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Introduction

Nocebo effects occur when an individual experiences undesirable physiological
reactions caused by doxastic states that are not a treatment’s core or characteristic
features.! As Scott Gelfand? points out, there are numerous studies that have shown
that the disclosure of a treatment’s side effects to a patient increases the risk of the
side effects. From an ethical point of view, nocebo effects caused by the disclosures
of side effects present a challenging problem. On the one hand, clinicians” duty to
inform patients of the consequences (including possible side effects) of their
treatments is critical in ensuring that patients’” autonomy is respected. Patients
cannot act autonomously if relevant information is withheld from them (without
their consent, perhaps). On the other hand, clinicians also ought to minimize harm
to patients.

To be sure, medical interventions often involve injuring a patient; e.g., in the
process of killing neoplastic cells, chemotherapeutic agents often destroy other
healthy cells causing cancer patients to experience substantial discomfort and
increased risks of comorbidities. The harm can be justified if a patient understands
the trade-off and willingly accepts the harm associated with a treatment. The
dilemma arises when the very act of truth disclosure (of side effects) causes an
elevated risk of harm in a patient. It is here that we see a conflict between the two
duties: a duty to respect autonomy and a duty to refrain from inflicting nonconsen-
sual harm (nonmaleficence). Gelfand frames the problem as an exclusive choice
between these two duties, and he suggests that the use of a visual analog scale for
informational comfort can alleviate the tension between the two duties. [ will argue
in this paper that Gelfand’s response is insufficient. To wit, I claim that his objections
to the standard responses hold these responses to an unfair level of ethical and
epistemic requirements. In the second half of this commentary, I argue that his
proposal either falls prey to the very criticisms that he levels against the standard
responses or it fails to be sufficiently different from authorized concealment—a
response offered by Luana Colloca and Franklin Miller’ to solve the problem of
disclosure-induced nocebo effects.

Before we engage Gelfand’s argument, it is worth clarifying two related issues:
one technical and one philosophical. Firstly, throughout Gelfand’s paper, he
assumes that elicitation of nocebo effects must involve the patient’s being aware
of some undesirable side effects. “The nocebo effect,” he writes, “is a phenomenon
whereby learning about the possible side effects of a medical treatment increases the
likelihood that one will suffer these side effects or that the side effects will be
exacerbated.” This is incorrect. If nocebo effect is defined as doxastic states (know-
ledge or belief) that are not core features of an intervention causing undesirable
physiological reactions, then it is possible to induce nocebo effects without any
disclosure of side effects. Karin Jensen et al.” cleverly induced hyperalgesic reactions
in subjects by conditioning them to associate certain facial images with higher
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experience of pain. When the researchers applied moderate pain stimuli to subjects
paired with the facial images that were associated with higher pain (from the earlier
condition phase), subjects reported greater pain sensations. Since the hyperalgesia
was brought about by a doxastic state (visual recognition of facial images), the
patients had a nocebo experience without any anticipation of the unpleasant
experience. As an aside, Jensen et al. were also able to induce the same hyperalgesia
by flashing facial images for a length of time that was below our ability to
consciously recognize them. It appears that nocebo effects (and placebo effects)
can be elicited even if the individual is consciously unaware of the stimuli.

Secondly, although Gelfand’s paper focuses on nocebo effects, the tension
between a clinician’s duty to truth disclosure and her duty to nonmaleficence
obviously exists outside of the context of nocebos. Disclosing grim prognoses that
could potentially cause a patient to become depressed (and, perhaps, to forgo
promising treatments) is an old example that illustrates the tension.” In this respect,
there is nothing ethically unique about nocebos—they do not present any specific
ethical challenges that we have not encountered before. For brevity, let us refer to the
tension between a clinician’s duty to truth disclosure and her duty to avoid inflicting
nonconsensual harm (nonmaleficence) within the nocebo context as the ‘nocebic
tension” and the same tension outside of the nocebo context as the ‘conventional
tension.” More than a mere editorial note, appreciating the nonuniqueness of the
nocebic tension tells us that whatever solution Gelfand offers to resolve the nocebic
tension should also apply to the conventional tension. In other words, it gives us a
handy way to assess Gelfand'’s solution.

Gelfand’s argument consists of two broad parts. In the first part, Gelfand argues
that the three attempts that have been presented in the literature to resolve the
nocebic tension fail. In the second part, he offers his positive solution. I will discuss
these two parts in turn.

Gelfand’s Objections Against Cohen’s and Fortunato’s Accounts

Shlomo Cohen” argues that the duty to respect patient’s autonomy is not absolute.
There are occasions in which clinicians are justified in relaxing “the rigid conception
of informed consent,” especially when respecting a patient’s autonomy can cause
her harm. Specifically, Cohen argues that clinicians are permitted to strike a careful
balance between the duty to respect autonomy and the duty of nonmaleficence. He
rightly points out that empirical factors such as a patient’s likelihood to experience
disclosure-induced nocebo effects and the potential magnitude of the harm should
be taken into consideration when a clinician seeks to find the proper moral balance
between competing duties. But these factors do not help us pick out the exact
(or even approximately) correct resolution. Although Gelfand does not mention it,
the perennial problem of how one should properly adjudicate competing duties also
threatens Cohen’s account. Without a more developed account, Cohen’s proposal is
at best a promissory note.

John Fortunato et al.” concur with Cohen that there are occasions when nondi-
sclosure of side effects can be justified; e.g., a patient’s manifestation of a disclosure-
induced nocebo effect is certain. And, like Cohen, Fortunato et al. advocate a sort of
balancing between the duty to respect autonomy (which, of course, includes the
duty to truth disclosure) and the duty to nonmaleficence that is left up to physicians’
discretion. The difference between these two accounts is that Fortunato et al.
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recommend the use of open-ended questions as a way to mitigate some of the moral
cost of not disclosing potential side effects to patients. Fortunato et al. suggest that
clinicians can ask questions such as “Tell me about what you have noticed since
starting this medication” in follow-up meetings to determine if patients are suffering
from side effects (that were previously not disclosed). Fortunato et al. write,
“Nondisclosure of side effects for treatments with nocebogenic potential, particu-
larly when executed in deference to nonmaleficence and with appropriate follow-up
with the patient, fits the parameters of a caring, beneficent, and engaged practi-
tioner.”” In this sense, physicians can violate the duty to nondisclosure but limit its
fallout by ensuring that if side effects did realize, physicians can address them
quickly.

Similar to Cohen’s account, Fortunato et al.’s proposal leaves it to clinicians to
make the judgment call in terms of when violating patient’s autonomy (such as the
nondisclosure of side effects) is justified. Unfortunately, were the problem of
competing moral duties resolvable by mere careful deliberation, we would not
have the problem in the first place. The challenge of competing duties often involves
cases where careful deliberation does not reveal obvious solutions. Perhaps there is
no fact of the matter as to what the right course of action is in these penumbra cases,
but even this more skeptical conclusion requires an argument. One thing is certain:
thinking carefully about these cases is helpful, but it is likely not helpful enough.
Rather than engaging Cohen’s and Fortunato et al.’s accounts further, I will focus on
Gelfand’s objections and his proposal.

Gelfand’s Objections

Gelfand presents four reasons for rejecting Cohen’s and Fortunato et al.’s accounts,
and they are:

(1) Their accounts are impractical;

(2) Their accounts decrease patients’ trust in physicians;

(3) Their accounts permit a significant amount of implicit biases; and,
(4) Their accounts run the risk of medical paternalism.

These objections also serve as reasons in favor of the solution that he proposes on the
ground that Gelfand believes his view avoids all of them.

The impractical objection concerns Gelfand’s worry that in order to justify the
nondisclosure of side effects, Cohen’s and Fortunato et al.’s accounts require that
clinicians know a sufficient amount about their patients to determine the likelihood
that they would experience disclosure-induced nocebo effects. Gelfand argues that
given how preciously few interactions physicians have with their patients, it is
unrealistic to expect that clinicians can determine their patients’ risks of nocebo effects.

In Cohen’s case, he further suggests that we rely on some of the recent research
on placebo responders—individuals who possess traits that make them more
susceptible to placebo/nocebo responses. For instance, Leanne Wilson et al.” note
that among patients with temporomandibular disorder, those with somatization
tendency exhibited greater placebic/nocebic responses. Cohen suggests that clin-
icians could use these placebo/nocebo traits to help them identify likely responders
and, in turn, this identification will assist clinicians in deciding when they should
withhold information regarding potential side effects.
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The research on placebos and nocebos is still in its infancy, and their effects cannot
be reliably induced. Although some studies have shown that placebo responders
exist, the exact biomarkers or characteristics that distinguish them are largely
unknown. Most of the evidence for placebo responders comes from older and less
rigorous trials and more recent studies have provided contradictory results.'” In this
respect, Gelfand’s skepticism about the practicality of clinicians making accurate
determination of a patient’s nocebo risks is well warranted.

For the second objection, Gelfand claims that Cohen’s and Fortunato et al.’s views
can undermine patients’ trust in their physicians. When patients learn of clinicians’
practice of withholding the disclosure of side effects (for patients’ sakes), they might
second-guess the truth of what clinicians say in general. The erosion of trust can lead
to a host of therapeutic difficulties. Patients might look up information on their own
and fail to understand the information within the proper clinical contexts
(e.g., although the risk for X is doubled when one takes certain medication, the
initial risk of X is so small that doubling it still does not warrant concerns). Likewise,
savvy patients might ‘game the system’ by presenting themselves as less likely to
have nocebo reactions so as to deceive clinicians and receive a full disclosure of
information. This could expose patients to potential harm of nocebo effects.

Thirdly, Gelfand argues that Cohen’s and Fortunato et al.’s views leave open
ample opportunities for implicit biases to influence clinicians” behaviors. In assess-
ing the relative risks of nocebo effects, both Cohen and Fortunato et al. rely on
physician-patient interactions. Since implicit biases can cloud clinicians” judgments,
unless a more regimented method is used to assess risks, implicit biases can shape
inappropriate conclusions.

Gelfand’s final objection claims that Cohen’s and Fortunato et al.’s proposals do
not include careful consideration of how much weight patients assign to their
autonomy. In balancing the duty of truth disclosure against nonmaleficence,
clinicians must have a clear grasp of the importance of these two values among a
patient’s preferences. Given the lack of explicit instructions in Cohen’s and
Fortunato et al.’s accounts, it is hard to see how clinicians can learn of their patients’
preferences. Acting on assumed knowledge of patients’ values risks turning
medicine back to the days of rabid paternalism.

A Common Problem for Gelfand’s Objections

All four of Gelfand’s objections share a basic problem; that is, they seem to treat
disclosure-induced nocebic risks as substantially different from other clinical prac-
tices. Take the worry that the assessment of nocebic risks is clinically impractical.
Here, the worry is not so much the impracticality of the assessment; several
diagnoses (e.g., identification of psychiatric pathologies) are cumbersome and
time-consuming. The real worry is instead that clinicians cannot reliably assess
nocebic risks, and acting on unreliable diagnoses is bad medicine. In making this
argument, we ought to be mindful that we do not hold nocebic risks to a different
epistemic threshold than those of conventional medicine. An individual’s variability
in achieving the same level of pain relief from morphine ranges from 15 mg/day to
as much 15g/day—a 1,000-fold difference."’ Yet, we do not think it is inappropriate
for clinicians to prescribe a particular dose by using generalized clinical data. If we
have good data from large-scale studies on the magnitudes of nocebo effects, the fact
that individuals can vary in their responses does not mean that we are not justified in
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assessing the risks using generalized data. It is certainly true that we do not know
nearly as much about placebo/nocebo actions as we do about analgesia. But the
disanalogy means only that the unreliable nature of identifying placebo/nocebo
responders is, at best, a temporary hurdle. Medicine routinely operates in a sea of
uncertainties: from the use of off-label protocols to the typical trial-and-error
approach to psychopharmaceutic dosages, clinicians act with incomplete informa-
tion. It is paramount that we do not single out nocebos as somehow different in kind.

Similarly, withholding information from patients can undermine the trust
patients have toward that care-providers. In conventional medicine, however, no
one is under any illusion that all information is, or should be, conveyed when
patients and physicians determine the proper therapeutic directions. Older classes
of drugs are often left unmentioned because clinicians assume that no reasonable
person would prefer a less effective or more toxic intervention. Likewise, clinicians
do not disclose every possible diagnosis to their patients, regardless of its probability
of being correct. Any patient who spends time reflecting on the nature of physician-
patient relationship would conclude that physicians routinely leave out information
and often do so for the perceived good of the patients. There is no need for any prior
explicit consent from patients to justify this practice.'” This rather typical form of
paternalistic censorship does not erode trust (enough) such that patients” wellbeing
and autonomy are seriously compromised. In claiming that the nondisclosure of
risks undermines patients’ trust in their care providers, we ought to ensure that we
do not hold nocebic risks to a higher standard than those of conventional practice.

For the worry that implicit biases might seep into diagnostic assessments that lack
more rigorous and algorithmic means, we once again must notice how diagnostics
are conducted in conventional medicine. As much as Evidence-Based Medicine has
advocated for a more algorithmic approach to diagnostics and treatment determin-
ations, the reality of caring for a complex social organism virtually guarantees that
in the foreseeable future, there is no diagnostic method that will be one-size-fits-all.
Moreover, even if a pure algorithmic approach to diagnostics and treatment is
available, it is not clear that patients and clinicians wish to be no more than ‘values
for variables.” People are not mere bundles of symptom presentations (as advocated
by holistic approaches of medicine that see patients as whole persons). Like in any
rich social interactions, in medicine, the parties bring their values to the table and
these values shape what we see. A pediatrician might notice hesitation in a child’s
recollection of how she was injured when she is in the company of her parents. These
subtle cues might lead the pediatrician to suspect child abuse. Judgments like this
obviously involve observations that are tainted by the clinician’s implicit and
explicit biases. Yet, however worrisome these potential biases are, patients and
physicians do not wish to eliminate these personal judgments in their clinical
encounters. Indeed, one might argue that values will always play a role in healing
relationships (and, really, any social interactions), and that the issue is not how
clinicians can rid themselves of their personal values and biases in delivering care
but how they determine which value and bias they should bring to the table. Like
the two objections above, the threat of implicit biases in nocebic risk assessments
seems to be exaggerated. At the very least, we have no reason to believe that these
assessments pose any uniquely challenging problems.

Finally, it is certainly correct that unless a clinician knows the relative import-
ance her patients assign to their values for autonomy and nonmaleficence, acting
upon these values might entail an unacceptable level of medical paternalism.
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Conventional medicine regularly requires that clinicians make decisions about
patients’ care without the patients’ explicit involvement. During an exploratory
laparotomy performed to identify the source of a patient’s abdomen’s discomfort,
a surgeon might spot clearly an inflamed appendix and proceed with an append-
ectomy. Whether or not her decision to proceed with the appendectomy is justified
depends on a host of considerations including the urgency of the surgery, the
likelihood that (were the patient conscious) he would consent to the procedure,
and risks and benefits of the appendectomy. Surgeons rarely ever have extensive
direct interactions with their patients; yet, they routinely make decisions that
assume patients’ value-rankings. A broad caveat “If immediate life-threatening
events happen during the procedure, they will be treated based on my discussions
with the doctor...”"? included in a consent form does not guarantee that the patient
would have consented to the additional procedure. The decision is left up to the
discretion of the surgeon.

Gelfand’s worry that nondisclosures of side effects border on an unacceptable
level of medical paternalism depends on the actual risks of disclosure-induced
nocebo effects. If conventional medicine gives clinicians enough leeway to make
therapeutic decisions that they consider to be in the best interests of their patients,
then the appropriate resolutions of nocebic tensions can follow suit.

To be fair, one might argue that being consistent with conventional practice is not
good enough, especially if one deems the entire enterprise as being morally dubious.
Being consistently wrong is arguably worse than being inconsistently wrong.
I assume that Gelfand does not have such a bold claim in mind. A thorough
evaluation of the ethics of the physician-patient relationship is obviously beyond
the scope of this paper. My claim is the more modest one that Gelfand’s objections
appear to hold Cohen and Fortunato et al. to a standard far above that of
conventional medicine. Unless there is some reason that warrants the discrimin-
ation, the objections would thus be unfair.

Gelfand’s Solution

Assuming for the moment that Gelfand’s objections successfully show that Cohen'’s
and Fortunato et al.’s accounts are inadequate, does Gelfand’s proposal avoid these
pitfalls? Drawing on the work of Colloca and Miller'* on authorized concealment
and Donna Wong and Connie Baker’s'” research on the Pain Rating Scale—a widely
used form of visual analog scale (VAS) for pain, Gelfand offers a solution to the
nocebic tension. Colloca and Miller have argued that the nondisclosure of side
effects can be justified if clinicians have obtained prior permissions from their
patients that they could lie to them. A physician, for instance, would ask plainly
“How much information regarding side effects would you like to know?” accom-
panied by an explanation of the potential increase in nocebic risks as a result of the
disclosure. In a nutshell, Gelfand’s proposal is that we obtain patients’ consent to
have information of side effects withheld (i la authorized concealment) by present-
ing to them a scale that is akin to the Wong-Baker Faces Pain Rating Scale. Gelfand’s
scale would consist of 10 numbers running from 0 to 10 and “[o]n the far left, just
above the zero, there would be a picture of someone surrounded by books and
looking at a computer with a smile on her face. On the far right, above the number
ten, the same picture would appear, but the person would have a frown or an
expression of pain or disapprobation.” Patients can point to the degree to which
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they are comfortable with information prior to any clinical care. Once they have
indicated the level of information they wish to receive, clinicians could then disclose
as little as possible to avoid inducing nocebo effects. By antecedently indicating their
levels of ‘informational comfort,” Gelfand argues that patients have in fact consented
to nondisclosure of certain side effects. Since the nocebic tension is a conflict
between the duty to respect autonomy and the duty to nonmaleficence, Gelfand’s
proposal hopes to walk a fine line. In cases of nondisclosure of side effects, the
informational chart would give physicians the moral cover to justify paternalism;
thus, the respect for autonomy is left intact. On the other hand, if patients were to
express their wishes to learn about all the side effects (and risk an increase in the
odds of nocebo effects), whatever harm they might experience is consensual and
hence consistent with the duty to nonmaleficence.

It is not entirely clear that Gelfand’s proposal is an improvement over Colloca’s
and Miller’s authorized concealment. The core of Gelfand criticism of authorized
concealment is that in doing so, one could increase the odds of the nocebo effects.
Unlike Colloca and Miller, Gelfand does not require that clinicians explain the
rationale behind the nondisclosure of side effects; patients are left in the dark as to
why they need to point to a chart to express the levels of their informational comfort.
By skipping the explanation part of the exercise, Gelfand hopes that his proposal can
avoid the nocebic risks that authorized concealment might induce. Whether author-
ized concealment in fact confers a sort of meta-nocebic risk is an empirical matter,
and there is currently no evidence that it does. In that respect, the attractiveness of
Gelfand’s proposal turns on a worry that might not exist. Indeed, if Gelfand’s entire
worry with authorized concealment is only the possibility of meta-nocebic risks,
then Colloca and Miller can simply eliminate the part of their proposal in which
physicians explain the connection between risk-disclosure and nocebo effects. From
the point of view of patient’s autonomy, the failure to explain the rationale of
nondisclosure is at worst a tie between these two views.

What distinguishes Gelfand’s proposal from those he criticizes also depends on
his concern that implicit biases might influence a clinician’s assessment of a patient’s
degree of informational comfort. The use of a VAS to assess the degree of informa-
tional comfort is supposed to minimize the influence of implicit biases in a clinician’s
decision to withhold warning of possible side effects. This move, however, assumes
that by quantifying informational comfort, implicit biases are less likely to creep into
clinical care. The evidence of visual analog pain scales’ ability to minimize implicit
biases is unfortunately scant. Indeed, in a study on race and pain management,
Miner et al.'® note that physicians’ opinions of whether their patients exaggerate
their pain vary according to race. For Native American patients, on average, their
physicians report that 50 percent of the patients exaggerated their pain reports in
order to obtain analgesia. The difference appears to lead to Native American
patients receiving less pain treatments and relief. Implicit biases play a role in the
unequal treatment not because physicians had no way to quantify patients” pain—a
visual analog pain scale was used in the study. Instead, the biases show up in how
clinicians interpreted that piece of information. A similar problem lurks for a VAS
for informational comfort; implicit biases will likely survive the quantification
of patients’ preferences and manifest at places where data are translated into
treatment recommendations. It is entirely unclear whether a VAS for informa-
tional comfort would be of much (if any) help in combating implicit biases in
clinical settings.
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In terms of Gelfand’s other objections that Cohen’s and Fortunato et al.’s recom-
mendations are impractical, incongruent with patients’ trust in their physicians, and
border on medical paternalism, they seem to apply to Gelfand’s solution as well.
Recall that the impractical objection is really about the reliability of determining a
patient’s risks of disclosure-induced nocebo effects. How accurate is a visual analog
scale in measuring a patient’s level of informational comfort? Given the novelty of
the idea, there is obviously no evidence to conclude one way or another. However,
there are reasons to be skeptical of its reliability. Unlike pain, patients (and even
seasoned physicians) have no subjective understanding of informational comfort.
When does an amount of information become too much? For patients with chronic
conditions, they often become expert in their ailments over the course of their
prolonged care. Medical information that seemed utterly befuddling to a patient at
the start might seem entirely basic not long into her treatment. For extended
treatment, we are often surprised by how quickly we become comfortable with
high level of informational detail.

When it comes to pain, we know when a level of pain hurts too much. We have
had subjective experiences with pain for the better parts of our lives. But when it
comes to informational comfort, it is not clear that we have the same level of
privileged expertise. Since Gelfand’s proposal does not actually disclose the ration-
ale for the VAS for informational comfort, patients are even more confused as to
what ‘informational comfort’ means. For the clinicians, the concern is to ensure that
patients consent to the nondisclosure of side effects (in order to avoid nocebic
responses). ‘Comfort” is measured in terms of the risks patients are willing to
assume. But because patients have no idea that their indicated levels of informa-
tional comfort are ultimately a way to justify paternalistic nondisclosure, they could
very well have in mind a concept of informational comfort that differs widely from
that of their care providers. Gelfand can avoid this worry by explaining the rationale
of the VAS to patients. This response (along with the lack of evidence that VAS
actually decreases implicit biases) would collapse the distinction between Gelfand'’s
proposal and Colloca’s and Miller’s authorized concealment.

Finally, does a VAS for informational comfort safeguard patients’ trust in their
physicians? In his critique of Cohen’s and Fortunato et al.’s proposals, Gelfand asks
us to imagine the effects on trust if the general public learns of the routine practice of
paternalistic nondisclosure of side effects. His conclusion is that their proposals
threaten to erode patients’ trust, leading to a plethora of potential clinical problems.
It seems comparatively likely that when the general public learns of the real
rationale behind the use of an informational VAS, patients would similarly harbor
the same sort of suspicion. Unfortunately, just as there is little empirical evidence to
support Gelfand’s argument that Cohen’s and Fortunato et al.’s proposals lead to an
erosion of patients’ trust, we also have no evidence to accurately anticipate the
effects of Gelfand’s VAS. His proposal includes a level of paternalism that is
similarly hidden from patients; as such, the VAS for informational comfort is
unlikely to provide a greater degree of protection for patients’ trust in their
physicians.

Conclusion

There are two main claims in this brief commentary: (1) Gelfand’s reasons to reject
Cohen’s and Fortunato’s views hold these views to epistemic and ethical levels
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that go far beyond what we accept in conventional medicine. Unless that is
something fundamentally different between the risks within conventional
medicine and the risks of disclosure-induced nocebo effects, Gelfand’s objections
would be unfair; (2) Although Gelfand claims that the use of a VAS for informa-
tional comfort is an improvement over authorized concealment, a closer
examination challenges his claim. The dilemma is that if he opts to leave out
the need for clinicians to explain the VAS’ rationale to their patients, then his
proposal runs the same risk of medical paternalism with which he charges Cohen
and Fortunato. On the other hand, if he includes its rationale, then his proposal
differs little from authorized concealment.

The question of how we should adjudicate conflicts between competing duties in
medicine continues to be deeply puzzling. Nonetheless, it behooves us to keep in
mind that nocebic tension and conventional tension are but the same beast with
different coats. We should, of course, take into consideration the potential harm of
disclosing the risks of side effects in our clinical interactions. But ultimately,
disclosure-induced nocebo effects raise ethical challenges that we have long recog-
nized and attempted to address. Drawing on the wealth of literature on the
conventional tension might help us understand and better manage the nocebic
tension.
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