilities.81 This means
that partners who act as caretakers are often
placed in a position of total responsibility, tak-
ing on the roles and responsibilities of their
partners with their own.82 Unlike PD, due to the
hereditary nature of the disease, HD does not
“disappear” with the death of an affected indi-
vidual, and caretakers may end up caring for
more than one generation of sufferers.83

Economic consequences of the disease for
the patient and the family. PD, especially in the
middle and advanced stages, may make it im-
possible for affected patients to keep their job.
For example, one study found that only 17 per-
cent of surveyed PD patients had a job.84 HD-
affected patients are in a similar situation. Fami-
lies with PD or HD patients usually experience
a drop in their standard of living after patients
(especially if they had been “breadwinners”)
developed the disease.85 Family members who
became caretakers often had to give up their job,
if they were employed, to provide care for an
affected family member.86 Families may struggle
a great deal to make ends meet and may experi-
ence feelings of personal restriction that accom-
pany involuntary unemployment.87 It is impor-
tant that financial difficulties do not prevent pa-
tients from accessing well-designed clinical tri-
als, as emphasized by the ISSCR Guidelines
(6.2.5) on fair subject selection. Patients’ finan-
cial status, insurance coverage, or ability to pay
should not hinder their access to such trials.

To sum up this section: the findings of the
studies mentioned represent our current knowl-
edge about PD and HD, collected in different
countries, using different methodologies, at dif-
ferent times, with different levels of represen-
tativeness. There may be country-dependent or
disease-dependent factors that influenced these
findings. For instance, more extreme examples
could have been found in the HD population
because it is a smaller than the PD-affected

population. These findings therefore should be
considered as examples.

ETHICAL RELEVANCE OF MEDICAL AND
SOCIETAL DIFFERENCES

We now analyze the ethical relevance of
these differences. We deliberately refrain from
mentioning names of ethical theorists because
we are interested in exploring the differences
that different ethical theories make in adopt-
ing—or arguing for—various decisions made in
the described situations. We want to avoid, if
possible, discussion of how the work of spe-
cific ethical theorists should be interpreted.

Although utilitarianism is not the only ethi-
cal theory that considers the consequences of
an action as relevant to the ethical evaluation
of the action, only the value of the consequences
are considered in the classical forms of utili-
tarianism, of which there are several. From a
utilitarian viewpoint, the availability of alter-
native therapies represents an important medi-
cal difference between PD and HD, since a ba-
sic utilitarian principle is to do as much good
for as many as possible. How important is the
availability of alternative therapies when decid-
ing about the acceptability of experimental
stem-cell-based therapies? Let us consider all
four possible scenarios regarding the efficacy
and safety of such therapies.

HD patients would certainly benefit from
safe and efficacious stem-cell-based therapies,
as they have no alternative cure, and the meth-
ods for alleviation of symptoms are limited (see
table 2). However, if these therapies turn out to
be safe but inefficacious to FIH trial participants,
HD patients, especially those in the later stages
of their disease, may be harmed by participat-
ing in such a trial, due to lack of access to their
usual treatment that would alleviate the symp-
toms of the disease, for as long as the trial con-
tinues. Even if the effect of the alternative treat-
ment is limited, it is still better than nothing,
especially when symptoms become more diffi-
cult to support in the later stages of the disease.
However, it is not easy to estimate whether such
patients would suffer more than patients in ear-
lier stages of HD in the case of safe but ineffica-



266 The Journal of Clinical Ethics Fall 2012

cious experimental therapies. In the early stages
of HD, patients may still be active profession-
ally, and if an experimental therapy is adminis-
tered rather than treatment for alleviation of
symptoms, and it proves to be of limited effi-
cacy, such patients may be harmed by the ac-
celeration of their illness, for instance by los-
ing their position at work.

Stem-cell-based therapies that turn out to
be unsafe and inefficacious may be harmful to
HD patients in the same way, whereas the posi-
tive and negative effect of such therapies that
turn out to be efficacious but unsafe could be
debated. In that case, an inability to use the
usual treatment for alleviation of symptoms due
to participation in a trial would be compensated
by the efficacy of the stem-cell-based therapy,
and the risks posed would need to be evaluated
in the light of the risks, as well as in the light of
the actual benefit to the patient.

If an experimental treatment turns out to be
efficacious and safe for the patients participat-
ing in an FIH trial, it is not certain that HD pa-
tients in the later stages of their disease—as well
as their family caretakers—would benefit from
the treatment more than respective patients and
family caretakers at an earlier stage of the pa-
tients’ disease, if they were participating in such
a trial. It is not certain because the magnitude
of benefit would depend on how “benefit” is
defined—for instance, in terms of prolonged life
expectancy or in terms of improved life quality
for the patient, or improved life quality for a
patient’s family caretakers. It would also depend
on how efficacious and safe the experimental
therapy is compared to the available alterna-
tives. From a utilitarian perspective, it is there-
fore not possible to estimate whether patients
in earlier or in later stages of HD should be asked
to participate in FIH trials. If the limited alter-
native methods of alleviation of symptoms are
not effective for particular patients, those pa-
tients could be seen as suitable candidates for
FIH trials from a utilitarian perspective.

This analysis indicates that the problem
encountered is not only that of value preferen-
ces, but also of definition and measurement of
values such as safety, efficacy, health, quality
of life, and economic prosperity. It is important

to raise and discuss how the various relevant
factors can be measured. Not only can safety
and efficacy be graded, but also the other fac-
tors, such as quality of life or economic pros-
perity, which are not only vague, but which also
can be ambiguous. Since different methods of
measurement give different results, it is not pos-
sible to discuss the exact risks and benefits of
participation in FIH trials unless the problems
of definition and measurement are solved.

If experimental therapies turn out to be un-
safe or efficacious (or both) for PD patients par-
ticipating in an FIH trial, the therapies would
have more negative consequences for PD pa-
tients than for HD patients, as PD patients have
limited alternative treatments and alternative
methods to alleviate symptoms. It could there-
fore be argued that FIH therapies for PD patients
would be justifiable only in cases when alter-
native therapies are not efficacious for treatment
or the alleviation of symptoms.

From a classical utilitarian viewpoint (and
also according to other ethical theories), impact
on life expectancy is another ethically relevant
difference between PD and HD. Safe and effica-
cious stem-cell-based therapies could increase
the life expectancy of HD patients, whereas
unsafe and inefficacious ones have the poten-
tial to reduce life expectancy. Therapies that
turn out to be inefficacious but safe would not
decrease the life expectancy of HD patients, as
they have no alternative cure. The situation is
less clear if such therapies turn out to be unsafe
although efficacious, as the total amount of ben-
efit for patients in terms of life expectancy
would depend on how unsafe the treatment was,
compared to its efficacy. Taking into consider-
ation only the life expectancy of patients, it is
not possible to estimate whether patients in ear-
lier stages of HD or in later stages of HD should
participate in FIH trials. Similarly, it is difficult
to estimate whether patients for whom alterna-
tive methods of alleviation of symptoms are in-
efficacious should participate, as it is not cer-
tain that stem-cell-based therapies will increase
their life expectancy.

Whether safe and efficacious stem-cell-
based therapies would increase the life expect-
ancy of PD patients would depend on how much
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safer and more efficacious they would be, com-
pared to other treatments. Considering the life
expectancy of PD patients from a utilitarian
viewpoint, the administration of such therapies
would be acceptable only for PD patients for
whom other therapies are not efficacious.

Another important factor, from a utilitarian
viewpoint, are the consequences of the disease
for patients and patients’ family members.
These consequences may differ, depending on
how they are defined and measured; for ex-
ample, in terms of lost income due to patients’
unemployment, lost income due to the invol-
untary unemployment of family caretakers, ex-
penses for patients’ treatment, expenses for care
or adaptation of facilities at home, and so on.
Unless the definition and measurement prob-
lems are solved, it is not possible to estimate
whether the administration of an experimental
therapy, the safety and efficacy of which must
be defined and measured, will reduce the eco-
nomic consequences of the disease for patients
and family members. Therefore it is not pos-
sible, given our present state of knowledge, to
determine whether patients in earlier stages or
later stages of their disease should be asked to
participate in FIH trials. The economic situa-
tions of families of patients who have no effica-
cious treatment alternatives may improve if an
experimental therapy, administered in the con-
text of FIH trials, proves to be efficacious and
safe. If the treatment proves to be inefficacious
but safe, there could be no expected change in
the families’ economic situation.

It has to be mentioned, however, that re-
search ethics committees (RECs) and institu-
tional review boards (IRBs) usually do not in-
clude economic considerations when evaluat-
ing risk and benefit, but some economic aspects
may be considered. For example, IRB guidelines
intended to assist University of North Texas re-
searchers include, in the risks that researchers
must list in their application, the social and eco-
nomic risks to prospective research subjects, in-
cluding “changes in relationships with others
that are detrimental to the subject and may in-
volve embarrassment, loss of respect of others,
or that diminish the subject’s future employabil-
ity or eligibility for insurance.”88

Considering rights-based arguments. So far
we have focused on the consequences of FIH
trials for PD and HD patients. Using a deonto-
logical way of thinking, the consequences of FIH
trials do not determine their moral rightness.
FIH trials are only morally right if they do not
violate human rights or dignity.

The care of PD and HD patients often re-
quires a lot of sacrifice on the part of family
caretakers. It may be argued, therefore, that at
least in some (or even many) cases, family mem-
bers are “forced” to be caretakers because they
have no choice. Their efforts to achieve good
outcomes (the care of PD or HD patients) is pro-
vided without their consent; even though there
is no “forced labor” in a literal sense, in many
cases becoming a caretaker (24 hours, seven
days a week) is not a matter of personal choice.
We might consider that the consent of caretak-
ers is not free if they make the choice because
other forms of care are unavailable (too expen-
sive, too far away, or both). It can be argued that
advanced forms of PD or HD affect not only the
autonomy of patients, but in some (or many)
cases, affect the autonomy of family caretakers.
Caretakers may have limited autonomy to make
decisions that may be “dictated” by their situa-
tion. It must also be noted that the contribu-
tions to care of patients by their family mem-
bers may be necessary to protect the patients’
human rights, such as the right to life, and in
this way the two rights come into conflict.

Successful application of stem-cell-based
therapies may not only lead to improvement of
the health and quality of life of PD- and HD-
affected patients, but may also improve the qual-
ity of life (and indirectly, the health) of family
caretakers. Efficacious therapies thus have the
potential to enhance the autonomy of both pa-
tients and family caretakers. However, applica-
tion of such therapies can only be morally ac-
ceptable if the free and informed consent of
patients who receive the therapies is obtained.
In the later stages of PD or HD, when patients’
capacity to provide such consent is limited, an
informed proxy decision maker must make the
decision. The freedom of such proxy decision
making may be questionable when the decision
maker is a family member, especially when this
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person is also a caretaker. There may be cases
when exhausted caretakers see the enrollment
of patients in a trial as the last hope for improve-
ment—not only for patients, but also for them-
selves. In such cases, patients may be used as a
means to improve caretakers’ quality of life.

If patients’ participation in FIH trials can
enhance the autonomy of family caretakers,
participation may be considered even more ap-
propriate from a human rights perspective. Even
if this is more likely to happen in the later stages
of HD or PD, especially when available alterna-
tive therapies (in the case of PD) or alternative
methods of alleviation of symptoms (in the case
of HD) are not efficacious or locally available,
it cannot be argued from a human rights per-
spective that patients at later stages of their dis-
ease would be seen as more suitable candidates
for participation in FIH trials.

Considering arguments based on human dig-
nity, the psychological effects of the disease on
the patient and patient’s family are of ethical
relevance. From the viewpoint of human dig-
nity-based theories, the psychological and
physical effects of disease may endanger the
human dignity of PD and HD patients in terms
of their loss of autonomy due to difficulty in
communicating, physical appearance, difficulty
of movement, and so on. From the perspective
of human dignity-based theories, stem-cell-
based therapies would be justified as means to
achieve the goal of the least possible infringe-
ment of human dignity by the disease. In the
case of HD, there are no therapies that prevent
patients’ eventual loss of autonomy. It could be
argued that stem-cell-based therapies would be
an acceptable means, in the absence of other
more effective means, to prevent loss of auton-
omy. To sum up, from a human dignity perspec-
tive: such therapies would be acceptable in
cases when patients’ autonomy is lost or be-
comes very limited due to the psychological or
physical (or both) effects of the disease. It should
also be noted that, according to one interpreta-
tion of human dignity, the protection of dignity
should extend also to human embryos and fer-
tilized eggs, if one considers such entities wor-
thy of the same level of protection as human
beings who have been born. We have discussed

this more extensively elsewhere.89 According to
this interpretation of human dignity, therapies
based on embryonic stem cells would not be
acceptable, regardless of the possibility of such
therapies, if safe and efficacious, to contribute
to the enhancement of patients’ autonomy.

The psychological effects of the disease on
patients and patients’ family members, or the
impact of the disease on patients’ familial care-
takers, would also be ethically relevant factors
from a utilitarian viewpoint, but for different
reasons. At least some forms of utilitarianism
would consider these factors in terms of the
happiness or unhappiness to which they con-
tribute. However, the “amount” of unhappiness
cannot be discussed until there is consensus
regarding its definition and measurement.

CONCLUSIONS

The similarities and differences of PD and
HD we describe are of varying importance, de-
pending on the chosen normative point of ref-
erence. For example, the availability of alterna-
tive therapies, the impact of the disease on life
expectancy, or the economic consequences of
the disease to patients and families are impor-
tant differences, from a utilitarian viewpoint.
The difference concerning the impact of the
disease on the patients’ family caretakers may
be particularly important from a human rights
perspective. The psychological effects of the
disease on patients are important from views
based on human dignity, at least to the extent
they affect patients’ autonomy and human dig-
nity. Despite the focus on different characteris-
tics of the disease, the treatment, or the patients
who would be asked to participate in FIH tri-
als, all of the reviewed ethical theories arrive at
a consensus concerning the following issues.

First, from a normative perspective, it can-
not be determined whether patients in the ear-
lier or the later stages of PD or HD would be the
best candidates to participate in FIH trials un-
less certain knowledge gaps are filled. The most
important are (1) how we define and measure
the safety of treatment,  the efficacy of treatment,
health, quality of life, or economic conse-
quences of the disease on patients and patients’
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families and the results of applying these defi-
nitions and methods of measurements to the
diseases compared; and (2) how we define and
measure the impact of the safety or efficacy of
treatment on patients’ health, quality of life,
economic situation, life expectancy, or loss or
re-acquisition of autonomy, and the results of
applying these definitions and methods of mea-
surements to the diseases compared. If one par-
ticular method of measurement is chosen, the
result may point in one direction; if a different
method is used, the result may not be the same.

Secondly, it is not the stage of the disease,
but rather the availability or existence of effica-
cious alternative therapy (in the case of PD) or
of alternative methods to alleviate symptoms
(in the case of HD) that are the determining fac-
tor regarding whether patients should partici-
pate in an FIH trial. Patients who have no effi-
cacious alternatives are the most suitable can-
didates for FIH trials of stem-cell-based thera-
pies, provided that the free and informed con-
sent of the patients (or their legal representa-
tives) has been obtained, and rigorous preclini-
cal research has demonstrated the safety and
the efficacy of the desired therapeutic effect of
a stem-cell-based therapy.

Thirdly, the ethical guidelines reviewed in
table 1 also indicate that it is not the stage of
the disease, but rather the efficacy of the therapy
that should be one of the factors in decisions
regarding which group of patients should be
included in an FIH trial. From the perspective
of some of the reviewed ethical theories, a pre-
cise definition of “efficacy” is crucial to evalu-
ate its importance.

The result of this analysis suggests that many
knowledge gaps need to be filled before it can
be decided, in a non-arbitrary way, which pa-
tients or patient groups should be asked to par-
ticipate in FIH trials for PD and HD. The ethical
starting points also need to be made explicit,
including positive and negative goals (what is
to be achieved and avoided with the FIH trials
of treatments for these diseases). Until this is
clarified, it is difficult to determine whether the
answer to the question analyzed in this article
is disease-specific or whether it depends on fac-
tors that are common to several diseases.

Topics for further research include empiri-
cal and normative issues, for example, the prob-
ably considerable individual variations in how
families’ interests are weighed against patients’
interests. This can be the subject of empirical
study, using research interviews, focus groups,
and other methods. Normative issues include a
detailed analysis of which conclusions differ-
ent versions of utilitarianism and deontologi-
cal theories would support, given various sci-
entific scenarios.

Points that need to be further developed in-
clude the consideration of prioritizing treatment
for those who are worst-off (in senses that need
to be made more clear), as well as the lottery
argument. That is, in most cases, we know very
little about the effect of stem-cell-based inter-
ventions; animal studies have been tried, but
the next step needs to be taken. That is why
small-scale FIH trials are necessary. Then a lot-
tery could be justified, provided that other con-
ditions in terms of information, consent, and
safety are met. It is a different situation if we
have reason to believe that patient selection
makes a difference in outcome—that stem-cell-
based therapies will be more efficacious for
some patients than for others. In a lottery, every
participant has a fair chance and an equal op-
portunity to “win” the possibility to receive an
experimental stem-cell-based intervention. But
if we have reason to believe that some interven-
tions are more efficacious for certain patients
than others, a lottery would cause scarce re-
sources (in terms of such interventions), to some
extent, to be wasted. If we want to optimize the
effects of stem-cell-based interventions, we can-
not use a lottery approach, but must use these
interventions in patient populations in which
we have reason to believe that they will be effi-
cacious; and behind “optimization” hides dif-
ferent value premises that must be spelled out,
as the details may point to different conclusions.

An interesting possibility, worth an article
of its own, would be to examine the history of
medicine to see how similar cases in the past
were handled, when treatments based on what
were then new and emergent technologies were
introduced. Which heuristic devices were used
to think through these challenges? Analogies
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should be used with caution, but something may
be learned from them, if  the similarities and
differences between the examined cases are
carefully spelled out.
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Time to Stop Worrying about
the Therapeutic Misconception

David S. Wendler

ABSTRACT

Work on the therapeutic misconception suggests that
investigators should ensure that potential research subjects
understand the fundamental differences between clinical re-
search and clinical care. Yet, what potential research sub-
jects should understand depends on their circumstances and
the study in question. This analysis implies that researchers
and review committees should stop attempting to define,
measure, and dispel the therapeutic misconception, and in-
stead should focus on what potential subjects should under-
stand to participate in individual studies.

Clinical research is similar to clinical care
in many ways. Both clinical research and clin-
ical care have the goal of improving health and
well-being; both involve giving medications to
individuals who are ill; both take place in hos-
pitals; both involve doctors and nurses. Clini-
cal research also differs from clinical care in
many ways. Clinical research is designed to
collect generalizable information to benefit fu-
ture patients; clinical care is designed to ben-

efit present patients; clinical research uses many
methods not found in clinical care such as ran-
domization and double-blinding; clinical re-
search is subject to more regulation and review
than clinical care is.

The many similarities between clinical re-
search and clinical care can make it difficult to
recognize their differences.1 This possibility
raises ethical concerns when individuals who
are involved in research assume that they are
involved in clinical care. For example, individu-
als with cancer who are offered a pill to take by
a doctor wearing a white coat who works in a
hospital may assume that they are patients be-
ing offered standard clinical treatment, when
actually they are being invited to participate in
research by an investigator who is testing an
experimental medication. This tendency to con-
fuse clinical research with clinical care has been
called the therapeutic misconception (TM).2 The
TM is especially problematic when it results in
individuals failing to understand the things they
should understand to decide whether to partici-
pate in research. Persons with cancer who think
they are being offered clinical care, when they
are actually being invited to participate in re-
search, may fail to understand that, if they agree,
they will undergo extra procedures purely for
the purposes of research.

David S. Wendler, MA, PhD, is Head of the Unit on Vulner-
able Populations in the Department of Bioethics, National
Institutes of Health Clinical Center, in Bethesda, Maryland,
DWendler@cc.nih.gov. ©2012 by The Journal of Clinical Eth-
ics. All rights reserved.
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Empirical studies report that individuals
enrolled in clinical research—and individuals
thinking about enrolling—often fail to under-
stand the ways in which clinical research dif-
fers from clinical care.3 These data are regarded
by proponents of the TM as indicating that re-
search subjects often fail to understand the
things that they should understand, thus call-
ing into question the ethical appropriateness of
a good deal of clinical research.4 The conclu-
sion that the TM may be undermining the ethi-
cal appropriateness of a good deal of clinical
research has led to substantial work on the TM:
how to define it, how to measure it, and how to
eliminate it.5 There have, in contrast, been sur-
prisingly few analyses of the value of all this
work on the TM: to what extent should subjects
understand how clinical research differs from
clinical care?6 What impact is work on the TM
likely to have on subjects’ informed consent,
and, in turn, on the ethics of clinical research?

This article argues that work on the TM is
implicitly based on a mistaken method for de-
termining what things research subjects should
understand. Work on the TM begins with the
principle that the subjects of some studies need
to understand specific differences between re-
search and care. It concludes that most or all
subjects need to understand the same differ-
ences between research and care. A good deal
of work on the TM thus focuses on trying to
identify some difference (or differences) be-
tween research and care that are relevant to in-
formed consent for most (or all) subjects.

This approach effectively ignores the issue
that what research subjects should understand
depends on the study in question and the cir-
cumstances of potential subjects for that study.
What potential subjects should understand to
enroll in one study may be irrelevant to what
other potential subjects should understand to
enroll in a different study. Such a “task-specific”
approach to determining what research subjects
should understand suggests that the differences
between research and care are relevant to in-
formed consent for some trials, as proponents
of the TM claim, but which differences poten-
tial subjects should understand varies by the
study in question. In these situations, attempts
to ensure appropriate consent by identifying the

fundamental or enduring difference between re-
search and care distorts what subjects should
understand. A task-specific analysis also indi-
cates that the differences between research and
care are irrelevant to informed consent for many
trials. In these cases, emphasis on the TM may
distract potential subjects from the things that
they should understand.

Emphasis on the TM can lead commenta-
tors to exaggerate the differences between re-
search and care in an attempt to identify some
way in which most (or all) research studies dif-
fer from clinical care.7 It can lead to claims that
research is always riskier than clinical care, that
research always uses unproven methods, that
clinical care always uses proven methods, that
researchers do not try (or intend) to benefit sub-
jects. In fact, research is often less risky than
clinical care; research often uses proven meth-
ods; clinical care often uses unproven methods;
researchers typically try to help their subjects.

Finally, the TM represents only one possible
way to fail to understand clinical research. The
TM may be more interesting theoretically than
the possibility that subjects fail to understand
because they are anxious, distracted, or overly
impressed with doctors. Yet, these other possi-
bilities are present for essentially all research
studies. Hence, arguments that investigators and
review boards should be especially attentive to
the TM may result in a failure to address more
common sources of misunderstanding.

Taken together, these considerations suggest
that emphasis on the TM is more likely to un-
dermine than promote research subjects’ in-
formed consent. This conclusion suggests that
it is time to stop attempting to define, measure,
and dispel the TM. Instead, commentators, re-
searchers, and review committees should focus
on what potential subjects should understand
to give informed consent for specific studies.

ANALYSIS

The Therapeutic Misconception
The TM was coined in an article published

in 1982, which reported the results of interviews
with 31 research subjects. Of the 31 subjects,
13 were participating in a study on the effect of
social skills training for chronic schizophrenics,
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and 18 were participating in a study on the com-
parative efficacy of two medications for border-
line personality disorders.8 The authors found
that many of the subjects failed to understand
important features of these two studies. Of the
13 subjects enrolled in the social skills study,
10 thought that everyone would receive train-
ing, even though the informed consent form
explained that one of three groups would re-
ceive the regular day-hospital program.9 One
subject seemed to think that she was receiving
standard medical care rather than participating
in a research study.10

The authors recognized that the ethical ap-
propriateness of clinical research typically de-
pends on subjects understanding the study in
question and consenting to participate in it. Yet
many of the individuals interviewed did not
seem to understand the things they should un-
derstand to give informed consent. At first
glance, the solution to this problem might seem
straightforward: explain to research subjects the
things they should understand, but don’t un-
derstand. For the woman who did not realize
that she was enrolled in research, tell her that
she is. For the subjects who failed to understand
that one of the three groups would not receive
social skills training, explain this to them.

This straightforward approach is likely to
be effective for many research subjects. When
it is, focus on the TM is unnecessary and may
be counterproductive. Before we get to that, it
is important to note that the authors of the origi-
nal study found something very interesting: the
individuals they interviewed sometimes had
difficulty understanding ostensibly simple facts
about the studies for apparently deep and com-
plicated reasons. Some subjects did not under-
stand because they wanted to believe they
would receive effective treatment and get bet-
ter. Others did not understand because they did
not recognize that, in order to collect generaliz-
able information, researchers sometimes use
methods—such as randomized assignment, pla-
cebo-control groups, double-blind procedures,
and fixed treatment protocols—that are not used
in clinical care.

The finding that mistaken assumptions
about the nature of clinical research in general
make it difficult for subjects to understand has

led to the view that there are fundamental dif-
ferences between research and care that most
(or all) subjects need to understand. In this way,
attempts to determine what research subjects
should understand, that are rooted in the TM,
lead commentators away from a task-specific
analysis of what potential subjects should un-
derstand to a comparison between clinical re-
search in general and clinical care in general.
Much of the current work on the TM focuses on
identifying the fundamental differences be-
tween care and research, measuring how often
subjects fail to understand them, and finding
ways to help subjects better understand them.11

Which Differences?
Trying to determine the likely impact of

work on the TM is made difficult because its
proponents do not agree on which difference
(or differences) between research and care sub-
jects should understand: “Empirical studies
have clearly documented the presence of TM
but, reflecting lack of agreement in the concep-
tual literature, they have not defined or mea-
sured it in the same way.”12 Recognizing this
disagreement, accounts of the TM tend to focus
on two differences between research and care.
First, many accounts focus on fundamental dif-
ferences in the methods of research and care:
“Studies repeatedly have shown that clinical
research subjects have trouble appreciating the
implications for their clinical care of participat-
ing in a clinical trial. When this failure is based
on a lack of appreciation of the impact on indi-
vidualized clinical care of elements of the re-
search design, it has been called the ‘therapeu-
tic misconception.’ ”13 Second, a number of
commentators focus on the difference in pur-
poses of research and care. The U.S. National
Bioethics Advisory Commission (NBAC) argues
that the TM involves “the belief that the pur-
pose of a clinical trial is to benefit the individu-
al patient rather than to gather data for the pur-
pose of contributing to scientific knowledge.”14

Finally, some commentators regard both dif-
ferences in methods and difference in purposes
as relevant to the TM: “We use three variables
to construct a composite measure of therapeu-
tic misconception, tapping misconceptions
about the purposes of early phase research and
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the potential for direct medical benefit in these
trials.”15 Given these different accounts, the
present analysis will consider the extent to
which potential subjects should understand dif-
ferences in methods between research and care,
the extent to which potential subjects should
understand differences in purposes between re-
search and care, and the extent to which they
should understand both of these things.

Relationship to Valid Informed Consent
Proponents of the TM sometimes claim that

research subjects should understand the differ-
ences between research and care because such
understanding is necessary for ethically valid
informed consent.16 According to this view, it
is ethically impermissible to enroll individuals
in research who do not understand these differ-
ences. The things that research subjects should
understand to give valid consent for clinical re-
search are sometimes called the essential ele-
ments of informed consent. It is widely agreed
that the essential elements typically include at
least: (1) that enrollment involves participation
in research, (2) procedures, (3) risks, (4) poten-
tial benefits, (5) alternatives, and (6) voluntari-
ness.17 One way to support the view that under-
standing the difference(s) between research and
care is necessary to valid consent would be to
argue that these differences represent an addi-
tional essential element. That is, proponents of
the TM could argue that, in addition to the other
essential elements (for example, procedures,
risks, potential benefits), the differences be-
tween research and care are themselves things
that research subjects must understand to give
valid consent: “Appreciating the distinctions be-
tween research and usual care is critical for in-
formed consent for research, and its absence has
been denoted a ‘therapeutic misconception.’ ”18

Because some proponents seem to endorse
this approach, we will consider it briefly. How-
ever, this option makes the TM seem largely
stipulative and mysterious. It seems plausible
to claim that it is ethically permissible to enroll
subjects in research only when they understand
the risks, potential benefits, and that enrollment
is voluntary. It seems less clear why most (or
all) potential subjects would need to understand
the differences between research and care in

order to give valid informed consent. Perhaps,
for this reason, most proponents of the TM en-
dorse other arguments, which we will consider
in detail below.

The second approach is to argue that un-
derstanding the differences between research
and care is relevant to valid consent because a
failure to understand the differences under-
mines subjects’ understanding of one or more
of the essential elements of informed consent.
For example, proponents of the TM sometimes
argue that failure to understand how the meth-
ods used in research differ from the methods
used in clinical care is “a critical handicap to
the subject’s ability to engage in an accurate
assessment of benefits and risks.”19

The third approach by proponents of the TM
is to argue that understanding the differences
between research and care, while not strictly
necessary to valid consent, is ethically valuable.
It might be ethically permissible to enroll indi-
viduals in research who do not understand the
differences between research and care, but it is
ethically much better for research subjects to
understand these things. This option gains plau-
sibility from the view that a greater understand-
ing of the activities in which we are involved
typically is better than less understanding.

Differences in Methods
As noted, work on the TM tends to identify

what potential subjects should understand by
drawing a comparison between clinical research
in general and clinical care in general. One of
the few and prominent differences between re-
search and care at this level of abstraction is
that clinical research uses methods to collect
generalizable knowledge—randomization, fixed
treatments, double-blinding—not used in clin-
ical care. Evaluation of what potential subjects
need to understand through the lens of the TM
thus suggests that potential subjects should un-
derstand these differences in methods.

The widely endorsed essential elements of
informed consent include the procedures used
in a study, as well as their risks and potential
benefits. If research subjects understand these
things, it seems that they understand all that
they need to know about the methods used in a
study. For this reason, it seems implausible to
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argue that the general differences in methods
between research and care are themselves an-
other essential element of consent. A more plau-
sible claim, one endorsed by proponents of the
TM, is that understanding differences in meth-
ods is helpful or important for understanding
the widely endorsed essential elements of con-
sent. In particular, it is often claimed that un-
derstanding differences in methods is impor-
tant for an adequate understanding of the risks
and potential benefits of research participation.

To consider a specific example: individuals
may have the option of receiving an unproven
(off label) treatment from their doctor, or receiv-
ing the same treatment as part of a research
study that is investigating the impact of the treat-
ment on their condition. Imagine that those who
enroll in the study will undergo three standard
blood draws for clinical reasons and three ex-
tra blood draws purely for research purposes.
Understanding that the subjects in this study
will undergo six blood draws total, and also un-
derstanding the risks and potential benefits of
these blood draws, does not seem sufficient for
valid consent.20 To understand the risks of the
research, potential subjects should understand
that they would not undergo three of the blood
draws if they received the treatment from their
own doctor. This example reveals that research
subjects sometimes need to understand differ-
ences in the methods of research and care to
understand the risks of research participation.
To this extent, emphasis on the TM agrees with
a task-specific analysis of consent. However, a
task-specific analysis suggests that the subjects
in the present case need to understand a spe-
cific difference between research and care—a
difference in three blood draws—which is ir-
relevant to consent for most research studies.

A task-specific analysis also reveals that
there are many studies for which potential sub-
jects do not need to understand any differences
between the methods of research and care in
order to understand the risks and potential ben-
efits of research. First, the methods used in some
clinical research studies do not differ from the
methods used in clinical care. For example,
natural history studies often attempt to mimic
clinical care and determine the outcomes of
standard treatment. In these cases, fundamen-

tal differences in the methods of clinical re-
search in general and the methods of clinical
care are irrelevant to valid consent. Similarly,
for many rare diseases, there are no established
treatments, and the methods used in research
often represent the standard of care.21

Second, even when there are fundamental
differences in the methods of research and care,
they may be irrelevant to valid consent. Phase I
studies of new treatments for many conditions
are typically conducted using healthy volun-
teers. These studies use methods that are very
different from the methods used in clinical care.
Yet, these differences are irrelevant to healthy
volunteers who are not candidates for clinical
care. Similarly, Phase I oncology trials often are
limited to patients who have exhausted all stan-
dard treatment options. These individuals have
the condition in question, and the methods used
in these studies can be very different from the
methods used in standard cancer care. Yet, these
differences are irrelevant to potential subjects
who have no standard care options.

Third, work on the TM often assumes that
differences in the methods of research and care
are necessarily contrary to potential research
subjects’ clinical interests. It is natural to make
this assumption when one attempts to deter-
mine what potential subjects should understand
through the lens of the TM, which looks at the
differences between research and care in gen-
eral. The goal of clinical care is to promote the
interests of individual patients. This suggests
that the methods used in clinical care are likely
best for promoting patients’ interests; hence, de-
viations from these methods are likely to un-
dermine patients’ clinical interests. One study
attempting to measure the TM found, “More
than 85% of subjects responded to questions
about risks and disadvantages of participating
in clinical trials without referencing any of the
disadvantages that are inherent in the method-
ologies of clinical trials.”22

Perhaps the paradigm example of a differ-
ence in methods that is assumed to undermine
subjects’ interests is that clinicians choose treat-
ments for patients using individualized clini-
cal judgment, while many clinical trials rely on
randomization. To assess the impact of random-
ization on subjects’ interests, it is important to
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recognize that clinical trials typically use ran-
domization only in the setting of clinical equi-
poise—that is, randomization is used when it
is not clear which of two or more treatments is
better clinically. There are very few data evalu-
ating the impact of randomization on subjects
in the setting of clinical equipoise. The data that
do exist suggest randomization is not associated
with increased risks or decreased benefits.23

Explanation of the differences in methods be-
tween research and care is not relevant to un-
derstanding the risks or potential benefits of
participation in these cases. Indeed, one might
hypothesize that emphasizing randomization
may lead potential subjects to assume mistak-
enly that research poses greater risks, or de-
creased potential benefits, than clinical care.

The present considerations underscore the
extent to which work on the TM ignores the task-
specificity of informed consent. Work on the TM
focuses first on the differences between research
and care in general and assumes that most (or
all) potential subjects should understand these
differences. In effect, this approach leads to the
implicit assumption that subjects are patients,
and standard clinical care is a relevant option
for them. A task-specific analysis of informed
consent suggests, in contrast, that differences
in methods between research and care are rel-
evant to the risks and benefits of only a subset
of clinical trials; specifically, the differences are
relevant to valid consent only for studies that
satisfy at least the following conditions:24 (a) the
potential subjects have an illness or condition,
(b) standard interventions exist for the illness
or condition, (c) standard interventions are
available to potential subjects outside of re-
search, (d) the methods of the research study in
question differ from the methods used in the
clinical setting to provide the interventions, (e)
these differences in methods appreciably
change the risks and/or potential benefits of
enrolling in a study.

Even when these conditions obtain, the most
effective approach may simply be to explain the
specific things that potential subjects should un-
derstand. In the previous example of a study
that involves three extra blood draws purely for
research, potential subjects could be told that
they will get three extra blood draws that will

not benefit them, which they would not get if
they simply obtained clinical care. Many po-
tential subjects will be able to understand this
without having to understand that clinical re-
search is designed to collect generalizable
knowledge and the blood draws provide a way
for investigators to do so. This suggests that
emphasis on the TM will be useful only when a
sixth condition obtains as well: (f) explaining
general differences in methods is useful for help-
ing potential subjects to understand the essen-
tial elements of consent.

There may be some research subjects, like
those in the original TM article, who are so fo-
cused on receiving clinical care that they as-
sume that all of the blood draws they undergo
must be for their own benefit. In this subset of
individuals, it may be necessary to provide a
fairly in-depth explanation of the differences
between research and care, to get them to un-
derstand the essential elements of consent.
While empirical research will be needed to be
certain, it seems likely that this will be true for
only some individuals, suggesting that all six
conditions will be satisfied for only a subset of
clinical trials, and only for a subset of the po-
tential subjects for those trials. This conclusion
suggests that most subjects of most trials do not
need to understand the fundamental differences
between research and care in order to under-
stand their risks and benefits.

The Defining Purpose of Research
The previous section argued that under-

standing the differences in the methods used
in research and care often is not relevant to
understanding the risks and potential benefits
involved in research participation. Proponents
of the TM might grant this conclusion, but ar-
gue that research subjects should nonetheless
understand that clinical care is devoted to in-
dividual patients, while clinical research at-
tempts to benefit future patients. There are sev-
eral closely related ways to characterize this dif-
ference, all of which begin with the claim that
clinical care is focused on helping present pa-
tients and providing individualized treatment.
In contrast, research is designed to benefit fu-
ture patients; researchers intend to benefit fu-
ture patients; researchers provide protocolized



278 The Journal of Clinical Ethics Fall 2012

rather than individualized treatment; and/or the
purpose of research is to benefit future patients.
A recent consensus group argues the most fun-
damental difference between clinical research
and clinical care is a difference in purpose. Clin-
ical trials have the primary or defining purpose
of obtaining generalizable knowledge; clinical
care has the primary or defining purpose of pro-
moting the health and well-being of individual
patients. This group concludes that the TM oc-
curs when “individuals do not understand that
the defining purpose of clinical research is to
produce generalizable knowledge.”25

Proponents of the TM might argue that sub-
jects should understand the defining purpose
of research (and/or its use of protocolized treat-
ment) because these features are so central to
research that they constitute an independent
essential element of consent: subjects cannot
give valid consent unless they understand these
things. The first challenge for proponents of the
TM based on differences in purpose is to avoid
relying on a caricature of clinical care; that is,
there are many ways in which clinical medi-
cine also relies on protocolized treatment, and,
in many ways, clinical medicine is not intended
or designed solely to benefit present patients.26

For example, clinical medicine is designed to
train physicians and to save money that can be
used to help future patients.

Second, such defenses of the TM tend to ex-
aggerate the differences between clinical re-
search and clinical care. There are many ways
in which research is designed and intended to
benefit current subjects. Moreover, investigators
often try to help present subjects and often pro-
vide individualized treatment. Consider a few
examples. Almost all research regulations in-
clude a stipulation that the risks to subjects are
to be minimized. Minimizing at least significant
risks is considered important, even when do-
ing so might reduce the value of the study for
future patients. In these cases, studies are de-
signed in part to protect present subjects. Fur-
thermore, it is widely agreed that research
should be designed to enhance the benefits to
present subjects. Investigators and review com-
mittees routinely alter the design of research
studies, changing the number and timing of drug
doses, for example, to achieve this end. Investi-

gators often enroll individuals in research with
the intention of providing them with clinical
benefit, even in Phase I studies.27 Investigators
frequently provide individualized care to re-
search subjects that is not needed for scientific
purposes. These examples underscore that al-
most all research studies involve a mix of ele-
ments, some of which are intended, or designed,
or individualized to benefit subjects, and oth-
ers to collect information to benefit future pa-
tients. While work on the TM attempts to iden-
tify the most fundamental or defining differ-
ence(s) that most or all subjects need to under-
stand, a task-specific analysis suggests that the
differences, if any, that subjects should under-
stand depends on the study in question and
their circumstances.

Another problem for such defenses of the
TM is that many (perhaps most) clinical trials
are funded by for-profit companies. Often the
primary goal of for-profit companies is to make
a profit; when companies attempt to gather gen-
eralizable knowledge that can benefit future
patients and also earn a profit, it is not clear
whether the defining purpose of the research is
to gather generalizable knowledge or to make a
profit. Or, the defining purpose may be to ob-
tain approval for a drug from the U.S. Food and
Drug Administration (FDA). Imagine that while
a company is conducting a trial, it learns the
trial will not generate valuable generalizable
knowledge, but may lead to the FDA’s approv-
ing the drug and the company’s earning a profit.
The possibility that the company may continue
the trial suggests that the purpose, at least as far
as the investigators and funder are concerned,
is to make a profit, not to gather valuable gener-
alizable to benefit future patients.

This conclusion is supported when compa-
nies, at least sometimes, conduct so-called “me-
too” studies: studies of drugs that are no better
than currently existing treatments. While these
studies do not have the potential to benefit fu-
ture patients, they do have the potential to pro-
duce a profit for the company (if patients using
a competitor’s product can be convinced to use
the company’s product instead). In these cases,
at least, and perhaps more generally, the pri-
mary purpose of studies conducted by for-profit
companies seems to be to make a profit, not to
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benefit future patients. The general point here
is that when one evaluates research in general,
as proponents of the TM do, one focuses on the
point that research collects generalizable infor-
mation. That is the one feature that research
studies share, hence, plausibly, it is the defin-
ing purpose of clinical research. However, when
one turns to specific research studies, conducted
by specific individuals in specific contexts,
there may be other purposes that add to, and
perhaps even supplant, that defining purpose.

For the sake of argument, let us set aside
for-profit studies and focus on the subset of stud-
ies conducted by non-profits. Arguably, the de-
fining purpose of these studies is to collect gen-
eralizable knowledge, hopefully to benefit fu-
ture patients. Do subjects need to understand
this to give valid consent? Why? In other con-
texts, it is not clear individuals need to under-
stand the defining purpose of a joint activity to
give valid consent to participate. Presumably,
volunteers can give valid consent to help with
a carwash for charity without knowing the de-
fining purpose of the activity or the charity in
general. Similarly, I work for the U.S. federal
government, and I think I gave valid consent to
do so. Yet I have no idea what the defining pur-
pose of the U.S. government is, or of govern-
ments in general (I am not alone in this regard;
philosophers have been debating for thousands
of years regarding the purpose of government).

These considerations suggest that the defin-
ing purpose of research is not itself an essential
element of informed consent. Recognizing this,
proponents of the TM might argue that under-
standing the defining purpose of research is im-
portant for understanding the essential elements
of consent. One option would be to argue that
understanding the defining purpose of research
is important for understanding the risks and po-
tential benefits of research.28 This view is sug-
gested by commentators who define the TM as
“the belief that a study will provide a therapeu-
tic benefit to individual participants, rather than
to future patients.”29 Similarly, commentators
on the TM often cite, with concern, data that
cancer patients who enroll in Phase I studies
have “as a major motivating factor in their de-
cision the possibilities of medical benefit and
not having a better option.”30

The view that, in order to understand the
risks and potential benefits of research, subjects
should understand the difference in the pur-
poses between research and care, or the differ-
ences in design, and/or that research treatment
is protocolized rather than individualized, is
subject to the same objections considered above
with respect to differences in methods (for ex-
ample, differences in methods are irrelevant to
risks and potential benefits of some studies;
many subjects will be able to understand the
risks and potential benefits of research without
understanding the differences). Rather than re-
peat that discussion, let us consider a specific
example of the problems that can arise when
one ignores the task-specific nature of informed
consent and focuses on the general differences
between research and care.

Focus on the general differences between re-
search and care can lead to an assumption that
individuals will not benefit from participating
in Phase I studies because their purpose is not
to benefit patients. But this does not necessar-
ily follow. To determine whether cancer patients
will benefit from participation in Phase I stud-
ies, one needs to collect empirical data on the
impact of participation in such studies. One
analysis found that some individuals do ben-
efit from participation in Phase I cancer trials.31

These data indicate that understanding the pur-
pose of research often is not needed to under-
stand the risks and potential benefits it poses;
indeed, explaining the purpose of research
might serve to undermine potential subjects’ un-
derstanding if it leads to their assuming that they
cannot benefit from studies that are designed
to collect generalizable information.

To consider a second possibility, a widely
endorsed essential element of informed consent
is that subjects should understand that studies
“involve research.” Proponents might argue that
part of understanding that a study involves re-
search is to understand that it has the purpose
of collecting generalizable information. Or they
might argue that understanding that the purpose
of a study is to collect generalizable informa-
tion is helpful for understanding this essential
element of informed consent. To evaluate these
possibilities, it is necessary to consider what is
required to understand that a study “involves
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research.” What does this involve, and why do
potential subjects need to understand that a
study involves research, in addition to under-
standing the other essential elements of in-
formed consent? If potential subjects understand
the procedures, risks, potential benefits, and
alternatives, why do they also need to under-
stand that the study involves research?

One way to determine what potential sub-
jects need to understand to give informed con-
sent is to evaluate what they need to know to
appreciate how enrollment in research will af-
fect their primary rights and interests. It has
been argued that individuals have a right, based
in their right to autonomy, to control the projects
to which they contribute. In addition, it is in
individuals’ interests to understand the nature
of their relationships. This analysis suggests
that, in order to understand that the study in
question “involves research,” potential subjects
should understand that they are being invited
to participate in a project to help others, and
that the investigators with whom they will in-
teract are trying to benefit others.32

Many potential research subjects will be able
to understand that they are being invited to con-
tribute to a project to help others, and that in-
vestigators are working to benefit others, with-
out understanding that the fundamental pur-
pose of research is to collect generalizable
knowledge to benefit future patients. Some sub-
jects might understand these things without
thinking about the defining purpose of research
at all; others might understand these things but
think that the defining purpose of all research
is to make a profit. If this is correct, it follows
that understanding the fundamental purpose of
research is relevant to valid informed consent
for only some subset of potential subjects.

Because the defining purpose of research is
to collect generalizable knowledge to help fu-
ture patients, subjects who choose to partici-
pate in research contribute to helping others.
Explaining the defining purpose of research
might help some potential subjects to under-
stand that the study in question involves re-
search. Granting this possibility, emphasis on
the TM seems to distort what potential subjects
need to understand. The present version of the
TM argues that research subjects need to un-

derstand that research involves collecting gen-
eralizable knowledge to benefit future patients
because this is the defining purpose of research.
The present analysis, in contrast, suggests that
research subjects need to understand only that
a purpose of research is to collect generalizable
knowledge, and they need to understand this
only when it is necessary to understand that
enrollment will involve contributing to a project
to help others.33

ENHANCING SUBJECTS’ APPRECIATION
OF WHAT THEY ARE BEING ASKED TO DO

We have considered two ways in which the
differences between research and care might be
relevant to consent for research: the differences
might themselves be one of the essential ele-
ments of informed consent, or understanding
the differences may be useful or important for
understanding one or more of the essential ele-
ments of informed consent, for example, the
risks of the study in question. A final possibil-
ity to consider is that understanding the differ-
ences between research and care, while not
strictly necessary to valid informed consent,
may be valuable to the extent that it increases
potential subjects’ appreciation of what they are
being asked to do:

If TM is important largely because a failure
to recognize the differences between re-
search and ordinary care negates the ability
of a potential participant to provide a mean-
ingful informed consent—which we believe
it is—and if we continue to be reluctant to
use human subjects for research without
their knowledgeable consent—which we
believe we should—then a strong priority
should be given to developing and testing
interventions to avoid the consequences of
TM.34

One way to understand the reference to mean-
ingful informed consent in this quotation is in
terms of a claim regarding ethically valid in-
formed consent. On this reading, individuals
who do not understand the differences between
research and care are not able to give valid con-
sent. We have considered, and questioned, two
ways of supporting this view: the differences
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between research and care are themselves es-
sential elements of informed consent, or under-
standing these differences is necessary to un-
derstand one or more of the essential elements
of informed consent.

A third option would be to understand this
reference to meaningful informed consent not
in terms of a claim regarding valid consent, but
in terms of a claim regarding ethically prefer-
able consent. Typically, a greater understand-
ing of the activities in which one is involved is
better than less understanding. This suggests
that, in addition to the essential elements of in-
formed consent, it also is valuable for potential
subjects to understand prominent aspects of
clinical research. Such an understanding pro-
vides potential subjects with a richer under-
standing of what research involves and a richer
understanding of what they are being asked to
do. Arguably, the methods used to collect gen-
eralizable knowledge, as well as the defining
purpose of research, represent important aspects
of clinical research. Potential subjects who un-
derstand these aspects will have a greater ap-
preciation for research and, therefore, will be
in a position to provide more meaningful con-
sent. This view seems right. However, before
proponents of the TM endorse this argument, it
will be important to recognize its implications.

Many research subjects do not understand
the essential elements of informed consent—the
things they should understand to give valid con-
sent. Thus, before much effort is put into mak-
ing research subjects’ consent more meaning-
ful, it will be important to make sure that po-
tential subjects at least reach the threshold of
providing ethically valid consent. This suggests
that, even if we should not forget the TM en-
tirely, we should forget it for the time being,
until we figure out how to get potential sub-
jects to understand the essential elements of
consent. At that point, research would be
needed to determine whether there are ways to
get potential subjects to understand even more
about research, including the differences be-
tween research and care. Of course, it will also
be important to make sure that such steps do
not significantly reduce potential subjects’ un-
derstanding of the essential elements of in-
formed consent.

With this caveat in mind, one way to sup-
port the claim that it would be better for poten-
tial subjects to understand the differences be-
tween research and care is to argue that poten-
tial subjects want to understand these differ-
ences: “Very few people with the capacity to
choose are indifferent to whether an experi-
enced clinician will select and monitor the treat-
ment they receive.”35 Imagine a survey that pro-
vided potential subjects with a checklist of a
thousand aspects of a given study and asked
which aspects they would like to know. Imag-
ine further that the vast majority of potential
subjects indicated the same three things. In this
case, respect for the subjects suggests that in-
vestigators should explain these three things. If
this happened and the subjects did understand
these three things, the subjects would have a
richer understanding about research. It would
not follow, however, that potential subjects
would have to understand those three things to
give valid or even meaningful consent; the po-
tential subjects might simply be interested in
knowing things that they do not need to know.
For example, imagine that many potential sub-
jects checked off that they would like to know
where the investigator goes to church, or wheth-
er the investigator rides a motorcycle. A find-
ing that the potential subjects failed to under-
stand those things would not imply that the
subjects had failed to give valid or meaningful
informed consent. Potential subjects who are
given a checklist may check hundreds of items.
People tend to be curious, and they may want
to know any number of things. One problem is
that explaining everything potential subjects
might want to know may undermine their un-
derstanding of important aspects of the study,
such as its risks and that participation is volun-
tary. To identify what it is that potential sub-
jects need to understand, there needs to be a
way to identify, among all the things potential
subjects might want to know, what things they
should understand to give meaningful consent.

It could be argued that potential subjects
should understand the things that they most
want to know, and they could be asked to rank
order the items that they choose from a list. Or
it could be that potential subjects should un-
derstand those things that are most likely to in-
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fluence their decision regarding whether to en-
roll in research; if so, then empirical data will
be needed to determine whether the differences
between the methods of research and care are
among the things that potential subjects espe-
cially want to know, or whether they are among
those things most likely to influence potential
subjects’ decisions regarding whether to enroll.

Let us assume that potential subjects are very
interested in the methods and/or purpose of
clinical research. For example, even in the set-
ting of clinical equipoise, it seems plausible that
many individuals would want to know that they
might receive a placebo, and that whether they
receive a placebo will not be determined by
what the investigators think is best for them per-
sonally. Granting this, there are many other as-
pects of clinical research that seem important
and relevant to potential research subjects’ en-
rollment decisions. They may be very interested
in knowing that a study was reviewed by a com-
mittee charged with determining whether it sat-
isfied ethical and regulatory standards. Poten-
tial subjects may be very interested in knowing
the level of experience and expertise of the
members of the committee. They may want to
know what the committee (for example, an IRB)
thought of the study and what the vote regard-
ing its approval was. Potential subjects may es-
pecially want to know the reasons and argu-
ments endorsed by committee members who
had concerns with the study or voted against
its approval. Similarly, potential subjects may
want to know what alternative studies could be
conducted instead. For studies conducted by
for-profit companies, potential subjects may
want to know what the companies are likely to
do with their profits. Those who strongly sup-
port efforts to protect the environment may want
to know how the use of the profits will affect
the environment.

The present point is not to determine how
long this list of salient aspects of clinical re-
search might be. Instead, the point is that there
are likely to be a number of aspects that—while
not essential—are things that individuals very
much want to know; before one argues on the
present grounds that the TM is especially im-
portant, one would need to develop an argu-
ment for its importance relative to these other

aspects. This defense of the TM is further com-
plicated because different individuals are likely
to prioritize their final list of significant items
differently. Assuming that it is not possible to
personalize the consent process for every indi-
vidual, a method would be needed to determine
which, among the items that are considered sig-
nificant, subjects should know in order to give
meaningful consent.

For the sake of argument, let us further as-
sume that the differences in methods and/or dif-
ferences in purposes between research and care
are something that many (or most) potential
subjects really want to know, and/or that this
consideration is likely to have a particularly
strong influence on the decision of many or most
potential subjects. Even granting this assump-
tion, it will be important to determine why po-
tential subjects want to know these things. The
most plausible assumption is that potential sub-
jects believe these differences influence the risks
and potential benefits of clinical research. In
particular, it seems likely that many will want
to know that the investigators will not be choos-
ing which treatment is best for them personally
in a randomized trial, because they assume that
this approach will lead to less desirable medi-
cal outcomes, compared to clinical care. When
this is not the case, informing potential subjects
of the use of randomization may undermine
their understanding of the risks and potential
benefits of research enrollment. This possibil-
ity poses a dilemma.

Potential subjects may very much want to
know about the methods of the proposed study,
such as the use of randomization. Yet, poten-
tial subjects who know this may assume that
randomized treatment is worse for them than
clinical care would be. Contrary to the standard
defense of the TM, potential subjects who are
informed about randomization may end up with
a worse understanding of the risks and poten-
tial benefits of research in the setting of clinical
equipoise. Presumably, it is more important for
potential subjects to understand the risks and
potential benefits of research participation than
it is for them to understand the methods of re-
search that they want to know, but which do
not influence the risks and potential benefits.36

If this is right, it suggests that potential subjects
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do not need to understand (and perhaps should
not even be told) the methods of research when
those methods do not influence the risks and
potential benefits of their participation.

An alternative approach would be to inform
potential subjects of the methods of research,
but to also explain how clinicians determine
which treatments to prescribe in the setting of
equipoise.37 Presumably, many, perhaps most
clinicians are influenced by factors that are ir-
relevant to the interests of individual patients.
For example, in the setting of clinical equipoise,
clinicians’ choices regarding treatment might be
strongly influenced by pharmaceutical indus-
try advertisements. In this case, potential sub-
jects may prefer being in research to receiving
clinical care. They may prefer a situation in
which the treatment they receive is determined
by a random process, rather than being deter-
mined by biasing influences.

Or, in the setting of clinical equipoise, cli-
nicians might (unconsciously) prescribe the
treatment they were taught in residency, because
they are more comfortable with it. If potential
subjects very much want to understand the dif-
ferences between research and care, they will
need to understand these aspects of clinical care.
These considerations provide further reason to
think that it will be difficult to explain the fun-
damental differences between research and care
in ways that do not confuse potential subjects.

FUTURE RESEARCH

Attempting to determine what potential sub-
jects need to understand through the lens of the
TM tends to downplay or ignore the task-speci-
ficity of informed consent (what potential sub-
jects should understand depends on the study.)
As a result, this approach misses the point that
the fundamental differences between research
and care—differences in methods and in pur-
pose—are relevant to only a subset of clinical
trials. This conclusion suggests that directing
investigators to focus on the TM ultimately may
do more to undermine than to promote informed
consent for clinical research. Future empirical
research could test this conclusion.

One option would be to randomize poten-
tial subjects to two different consent processes.

The first arm of the study would (1) explain the
fundamental differences in methods and differ-
ences in purpose between research and care, (2)
explain what potential subjects should under-
stand, (3) answer any questions, (4) test poten-
tial subjects’ understanding of what they should
understand. The second arm would (1) explain
what potential subjects should understand, (2)
answer any questions, (3) test potential subjects’
understanding of what they should understand.
Comparison of how well subjects understand
what they should understand, across a range of
studies, would provide an empirical estimate
of the impact of focusing on the TM.38

Explanation of differences in methods may
help some subjects to appreciate the risks and
potential benefits of research participation. Ex-
planation of the purpose of research may help
some subjects to understand that the study in
question involves research. One might conclude
that addressing the TM “up front” will help
some subjects to understand. If one adds in the
assumption that this approach will not do any
harm, it seems to follow that subjects’ under-
standing in the first arm is likely to be better.

While it will take empirical evaluation to
be sure, there are several problems with this con-
clusion. First, the differences in methods be-
tween research and care are irrelevant to in-
formed consent for many studies. For these stud-
ies, explanation of the differences in methods
is at best irrelevant, and, at worst, may confuse
potential subjects and undermine their under-
standing. In addition, there are many reasons
that potential subjects may fail to understand
what they need to understand, and there is lim-
ited time during the informed consent process
to explain these things. Spending time explain-
ing considerations that are irrelevant may re-
duce the amount of time devoted to explaining
things that are relevant. Applied to a broad range
of studies, then, subjects’ understanding in the
first arm may in fact be worse. This possibility
supports the claim that focusing on the TM may,
overall, undermine—rather than enhance—in-
formed consent for clinical research.

Proponents could respond that this conclu-
sion shows only that problems arise if one
makes more of the TM than one should, and
tries to apply it indiscriminately. The original
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work on the TM was not intended to be applied
to many studies, such as research with healthy
volunteers or with patients who have no stan-
dard treatment options, suggesting that a more
accurate test of the TM would be to limit it to
the subset of studies for which it is relevant.

Even when the fundamental differences be-
tween research and care are relevant to a given
study, it does not follow that explaining these
differences will help potential subjects under-
stand or appreciate what they need to under-
stand. Many subjects are likely to understand
the essential elements of informed consent, say,
once they are explained to them without any
explanation of the fundamental differences be-
tween research and care. For example, as men-
tioned, existing data suggest that randomization
in the setting of clinical equipoise does not un-
dermine subjects’ interests. Of course there may
be cases, perhaps many cases, in which indi-
vidualized treatment is better able to identify
the treatments that are more likely to promote
the clinical interests of individual patients. In
addition, some randomized studies may be con-
ducted when there is no equipoise between the
two interventions being tested.39 In these cases,
the use of randomization poses a real chance of
undermining potential subjects’ interests. Yet,
it seems likely that some potential subjects will
be able to understand this without having ran-
domization explained to them. Investigators
could explain to subjects that if they enroll in
the trial, they may receive a treatment that is
not the best one that is available for them. In-
vestigators could further explain the important
differences between the best treatment and the
second-best treatment, including the differences
in risks and/or potential benefits. This seems
relatively simple, and many potential subjects
are likely to understand it.

As the literature on the TM indicates, some
potential subjects might understand randomiza-
tion, but assume that it applies to others, not to
themselves. That is, they may understand it
without appreciating its implications. A plau-
sible response would be to make clear that this
possibility applies to them personally, rather
than try to explain the fundamental differences
between research and care. This approach is
plausible because the essential elements of con-

sent are relatively straightforward, whereas the
methods of clinical research, such as random-
ization and double-blinding, are complex. Simi-
larly, it seems likely that some potential sub-
jects will be able to understand that if they en-
roll in a study, they will help others, and that
the investigators are attempting to further this
goal. At this point, it may be that many, per-
haps most, potential subjects will understand
what they need to understand, even in the con-
text of studies for which the fundamental dif-
ferences between research and care are relevant.

Undoubtedly, there will be some potential
subjects who are not able to appreciate the es-
sential elements of informed consent without
understanding the differences between research
and care. For example, without explanation,
some may continue to assume that the treatment
they receive will be chosen based on clinical
judgment. For these individuals, an explanation
of the fundamental differences between research
and care may help. Notice, though, that which
fundamental differences will need to be ex-
plained will likely vary. Some subjects may
need to understand differences in methods to
understand the risks; others may need to un-
derstand the purpose of research to understand
that they will be contributing to a project to help
others. Thus, the need to address the TM is now
limited to a small subset of potential subjects
in the context of a small subset of all clinical
trials. Furthermore, it is possible that a signifi-
cant portion of this subset may be simply un-
able to understand the essential elements of
consent for a study, even with a thorough ex-
planation of the fundamental differences be-
tween research and care.

In the future study we are imagining, inves-
tigators working in the first arm of the study
explain the differences in methods and the dif-
ferences in purpose between research and care
to all potential subjects. As a result, the investi-
gators will end up explaining these differences
to potential subjects who can understand what
they should understand without having these
differences explained. In contrast, investigators
working in the second arm of the study explain
these differences only to those individuals who
are having difficulty understanding what they
should understand without this explanation.
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The important point is that investigators work-
ing in the second arm are not precluded from
explaining the differences between research and
care to potential subjects. Rather, they explain
these differences when doing so is useful for
helping potential subjects to understand what
they should understand.

Potential subjects fail to understand differ-
ent things, and for different reasons. Some may
fail to understand the risks or potential benefits
of the study in question for reasons unrelated
to the TM. For example, they might not have
been paying attention and may need the infor-
mation repeated. Or they may be anxious and
need time to relax. Other individuals may fail
to understand other essential elements, such as
the fact that participation is voluntary. The ad-
vantage of the second arm is that it allows in-
vestigators to tailor the consent process to the
specific study and subjects in front of them.

Undoubtedly, some potential subjects will
not understand what they should understand
because they confuse research with care. Pro-
ponents of the TM seem to conclude that these
individuals will not be able to understand what
they should understand until they appreciate
the differences between research and care. The
problem with this analysis is that it fails to dis-
tinguish between sources of misunderstanding
and necessary obstacles to understanding. A
person may fail to understand a particular fact
because of some other beliefs they hold. How-
ever, it does not follow that one must first ad-
dress these other beliefs before the person can
understand the fact in question.

Imagine that a British man playing baseball
for the first time assumes he will get six runs if
he hits a home run. He believes this because he
confuses baseball with cricket. It does not fol-
low that one must explain the fundamental dif-
ferences between baseball and cricket before the
man will be able to understand this. Instead,
one might be able to simply explain: “In this
game, hitting the ball off the field gives you one
run.” The general lesson, here, is that focusing
on what individuals should understand is likely
a more effective and efficient method for get-
ting them to understand these things, as op-
posed to first eliminating potential obstacles to
their understanding these things.

CONCLUSIONS

To give valid informed consent, potential
subjects need to understand the essential ele-
ments of informed consent as they pertain to
the study in question. What potential subjects
need to appreciate to understand the essential
elements of informed consent can vary signifi-
cantly, depending on the study in question, their
own circumstances, and the available alterna-
tives. Attempting to ensure valid consent by first
identifying the fundamental differences be-
tween research and care and then explaining
these differences to potential subjects ignores
the task-specificity of informed consent.

Work on the TM focuses on one potential
source for failing to understanding several of
the essential elements of informed consent. Fail-
ure to understand differences in methods may
cause potential subjects to not understand the
risks or potential benefits; failure to understand
the purpose of research may cause potential sub-
jects to not understand that a study involves re-
search.

In effect, work on the TM focuses on surro-
gate (or proxy) markers for several of the essen-
tial elements of informed consent. Reliance on
surrogate markers can be effective when it is
not feasible to measure directly the item that is
of interest. For example, surrogate markers can
be important for evaluating the progression of
gastrointestinal tumors, which are difficult to
evaluate directly. In contrast, it is relatively easy
to evaluate whether potential subjects under-
stand the essential elements of informed con-
sent. This suggests that we should stop worry-
ing about the TM and focus instead on identi-
fying what potential subjects should understand
to enroll in specific studies, and ensure that they
understand these things.

Finally, it might be possible to defend the
TM on the grounds that understanding the fun-
damental differences between research and care,
while not necessary to valid consent, leads to
ethically preferable consent. To make this ar-
gument, proponents will have to provide rea-
sons to think that understanding the fundamen-
tal differences between research and care is
more important than understanding other
prominent aspects of research. Even if success-
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ful, this argument suggests we should stop wor-
rying about the TM until we identify methods
to ensure subjects understand the essential ele-
ments of consent.
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context). This possibility seems relatively easy to
understand without understanding the mechanism
by which treatments will be assigned in the study.

38. This test could be used to assess the adequacy
of subjects’ understanding, under the assumption
that adequate understanding requires understand-
ing only the essential elements of informed consent
or understanding the essential elements of informed
consent and other factors. For present purposes, I
will not distinguish these two.

39. For example, when a treatment that is known
to be inferior is much less expensive, it may be worth
doing a clinical trial to evaluate whether the in-
creased potential benefits of the more expensive
treatment justify its increased costs.
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Letter

To the Editor:

Upon reading the summer 2012 issue of The
Journal of Clinical Ethics, I was delighted to see
two original contributions that invoke discus-
sions regarding the ethics of living kidney do-
nation.

Testa and colleagues wrote a piece, “Living
Donation and Cosmetic Surgery: A Double Stan-
dard in Medical Ethics?”1 and Friedman Ross
and colleagues offered a contrasting piece en-
titled “Different Standards Are Not Double Stan-
dards: All Elective Surgical Patients Are Not
Alike.”2 As a living kidney donor formally
trained in law and bioethics, I work to promote
organ and tissue donation, but often struggle to
balance advocacy with the reality of living do-
nation statistics and follow-up care. The ethics
of all cases become entirely different when you,
yourself are the subject.

Upon reading Testa and colleagues, I was
distraught to learn that living kidney donation
statistics and living liver donation statistics
were grouped together in reference to the ethic
of paternalism in living organ donation cases.
Many U.S. transplant centers no longer perform
living liver donation procedures due to the in-
herent dangers of the surgical procedure, the
lack of physical therapeutic benefit to the do-
nor, and likely because the centers are follow-
ing (rightly) the paternalistic model for living
donation. Furthermore, and as alluded to by
Freidman Ross and colleagues, living kidney do-
nation is not as safe or pleasant for donors as
previously thought.

I would like to remind all readers of the re-
cent deaths of living donors, as illustrated by
the recent news. These complications and
deaths were warned against in the literature, yet
the medical community does not always to ap-
proach transplantation in the most reasonable

and open light to the American public. Living
kidney donors are classified as heroes by some,
and lifesavers by others—but who are they to
the U.S. transplant system?

OTPN policy dictates that living kidney do-
nors who donate at a U.S. transplant center and
can provide proof of such will automatically be
given priority listing should they become in
need of a kidney transplant.3 I am suggesting
that paternalism might be justified in cases
where donation might pose more risk than po-
tential donors realize. What if all donors, dur-
ing their evaluation, were given the OPTN
policy outlining this provision? Would it make
them less likely to donate, or would it make
them feel more informed about their decision?
It is my opinion that a more informed public
regarding the realities of living kidney donation
would not decrease living donation. I believe
that it would help to solve our nation’s organ
shortage by providing more reasons for indi-
viduals to register as organ donors. We will save
so many more lives that way.

Macey Leigh Henderson, JD
Visiting Researcher

Kennedy Institute of Ethics
Washington, District of Columnia

Mlh111@georgetown.edu
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