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ABSTRACT

Purpose: This overview focuses on placebo and
nocebo effects in clinical trials and routine care. Our
goal was to propose strategies to improve outcomes in
clinical practice, maximizing placebo effects and re-
ducing nocebo effects, as well as managing these
phenomena in clinical trials.

Methods: A narrative literature search of PubMed
was conducted (January 1980-September 2016). System-
atic reviews, randomized controlled trials, observational
studies, and case series that had an emphasis on placebo
or nocebo effects in clinical practice were included in the
qualitative synthesis. Search terms included: placebo,
nocebo, clinical, clinical trial, clinical setting, placebo
effect, nocebo effect, adverse effects, and treatment out-
comes. This search was augmented by a manual search of
the references of the key articles and the related literature.
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Findings: Placebo and nocebo effects are psychobio-
logical events imputable to the therapeutic context.
Placebo is defined as an inert substance that provokes
perceived benefits, whereas the term nocebo is used when
an inert substance causes perceived harm. Their major
mechanisms are expectancy and classical conditioning.
Placebo is used in several fields of medicine, as a
diagnostic tool or to reduce drug dosage. Placebo/nocebo
effects are difficult to disentangle from the natural course
of illness or the actual effects of a new drug in a clinical
trial. There are known strategies to enhance clinical
results by manipulating expectations and conditioning.

Implications: Placebo and nocebo effects occur fre-
quently and are clinically significant but are underrecog-
nized in clinical practice. Physicians should be able to
recognize these phenomena and master tactics on how to
manage these effects to enhance the quality of clinical
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practice. (Clin Ther. 2017;39:477-486) © 2017 Elsevier
HS Journals, Inc. All rights reserved.
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INTRODUCTION

The placebo effect has been studied extensively through-
out history."”” The nocebo effect, also called “the evil
brother of the placebo effect,” has been less studied, but
in recent years has become a subject of growing
interest.”~ Both phenomena are composed of several
intertwined biological and environmental mechanisms,
displaying a complex interaction. Their operative mech-
anisms not only are affected by the characteristics of the
individuals but also on the context in which they operate;
thus, the search for a simple equation to predict the effect
of placebo and nocebo has been met with limited success.

A precise definition of the placebo and nocebo pheno-
mena is difficult to pinpoint, as different researchers have
used different definitions, often depending on the context.
A starting definition would be psychobiological events
attributable to the overall therapeutic context®; herein,
placebo effect would be the benefits provoked by an inert
substance, and the nocebo effect is the induction of true
or perceived harm after treatment with an inactive sub-
stance. Thus, a response to treatment, not attributable to
the known mechanism of action of the treatment, is the
core feature of both phenomena. This means that the
definition can also be applied to an active substance
treatment, then referring to the (extra) effects it elicits and
that are not explained by its pharmacologic action. Many
disorders have a natural course of illness in which
symptoms fluctuate, making it difficult to differentiate
between a placebo or nocebo response and the natural
course of illness at an individual patient level. Similarly,
many “side effects” occur commonly with or without
pharmacotherapies (eg, headache), making it often
difficult to disentangle, at an individual patient level,
between a treatment-emergent adverse event that is a
nocebo response or one that has occurred independently
of treatment.

Paradigmatically, the placebo and nocebo phenomena
have been most extensively studied in analgesia” "’ and
irritable bowel syndrome (IBS)."' These phenomena have
been studied more recently in the field of dermato-
logy'*™'* and in psychiatry, particularly in depression."’

The underpinnings of placebo and nocebo are psycho-
logical and neurobiological. Psychological mechanisms
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include expectancies, conditioning, learning, mem-
ory, motivation, somatic focus, reward, anxiety reduction
and meaning, and “placebo-by-proxy” induced by clini-
cians and family members.'"® Two principal mecha-
nisms are well supported. The first aspect involves expec-
tancy: the administration of placebo creates expectations
in future responses by using simple verbal cues as modu-
lators of expectations. Researchers can nudge a subject's
expectations and boost the placebo effect. The second
aspect involves classical conditioning: repeated associa-
tions between a neutral stimulus and an unconditioned
stimulus (active drug) can result in the ability of the neu-
tral stimulus by itself to provoke a response characteristic
of the unconditioned stimulus.™'”>'® In a study of placebo/
nocebo in thermal pain, neither conditioning nor expect-
ation alone seemed to be able to elicit placebo or nocebo
effects; however, the combination of experience (con-
ditioning) and expectation resulted in significant placebo
(analgesia) or nocebo (hyperalgesia) effects.'”

Misattribution is the inappropriate attribution of
improvement or worsening to a treatment when it was
actually caused by the disorder’s natural fluctuation of
symptoms or other causes.”’ Misattribution may have
a more significant role in nocebo effects than in
placebo effects, although this theory remains a focus
of active debate.”’**

The neurobiology of the response to placebo and
nocebo has been studied mostly in the paradigmatic field
of analgesia and has been shown to be mainly related
to the opioid and dopaminergic pathways.**>**
A companion paper published in this issue of Clinical
Therapeutics reviews the theoretical and biological
underpinnings of the nocebo and placebo phenomena.”

It is important to note that placebo and nocebo
responses are highly variable across individuals. Some
individual differences have been associated with genetic
polymorphisms or underlying neurologic impairments.
For example, patients with frontal lobe impairment,
especially prefrontal lobe, have decreased expectancy
and learning, and thus they partially or totally lose their
placebo response. In a study of Alzheimer's disease and
pain, patients with reduced Frontal Assessment Battery
scores exhibited a reduced placebo component of the
analgesic treatment.”® In intellectually disabled patients, a
higher intelligence quotient was positively related with
placebo response.””

Catechol-O-methyl transferase is involved in dopa-
mine degradation, affecting the prefrontal lobe. The
catechol-O-methyl transferase Val'**Met polymorphism
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is a G to A mutation leading to amino acid substitution
at codon 158 in the transmembrane form of the
enzyme.”® It was suggested as a biomarker of placebo
response in IBS and a potential biomarker of placebo
response in other conditions.'' Thus, people who carry
this polymorphism are more likely to experience the
placebo effect.

The tryptophan hydroxylase-2 polymorphism (seroto-
nin-related gene) seems a significant predictor of clinical
placebo response in social anxiety disorder. Homozygos-
ity for the G allele was associated with serotonergic
modulation of amygdala activity and greater improve-
ment in symptoms of anxiety.”” People who experience
anxiety disorder and carry this polymorphism are more
likely to experience the placebo effect. Thus, psycho-
logical and neurobiological factors can predict individual
differences in placebo and nocebo response.

The present review first focuses on the impact of
placebo and nocebo effects in routine clinical settings
as well as in clinical trials, and then offers strategies
on how to use that knowledge to improve the quality
of care and results in research.

MATERIALS AND METHODS

A literature search of PubMed was conducted for
articles published between January 1980 and Septem-
ber 2016. Search terms included: placebo, nocebo,
clinical, clinical trial, clinical setting, placebo effect,
nocebo effect, adverse effects, and treatment out-
comes. This search was augmented by a manual
search of the references of the key articles and the
related literature. Systematic reviews, randomized
controlled trials (RCTs), observational studies, and
case series were identified. Articles that had an
emphasis on placebo or nocebo effects in clinical
practice were selected for the qualitative synthesis.

CLINICAL APPLICATION

The clinical understanding of the placebo effect is a
relevant issue. Placebo responses may be a major driver
of clinical change after diverse therapies. Placebos are
used in several fields of medicine (eg, neurology,
psychiatry, rheumatology, pain management, ophthal-
mology), although ethical considerations limit their use
in some areas. When surveyed, 45% of American
physicians admitted to having used a placebo.’’ An
English study found that only 12% of general prac-
titioners use pure placebos (totally inert interventions)
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but the number was 97% for
(interventions with clear efficacy for certain conditions
but are prescribed for conditions in which their efficacy
is unknown).”’ The most common reason to use a
placebo was to tranquilize the patient (18%) and as a
supplemental treatment (18%). Other reasons included
“after ‘unjustified” demand for medication” (15%),
“for nonspecific complaints” (13%), “after all
clinically indicated treatment possibilities were
exhausted” (11%), “to control pain” (6%), “to get
the patient to stop complaining” (6%), and “as a
diagnostic tool” (4%).”" It has been argued that the
clinical benefits from many poorly evidence based
complementary and alternative disciplines derive
largely or even solely from cultivation of the factors
that drive placebo effects.”” Local regulations, however,
preclude clinical use of placebos in some jurisdictions.

Patients need a greater dose of analgesic to achieve an
equivalent outcome if their placebo response is impaired.
When patients with postoperative pain were given intra-
venous saline (placebo), and buprenorphine was made
available on request, the group told that the intravenous
saline was a powerful painkiller took 33% less analgesia
for the same pain compared with a control group (who
were told they were receiving a rehydrating solution).’”

impure ones

CHALLENGES IN CLINICAL TRIALS
The placebo or nocebo response is related to common
biochemical pathways that are activated both by social
stimuli and therapeutic rituals on one hand and by drugs
on the other. It has been shown that when an opioid
agent is administered, it binds to p-opioid receptors, but
the very same p-opioid receptors are activated by the
patient’s expectations about the drug.”* This outcome is
concordant with the finding that drugs without thera-
peutic rituals are less effective.”> A suitable therapeutic
setting can thus enhance the placebo response.”®

The placebo effect has been well established in
RCTs. In depression, its magnitude has been shown to
vary depending on the investigators. Some propose
that up to 75% of the drug effect is mediated by the
placebo effect.””*® Others question these results,
arguing that an unrepresentative subset of clinical
trials (including many cases of mild to moderate
depression) were analyzed, and therefore the data
are not accurate.”>"" This theory suggests that pa-
tients with less severe depression have a lower bio-
logical substrate and are more vulnerable to the
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placebo effect. In 2002,*" a meta-analysis was con-
ducted with US Food and Drug Administration data
containing RCTs that had not been published. This
study revealed a small significant difference between
antidepressant drug and placebo but not a clinical
difference; the mean difference between drug and
placebo was ~2 points on the Hamilton Depression
Rating Scale. An alternative hypothesis to explain this
difference in antidepressant trials is “breached blind.”
Because of the side effects of the drugs, the RCT
patients may know if they are in the placebo or the
active group.*” Furthermore, when another active
antidepressant is used as the comparator, instead
of placebo, there is a significant increase in the
effectiveness of the drug.*’

It remains controversial whether the placebo effect
is increasing across time in RCTs of depression. It has
been proposed that the placebo effect has progres-
sively increased over time'* within the general
population as a result of inflation of baseline
severity to meet threshold inclusion criteria; that is,
trials with less ill people, in which regression to the
mean is more likely, and more comprehensive and
frequent assessment procedures. Others have argued
that pharmaceutical companies try to select only
severely depressed patients because pharmacotherapy
RCTs for mild and moderate depression often do not
show statistically significant separation between the
treatment and placebo trial arms,*’ thus downplaying
the role of decreased baseline depression severity as an
explanation. In contrast, a recent meta-analysis using
published and unpublished data found stable placebo
responses in the last 25 years,*® implying the increase
across time effect may be an artifact.

PLACEBO/NOCEBO AND SEPARATION FROM
THE NATURAL COURSE OF ILLNESS

Understanding the natural course of illness is essential
before commencing a clinical trial design or trying to
separate drug from placebo effects. Given the fact that
symptom severity does not stay frozen in time when
no intervention is applied, the spontaneous progress
or improvement of a pathological process can obvi-
ously confound or pose as a placebo or nocebo effect.
These types of studies present numerous challenges,
especially as modern medicine shifts its attention from
infectious disorders to chronic or mental disorders
(which wax and wane, where the natural history of
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illness extends greatly in time or has poor or no
biomarkers available).*”

Prospective nonintervention studies are increasingly
ethically challenging as fewer diseases are lacking
effective treatment. Therefore, in many cases, it is
impossible to include a nontreatment arm in a clinical
trial to guide our interpretation of results and discount
the influence of natural progression. A loophole to this
problem was found in studies of psychotherapy
efficacy on major depressive disorder that use a
wait-list as a control group. A meta-analysis*® found
experience ~33% of the
symptomatic improvement of treated patients and
40% of the ones receiving placebo. An important
caveat is that a wait-list is thus a very poor control
group for clinical trials, despite being used often.
Some studies even found that wait-list results in

that “wait-listers”

nocebo effects.*’

STRATEGIES (USING PLACEBO TO IMPROVE
RESULTS)
Maximizing Placebo

Patient expectations contribute toward the out-
come of several disorders. This has been demonstrated
for analgesia, treatment of myocardial infarction and
Parkinson’s disease, deep brain stimulation, orthope-
dic surgery, and antidepressant treatment.”” Positively
influencing patients’ beliefs about therapeutic success
is one way to maximize the placebo effect.”” However,
being too optimistic is also ethically problematic and
can be construed as disingenuous if one is not
cautious. Manipulating a patient’s expectations may
not necessarily require lying or deceiving. In a study of
IBS, patients were informed they were being treated
with placebo and still developed a positive clinical
response.’

A partial reinforcement paradigm, placebo-con-
trolled drug reduction (PCDR) (use of a full dose of
medication for a set period of time [acquisition period]
followed by a maintenance or evocation period with
interposed placebo) has been shown to lower the dose
needed to elicit a therapeutic response. This finding
opens the door for a panoply of chronic disorders
treated with medications with substantial side effects
(Table I). PCDR allowed children with attention-
deficit/hyperactivity disorder to be effectively treated
with 50% of their optimal stimulant dose’” and
reduced the corticosteroid dose needed in psoriasis.’”
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Table I. Strategies to maximize the placebo effect.
Managing Expectations
Screen for patients with negative beliefs

Hidden applications when discontinuing a drug
expected to cause withdrawal symptoms

Promote social contact with other successful
patients

Reduce anxiety

Adapted from Enck et al.*

It is usually assumed that more complex, time-
consuming, and invasive interventions are more likely
to be associated with placebo effects than other
interventions. For instance, different colors and sizes
of a pill seem to influence the clinical outcome.”
However, to our knowledge, only 1 systematic
review”’ has found mixed evidence of more invasive
placebos having larger effects (7 of 12 studies with
>1 placebo found no difference, 4 found single-
outcome differences, and 1 found a large effect; 2 of
4 studies designed to differentiate placebo intensity
were positive). The extant data may not be sufficient
to discount its influence. To design studies directly
comparing very different placebo interventions (ie, pill
vs injection) while ensuring blinding for both patients
and researchers ranges from very difficult to impos-
sible. Also, to try to design studies controlling for
context or for patient or clinician bias in expectancies
might be a Sisyphean-like task, as the differences in
context and expectancies themselves may be the cause
of the placebo effect.

Although the placebo could be more powerful,
deliberately administering a more invasive or intense
placebo may be both ethically challenging (especially
one with potential to cause harm) and lacking in
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Conditioning
Placebo-controlled drug reduction (PCDR)

Use salient stimuli and constant context
when administering treatment including
sensorial cues, same room and time
of day when giving treatment

Use effective pretreatments

Avoid extinction in long-term treatments
Motivation strategies, changes in situational cues
Enhance physician-patient relationship
Empathic style, more time of contact
Describe the procedure before executing

to improve attention

evidence. Conversely, a meta-analysis of 41 RCTs
assessing the effects of antidepressant agents on major
depressive disorder showed that the more follow-up
observations that occur, the more intense are the
placebo effects elicited.”® The number of medical
visits in clinical trials contrasts with the shorter
contact in community settings. This strategy is well
established and can be useful because it is nonharmful.
Profiling or choosing the right person to try a placebo
might be more problematic. There was limited evide-
nce for the role of age or sex, at least in psychiatric
disorders.”” A stronger correlation was found for low
symptom severity and short duration of illness. There
were 2 studies in children reporting a higher placebo
effect in those of non-white ethnic origin.’®°”

Managing Placebo in Clinical Trials

When comparing a drug versus a placebo, the first
thing to bear in mind is that the effect of an active
drug includes in itself a placebo component. Further-
more, issues are further complicated because the
relation of the effects between the placebo and drug
groups may not always be additive; that is, the
measured effect in the active drug arm may be more
(or less) than expected just by adding the placebo
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Table II. Strategies to optimize drug-placebo
differences in clinical trials.

Avoid enrichment/multidosing studies
Aim for a 50/50 probability of receiving placebo
Use treatment-naive patients
Randomized run-in and withdrawal periods
Use active placebos
Incorporate “no-treatment” groups
Avoid comparative effectiveness trials
Prioritize outcome evaluation in the following
order:
1. Death
2. Biomarkers
3. Physician assessment
4. Patient-reported outcomes

effect to the actual active drug effect.”>®" Therefore,
perhaps “optimizing the drug—placebo difference” (vs
minimizing placebo) is a preferable denomination.

Designing clinical trials is a specialized field in its
own right. Separating a drug effect from a placebo
effect always at the core of a clinical trial design, so
that general quality guidelines for a clinical trial
usually will work to optimize the drug—placebo differ-
ence: standardizing for symptom severity; avoiding
physician’s selection bias; controlling for center effects
and patient adherence; and ensuring effective blinding.

However, sometimes these strategies are accompanied
by other undesirable effects. For example, if we identify
drug responders during a run-in phase or preselect
patients who were previously exposed to a similar drug,
we may increase the drug—placebo difference, but we also
risk limiting a drug indication and overestimating bene-
fits. If the population of previous responders comprised a
specific group (eg, women), the trial will never generate
approval for men. Some strategies involve deceit and thus
have ethical concerns. Cost and feasibility are concerns as
well (eg, when considering augmenting sample size).
Therefore, it is up to the researcher to weigh the risks
and benefits of each strategy.

Because the chance of being in a treatment group
°! a study
design of equal likelihood of receiving placebo or
treatment (ie, avoid enrichment or multidosing studies)
should be preferred. Contrary to common belief, trying

increases the magnitude of placebo responses,
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to exclude placebo responders using run-in phases early
in the study was not able to prevent later placebo
response.®” Randomized run-in (ie, in a double-blind
manner, patients first start receiving placebo and are
then switched to the active drug after a few days) and
withdrawal periods seem to hold more promise.®’
Crossover designs may promote conditioning® and
may lead to unblinding of the study due to perceived
side effects. Using active placebos (drugs that mimic the
active treatment side effects) is a possible perfect placebo
that rarely exists, mimicking all the side effects without
any of the active mechanisms of the drug being tested.
Controlling for the natural progression of the disease
should also be a concern, even if in many situations it is
ethically challenging and may motivate subjects to drop
out. A way around this is using Zelen’s design,”’
in which patients are randomly divided into an
observational group and an interventional group
comprising the active drug and placebo branches,
allowing to control for the natural course of illness.

Comparative effectiveness trials are usually used
when an efficacious treatment already exists for ethical
standards. The new drug must then prove superiority,
equivalence, or noninferiority. However, it has been
shown that a drug tested against an active comparator
performs better.®"-*® The placebo effect is also report-
edly stronger when patients report the outcome than
when the physician performs the assessment,®” which is
itself stronger than a biomarker-based evaluation.®®
The most objective outcome possible is death or
survival rate, but this approach obviously cannot be
used for many disorder endpoints (Table II).

Minimizing Nocebo

In the case of nocebo, no overt ethical dilemma is
present. The intention of the physician is always to
minimize its risk and effects. Also, we can expect the
factors and strategies used to minimize the nocebo
effect to be a mirror of the ones in placebo.

Of major importance would be to identify indi-
viduals more prone to develop nocebo effects.
Several studies have been conducted to identify “risk
factors” of the nocebo effect. A systematic review”
found “learning/social observation,” “perceived dose,”
“verbal suggestions of arousal and symptoms,” and
“baseline symptom expectations” to be the strongest
predictors of nocebo effects. Interestingly, the type of
administration again did not appear to be relevant, nor
did self-awareness during exposure. Symptom severity at

Volume 39 Number 3
Page 000006



Table Ill. Strategies to minimize nocebo.

Managing Expectations Conditioning

Avoid informed consent Low-dose initial
overly focused on side

effects

regimen
(when possible)
Framing of information Hidden tapering
Focus on the positive effects in when feasible
of treatment
Conjoint plan
Sense of control and
ownership of the decision-
making process (by the
patient)
Empathic attitude

Adapted from Data-Franco and Berk.””

baseline (one of the strongest associations with placebo)
also produced mixed results. Demographic factors such
as sex, age, and literacy did not change the risk of a
nocebo response. One study found that female inves-
tigator subjects report nocebo effects twice as frequently
as male subjects after a social suggestion paradigm, but
these data could have been confounded by the study
design (the social cue was presented by a female ).’
In modern health systems in which access is good,
participants who volunteer for trials may have
presented with poor response or have not tolerated
standard therapy. This earlier adverse experience
increases the likelihood of these subjects being primed
for nocebo responses.”’

Managing patients’ beliefs and experiences are at
the core of possible strategies. Framing of informa-
tion is an effective way to put the benefits and risks of
treatment in perspective, focusing on the positive
possibilities.”' A caring and empathic relationship is
beneficial.”> When the medical problem allows for a
small delay in the start of therapy, a lower initial
dose might be helpful. Similarly, in RCTs, if a patient
does not know when exactly he or she is getting
exposed, nocebo effects are reduced (Table III).
Nevertheless, this approach may be rarely feasible
in outpatient settings or even time- and resource-
consuming in a hospital setting.
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CONCLUSIONS

Clinically, placebo and nocebo effects are of major
importance, being present in daily medical practice.
The overall effect of a drug stems from its pharmaco-
dynamic actions plus the psychological effect derived
from the act of its administration. Although both
placebo and nocebo have been widely studied, the full
complexity of their mechanisms needs further defini-
tion. Thus, when correctly applied, there are a number
of strategies that can improve responses and patients’
quality of life, maximizing placebo and reducing
nocebo in clinical practice, and enhancing results in
clinical trials. It underlines the impact of creating
a good physician—patient relationship, increasing em-
pathic attitudes, exposing information suitably,
decreasing expectations of adverse effects, and pro-
moting social contact between successfully treated
patients.

ACKNOWLEDGMENTS

Dr. Berk is supported by a National Health and
Medical Research Council Senior Principal Research
Fellowship (GNT1059660). All contributors to this
manuscript are listed as co-authors. Michael Berk is
supported by a NHMRC Senior Principal Research
Fellowship (1059660). All authors were involved in
all aspects of preparing this review paper, including
the literature search and writing.

CONFLICTS OF INTEREST

The authors list no conflicts of interest in connection
with this work. There was no funding support for this
work.

REFERENCES

1. Kerr CE, Milne I, Kaptchuk TJ. William Cullen and a
missing mind-body link in the early history of placebos.
J R Soc Med. 2008;101:89-92.

2. Kaptchuk TJ, Kerr CE, Zanger A. Placebo controls,
exorcisms, and the devil. Lancet. 2009;374:1234-1235.

3. Crichton F, Petrie KJ. Accentuate the positive: counter-
acting psychogenic responses to media health messages in
the age of the Internet. J/ Psychosom Res. 2015;79:185-189.

4. Webster RK, Weinman J, Rubin GJ. A systematic review of
factors that contribute to nocebo effects. Heal Psychol.
2016;35:1334-1355.

483
Page 000007



Clinical Therapeutics

5.

10.

1.

12.

13.

14.

15.

. Benedetti

Szemerszky R, Domotor Z, Berkes T,
Koteles F. Attribution-based nocebo
effects. perceived effects of a pla-
cebo pill and a sham magnetic field
on cognitive performance and so-
matic symptoms. Int | Behav Med.
2016;23:204-213.

. Finniss DG, Kaptchuk TJ, Miller F,

Benedetti F. Placebo effects: biolo-
gival, clinical and ethical advances.
Lancet. 2010;375:686-695.

. Fields HL. Neurophysiology of pain

and pain modulation. Am | Med.
1984;77:2-8.

. Voudouris NJ, Peck CL, Coleman G.

The role of conditioning and verbal
expectancy in the placebo response.
Pain. 1990;43:121-128.

Pollo A.
New insights into placebo analgesia.
Curr Opin Anaesthesiol. 2003;16:515-
519.

Kong J, Spaeth R, Cook A, et al. Are
all placebo effects equal? Placebo

F, Rainero |,

pills, sham acupuncture, cue condi-
tioning and their association. PLoS
ONE. 2013:8.

Hall KT, Lembo AJ, Kirsch I, et al.
Catechol-O-methyltransferase val158-
met polymorphism predicts placebo
effect in irritable bowel syndrome.
PLoS ONE. 2012:7.

DJ, Van Al,
Haverkamp EA, et al. Role of con-

Bartels Laarhoven
ditioning and verbal suggestion in
placebo and nocebo effects on itch.
PLoS ONE. 2014:9.

Bartels DJ, Van Laarhoven Al, Van De
Kerkhof PC, Evers AW. Placebo and
nocebo effects on itch: effects, mecha-
nisms, and predictors. Eur J Pain (United
Kingdom). 2016;20:8-13.

Napadow V, Li A, Loggia ML, et al.
The imagined itch: brain circuitry sup-
porting nocebo-induced itch in atopic
dermatitis patients. Allergy Eur | Allergy
Clin Immunol. 2015;70:1485-1492.
Kirsch I. Antidepressants and the
placebo effect. Zeitschrift fur Psychol/
J Psychol. 2014;222:128-134.

. Price DD, Finniss DG, Benedetti F. A

comprehensive review of the placebo
effect: recent advances and current

484

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

thought. Annu Rev Psychol. 2008;59:
565-590.

Price DD, Milling LS, Kirsch |, et al.
An analysis of factors that contrib-
ute to the magnitude of placebo
analgesia in an experimental para-
digm. Pain. 1999;83:147-156.
Amanzio M, Benedetti F. Neurophar-
macological dissection of placebo an-
algesia: expectation-activated opioid
systems versus conditioning-activated
specific subsystems. J Neurosci. 1999;
19:484-494.

Reicherts P, Gerdes AB, Pauli P,
Wieser MJ. Psychological placebo
and nocebo effects on pain rely on
expectation and previous experience.
J Pain. 2016;17:203-214.

Petrie KJ, Broadbent EA, Kley N,
et al. Worries about modernity pre-
dict symptom complaints after
environmental pesticide spraying.
Psychosom Med. 2005;67:778-782.
Colloca L, Miller FG. The nocebo
effect and its relevance for clinical
practice. Psychosom Med. 2011;73:
598-603.

Enck P, Bingel U, Schedlowski M,
Rief W. The placebo response in
medicine: minimize, maximize or
personalize? Nat Rev Drug Discov. 2013;
12:191-204.

Finniss DG, Benedetti F. Mecha-
nisms of the placebo response and
their impact on clinical trials and
clinical practice. Pain. 2005;114:3-6.
Colloca L, Benedetti F. Placebos and
painkillers: is mind as real as matter?
Nat Rev Neurosci. 2005;6:545-552.
Dodd S, Dean O, Vian J, Berk M.
A review of the theoretical and bio-
logical understanding of nocebo
and placebo phenomena. Clin Ther.
2017;39.

Benedetti F, Amanzio M, Vighetti S,
Asteggiano G. The biochemical and
neuroendocrine bases of the hyper-
algesic nocebo effect. / Neurosci. 2006;
26:12014-12022.

Curie A, Yang K, Kirsch 1, et al. Placebo
responses in genetically determined
intellectual disability: a meta-analysis.
PLoS ONE. 2015;10:1-16.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Exhibit A40-4

Lachman HM, Papolos DF, Saito T,

et al. Human catechol-O-methyl-
transferase pharmacogenetics: descrip-
tion of a functional polymorphism and
its potential application to neuro-
psychiatric disorders. Pharmacogenetics.
1996;6:243-250.

Furmark T, Appel L, Henningsson S,
et al. A link between serotonin-
related gene polymorphisms, amyg-
dala activity, and placebo-induced
relief from social anxiety. / Neurosci.
2008;28:13066-13074.

Sherman R, Hickner J. Academic
physicians use placebos in clinical
practice and believe in the mind-
body connection. J Gen Intern Med.
2008;23:7-10.

Howick J, Bishop FL, Heneghan C,
et al. Placebo use in the United
Kingdom: results from a national
survey of primary care practitioners.
PLoS ONE. 2013;8:1-6.

Vickers AJ. Clinical trials of homeo-
pathy and placebo: analysis of a
scientific debate. J Altern Complement
Med. 2000;6:49-56.

Pollo A, Amanzio M, Arslanian A,

et al. Response expectancies in
placebo  analgesia and  their
clinical relevance. Pain. 2001;93:
77-84.

Atlas LY, Whittington RA, Lindquist
MA, et al. Dissociable influences of
opiates and expectations on pain.
J Neurosci. 2012;32:8053-8064.
Levine JD, Gordon NC. Influence of
the method of drug administration
on analgesic response. Nature. 1984;
312:755-756.

Testa M, Rossettini G. Enhance pla-
cebo, avoid nocebo: how contextual
factors affect physiotherapy out-
comes. Man Ther. 2016;24:65-74.
Kirsch |, Sapirstein G. Listening to
Prozac but hearing placebo: a meta-
analysis of antidepressant medica-
tion. Prev Treat. 1998;1:1-16.

Khan A, Warner HA, Brown WA.
Symptom reduction and suicide risk
in patients treated with placebo in
antidepressant clinical trials: an
analysis of the Food and Drug

Volume 39 Number 3
Page 000008



39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

Administration database. Arch Gen
Psychiatry. 2000;57:311-317.

Beutler LE. Prozac and placebo:
there’s a pony in there somewhere.
Prev Treat. 1998;1. No.

Klein DF. Listening to meta-analysis
but hearing bias. Prev Treat. 1998;1.
Article 6c.

Kirsch |, Moore TJ, Scoboria A,
Nicholls 'S. The

drugs: an analysis of antidepressant

emperor’s new
medication data submitted to the
U.S. Food and Drug Administration.
Prev Treat. 2002;5:1-11.

Rabkin JG, Markowitz JS, Stewart J,
et al. How blind is blind? Assess-
ment of patient and doctor
medication guesses in a placebo-
controlled trial of imipramine and
phenelzine. Psychiatry Res. 1986;19:
75-86.

Rutherford BR, Sneed JR, Roose SP.
Does study design influence out-
come? Psychother Psychosom. 2009;
78:172-181.

Walsh BT, Seidman SN, Sysko R,
Gould M. Placebo response in stud-
ies of major depression: variable, sub-
stantial, and growing. JAMA. 2002;
287:1840-1847.

Kirsch 1, Deacon BJ, Huedo-Medina
TB, et al. Initial severity and antidepres-
sant benefits: a meta-analysis of data
submitted to the Food and Drug
Administration. PLoS Med. 2008;5:
0260-0268.

Furukawa TA, Cipriani A, Atkinson
LZ, et al. Placebo response rates in
antidepressant trials: a systematic
review of published and unpublished
double-blind randomised controlled
studies. The Lancet Psychiatry. 2016;3:
1059-1066.

NP. Natural
seases: statistical designs and issues.
Clin ~ Pharmacol ~ Ther.  2016;100:
353-361.

Rutherford BR, Sneed JR, Roose SP.
Does differential drop-out explain

Jewell history of di-

the influence of study design on
antidepressant response? A meta-
analysis. | Affect Disord. 2012;140:
57-65.

March 2017

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Furukawa TA, Noma H, Caldwell
DM, et al. Waiting list may be a
nocebo condition in psychotherapy
trials: a contribution from network
meta-analysis. Acta Psychiatr Scand.
2014;130:181-192.

IC, BH
Williams RB, et al. Recovery expect-

Barefoot Brummett

ations and long-term prognosis of
patients with coronary heart dis-
ease. Arch Intern Med. 2011;171:
929-935.

Kaptchuk TJ, Friedlander E, Kelley
JM, et al. Placebos without decep-
tion: a randomized controlled trial
in irritable bowel syndrome. PLoS
ONE. 2010;5.

Sandler AD, Glesne CE, Bodfish JW.
Conditioned placebo dose reduc-
tion: a new treatment in attention-
deficit hyperactivity disorder? J Dev
Behav Pediatr. 2010;31:369-375.
Ader R, Mercurio MG, Walton ],
et al. Conditioned pharmacothera-
peutic effects: a preliminary study.
Psychosom Med. 2010;72:192-197.
Huskisson EC. Simple analgesics for
arthritis. Br Med J. 1974;4:196-200.
Fassler M, Meissner K, Kleijnen J,
et al. A systematic review found no
consistent difference in effect be-
tween more and less intensive placebo
interventions. J Clin Epidemiol. 2015;
68:442-451.

Posternak MA, Zimmerman M.
Therapeutic effect of follow-up as-
sessments on antidepressant and
placebo response rates in antidepres-
sant efficacy trials: meta-analysis. Br
J Psychiatry. 2007;190:287-292.
Weimer K, Colloca L, Enck P. Pla-
cebo effects in psychiatry: mediators
and moderators. The Lancet Psychia-
try. 2015;2:246-257.

Newcorn JH, Sutton VK, Zhang S,
et al. Characteristics of placebo re-
sponders in pediatric clinical trials of
attention-deficit/hyperactivity disorder.
J Am Acad Child Adolesc Psychiatry.
2009;48:1165-1172.

Cohen D, Consoli A, Bodeau N,
et al. Predictors of placebo response
in randomized controlled trials of

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

Exhibit A40-4

V. Chavarria et al.

psychotropic drugs for children and
adolescents with internalizing disor-
ders. | Child Adolesc Psychopharmacol.
2010;20:39-47.

Muthen B, Brown HC. Estimating
drug effects in the presence of pla-
cebo response: causal inference us-
ing growth mixture modeling. Stat
Med. 2009;28:3363-3385.
Papakostas GlI, Fava M. Does the
probability of receiving placebo influ-
ence clinical trial outcome? A meta-
regression of double-blind, randomized
clinical trials in MDD. Eur Neuropsycho-
pharmacol. 2009;19:34-40.

Quigley EMM, Tack J, Chey WD,
et al. Randomised clinical trials:
linaclotide phase 3 studies in IBS-C
—a analysis

prespecified  further

based on European Medicines
Agency-specified endpoints. Aliment
Pharmacol Ther. 2013;37:49-61.
Mallinckrodt C, Chuang-Stein C,
McSorley P, et al. A case study
randomized with-
and a double-blind

long-term trial for assessing the

comparing a
drawal trial
long-term efficacy of an antidepres-
sant. Pharm Stat. 2007;6:9-22.
Suchman AL, Ader R. Classic con-
ditioning and placebo effects in
crossover studies. Clin Pharmacol Ther.
1992;52:372-377.

Zelen M. A new design for random-
ized clinical trials. N Engl | Med.
1979;300:1242-1245.

Woods SW, Gueorguieva RV, Baker
CB, Makuch RW. Control group
bias in randomized atypical antipsy-
chotic medication trials for schizo-
phrenia. Arch Gen Psychiatry. 2005;62:
961-970.

Rief W, Nestoriuc Y, Weiss S, et al.
Meta-analysis of the placebo re-
sponse in antidepressant trials. / Affect
Disord. 2009;118:1-8.

Hrébjartsson A, Gegtzsche PC. Pla-
cebo interventions for all clinical
conditions. Cochrane Database Syst
Rev. 2010;20(1):CD003974.

Faasse K, Grey A, Jordan R, et al.
Seeing is believing: impact of social
modeling on placebo and nocebo

485
Page 000009



Clinical Therapeutics

70.

71.

72.

73.

responding. Heal Psychol. 2015;34:
880-885.

Rheker J, Winkler A, Doering BK,
Rief W. Learning to experience
side effects after antidepressant in-
take—results from a randomized,
controlled, double-blind study. Psy-
chopharmacology ~ (Berl). 2017;234:
329-338.

Edwards A, Elwyn G, Covey J, et al.
Presenting risk information—a review
of the effects of “framing” and other
manipulations on patient outcomes.
| Health Commun. 2001;6:61-82.

Di Blasi Z, Harkness E, Ernst E, et al.
Influence of context effects on health
outcomes: a systematic review. Lancet.
2001;357:757-762.

Data-Franco J, Berk M. The nocebo
effect: a clinicians guide. Aust N Z
J Psychiatry. 2013;47:617-623.

486

Exhibit A40-4

Address correspondence to: Seetal Dodd, MSc, PhD, University Hospital
Geelong, Barwon Health, PO Box 281, Geelong, Victoria 3220, Australia.

E-mail: seetald@barwonhealth.org.au

Volume 39 Number 3
Page 000010



INSIGHTS | PERSPECTIVES

Exhibit A40-4

NEUROSCIENCE

Nocebo effects can make you feel pain

Negative expectancies derived from features of commercial drugs elicit nocebo effects

By Luana Colloca

he mysterious phenomenon known

as the nocebo effect describes nega-

tive expectancies. This is in contrast to

positive expectancies that trigger pla-

cebo effects (). In evolutionary terms,

nocebo and placebo effects coexist to
favor perceptual mechanisms that anticipate
threat and dangerous events (nocebo effects)
and promote appetitive and safety behaviors
(placebo effects). In randomized placebo-
controlled clinical trials, patients that re-
ceive placebos often report
side effects (nocebos) that
are similar to those expe-
rienced by patients that
receive the investigational
treatment (2). Informa-
tion provided during the
informed consent process
and divulgence of adverse
effects contribute to nocebo
effects in clinical trials (7). y
Nocebo (and placebo) ef- <4
fects engage a complex set J
of neural circuits in the
central nervous system that
modulate the perception of touch, pressure,
pain, and temperature (I, 3, 4). Commercial
features of drugs such as price and labeling
influence placebos (5, 6). On page 105 of this
issue, Tinnermann et al. (7) show that price
also influences nocebo effects.

Tinnermann et al. evaluated the responses
of healthy participants who received two pla-
cebo creams labeled with two distinct prices
and presented in two boxes that had mar-
keting characteristics of expensive or cheap
medication. The creams were described as
products that relieve itch but induce local
pain sensitization (hyperalgesia). All creams,
including controls, were identical and con-
tained no active ingredients. Nocebo hy-
peralgesic effects were larger for the “more
expensive” cream than for the “cheaper”
cream. Combined corticospinal imaging
revealed that the expensive price value in-
creased activity in the prefrontal cortex.
Furthermore, brain regions such as the ros-
tral anterior cingulate cortex (rACC) and the
periaqueductal gray (PAG) encoded the dif-
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ferential nocebo effects between the expen-
sive and cheaper treatments. Expectancies
of higher pain-related side effects associated
with the expensive cream may have triggered
a facilitation of nociception processes at early
subcortical areas and the spinal cord [which
are also involved in placebo-induced reduc-
tion of pain (8)]. The rACC showed a deac-
tivation and favored a subsequent activation
of the PAG and spinal cord, resulting in an
increase of the nociceptive inputs. This sug-
gests that the rACC-PAG-spinal cord axis
may orchestrate the effects of pricing on no-
cebo hyperalgesia.

The anticipation of
painful stimulation makes
healthy study participants
perceive nonpainful and
low-painful stimulations as
painful and high-painful,
respectively (9). Verbally
induced nocebo effects are
as strong as those induced
through actual exposure
to high pain (9). More-
over, receiving a placebo
after simulating an effec-
tive analgesic treatment,
compared to receiving the same placebo
intervention after a treatment perceived as
ineffective, produces a 49.3% versus 9.7%
placebo-induced pain reduction, respectively
(10). The relationship between prior unsuc-
cessful or successful pain relief interventions
and placebo analgesic effects is linked to a
higher activation of the bilateral posterior in-
sula and reduced activation of the right dor-
solateral prefrontal cortex (17).

Informing patients that a treatment has
been stopped, compared to a covert treat-
ment interruption, alters the response to
morphine, diazepam, or deep-brain stimula-
tion in postoperative acute pain, anxiety, or
idiopathic Parkinson’s disease, respectively
(12). Patients openly informed about the in-
terruption of each intervention experience
a sudden increase of pain, anxiety, or bra-
dykinesia (a manifestation of Parkinson’s
disease), whereas patients undergoing a hid-
den interruption do not (72). Neuroimaging
approaches support the clinical observation.
For example, the action of the analgesic remi-
fentanil is overridden by activation of the
hippocampus that occurs when healthy par-
ticipants that receive heat pain stimulations
are misleadingly told that the remifentanil

Published by AAAS

administration was interrupted (13). These
findings provide evidence that communica-
tion of treatment discontinuation might, at
least in part, lead to nocebo effects with ag-
gravation of symptoms.

In placebo-controlled clinical trials, no-
cebo effects can influence patients’ clinical
outcomes and treatment adherence. It was
shown in a clinical trial that atorvastatin in-
duced in the same individuals an excess rate
of muscle-related adverse events in the non-
blinded (i.e., patients knew they were taking
atorvastatin), nonrandomized 3-year follow-
up phase but not in the initial blinded 5-year
phase when patients and physicians were
unaware of the treatment allocation (atorvas-
tatin or placebo) (74). Furthermore, mislead-
ing information about side effects for statins
via public claims has led to treatment discon-
tinuation and an increase in fatal strokes and
heart attacks (14).

Given that nocebo effects contribute to
perceived side effects and may influence
clinical outcomes and patients’ adherence to
medication, we should consider how to avoid
them in clinical trials and practices (15)—for
example, by tailoring patient-clinician com-
munication to balance truthful information
about adverse events with expectancies of
outcome improvement, exploring patients’
treatment beliefs and negative therapeutic
history, and paying attention to framing (i.e.,
treatment description) and contextual effects
(i.e., price). Through an understanding of the
physiological mechanisms, strategies could
be developed to reduce nocebo effects.
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ABSTRACT

Purpose: Placebos are commonly used in experi-
mental and patient populations and are known to
influence treatment outcomes. The mechanism of
action of placebos has been investigated by several
researchers. This review investigates the current
knowledge regarding the theoretical and biological
underpinning of the nocebo and placebo phenomena.

Method: Literature was searched using PubMed
using the following keywords: nocebo, placebo, u-
opioid, dopamine, conditioning, and expectancy. Rel-
evant papers were selected for review by the authors.

Findings: The roles of conditioning and expectancy,
and characteristics associated with nocebo and placebo
responses, are discussed. These factors affect nocebo and
placebo responses, although their effect sizes vary greatly,
depending on inter-individual differences and different
experimental paradigms. The neurobiology of the nocebo
and placebo phenomena is also reviewed, emphasizing
the involvement of reward pathways, such as the p-opioid
and dopamine pathways. Neurobiological pathways have
been investigated in a limited range of experimental
paradigms, with the greatest efforts on experimental
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models of placebo analgesia. The interconnectedness of
psychological and physiological drivers of nocebo and
placebo responses is a core feature of these phenomena.
Implications: Further research is needed to fully
understand the underpinnings of the nocebo and
placebo phenomena. Neurobiology pathways need to
be investigated in experimental paradigms that model
the placebo response to a broader range of pathologies.
Similarly, although many psychological factors and
inter-individual characteristics have been identified as
significant mediators and moderators of nocebo and
placebo responses, the factors identified to date are
unlikely to be exhaustive. (Clin Ther. 2017;39:469-
476) © 2017 Published by Elsevier HS Journals, Inc.
Key words: conditioning, dopamine, expectancy,
p-opioid, nocebo, pharmacology, placebo, treatment.

For the purpose of this review, a placebo response is an
improvement in clinical symptoms when a person is
administered an inert substance, whereas a nocebo
response is a worsening of clinical symptoms or the
experiencing of treatment-emergent adverse effects. Typi-
cally, a placebo tablet is administered in control arms of
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clinical trials and is manufactured to look identical to the
tablet in the active arm of a trial. Nocebo and placebo
responses are also sometimes used to describe unexpected
responses to active treatments that are not explained by
the known mechanism of action of the treatment. It may
not be possible to discern at an individual participant level
between true placebo or nocebo responses and fluctua-
tions in symptom severity due to the natural progression
of the illness; however, insightful placebo and nocebo
response data can often be obtained at a cohort level.
While the importance of the placebo effect is widely
understood, this is much less so for the nocebo effect. The
biological bases of the nocebo and placebo effects are only
now beginning to be unraveled. Attempts to understand
the causes of the placebo effect have increased in the last
50 years, as placebo-controlled clinical trials have become
the only accepted method for efficacy testing of new
pharmaceuticals and the problems associated with place-
bos have become more apparent. Insights have been
gained from exploring theoretical causes and influencing
factors of the effect, which have probed the mechanisms
underlying the phenomenon. This article reviews the
theoretical and biological underpinning of the nocebo
and placebo phenomena. A separate article also published
in this issue reviews the clinical importance of the nocebo
and placebo phenomena.

PSYCHOLOGICAL UNDERPINNINGS

There are a multitude of psychological elements that
have been identified as the leading factors under-
pinning the placebo and nocebo effects.

The most well-known theories pertaining to the
placebo and nocebo phenomena are the conditioning
and expectancy hypotheses. Conditioning can occur
when a person was pre-exposed to an active substance
and had a reaction that imprints in memory. When they
are then given an inert substance, they might respond to
the inert substance in the same or similar way as they
would to the active substance. A conditioned response is
a triggering of a memory loop and, therefore, is driven
by learning and adaptation.' The effect is mediated by
many variables. The conditioning hypothesis alone is
insufficient to explain the placebo and nocebo pheno-
mena, for example, the extinction phenomenon in classic
conditioning does not necessarily occur with placebos.

Expectancy occurs where a pre-existing belief, or
information received before being given an inert sub-
stance (or before reporting a response”), elicits a response
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to the inert substance predicated on what the person
thinks will happen. It is not necessary to have ever been
exposed to an active substance to have an expectation of
response. This may be responding to a treatment that is
not pharmacologically active because of a pre-existing
belief that the treatment either works or might cause a
specific reaction, and can be an important factor in
alternative therapies in which pharmacologically active
compounds are not included in the treatment.’ Similarly,
expectation can be a driver of inappropriate or over-
prescription of some medications, including antibiotics,
in a phenomenon that shares much in common with the
placebo effect.” As with conditioning, expectancy also
requires learning, which may come through direct receipt
of information, suggestion, social cues, or the interaction
of all these learning modalities.” Suggestion has also been
used experimentally to extinguish a conditioned placebo
response.® Extinction of a conditioned response requires
learning, which in the case of a placebo response can be
facilitated by suggestion, but may not necessarily occur
solely through repeated administration of a placebo.

Hope for improvement has also been suggested as a
driver of the placebo effect’ and this has face validity;
however, data have not been presented to support this
theory. A corollary, where despair is suggested to drive
the nocebo effect, has not been proposed in peer-
reviewed literature. However, personality traits have been
associated with placebo response,” leaving the possibility
open to an association between personality traits, such as
optimism and pessimism, being factors in the placebo
and nocebo phenomena. However, considerable work
needs to be done to unravel the relationship between
personality and placebo response, including expanding
the theoretic underpinnings of the association through
hypothesis-driven research in addition to the current
works that have focused on association between person-
ality measures and placebo response.” State and trait
variance are a limitation with personality measures” and
may be relevant for the placebo response, for example,
where there is variance in dependence.

The nature of the therapeutic alliance may also be a
driver of the nocebo effect, with a hostile—dependent
relationship being an exemplar. This relationship
pattern occurs when one party is dependent on an-
other, and the former is hostile or mistrusting of other
people. This is a not uncommon but poorly recognized
pattern in clinical practice, where people with insecure
attachment styles are forced into trusting a clinician,
and their interactional style makes this difficult Figure.
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Expectancy
(cortical)

Naloxone

NAcc

Amy

DOPA

PAG

A-Placebo

B-Nocebo

Figure. Summary of regions, circuits, and neurotransmitters implicated in placebo and nocebo. A-Placebo:
Expectation activates cortical area signaling of dopamine to the nucleus accumbens and p-opioid
to the periaqueductal gray and elsewhere in the brain (the amygdala and other regions: not shown).
The placebo effect is blocked by naloxone. B-Nocebo: Negative expectation has the opposite effect in
the dopamine signaling and also activates cholecystokinin from the prefrontal cortex to the
periaqueductal gray. The nocebo effect is blocked by proglumide. Amy = amygdala; CCK =
cholecystokinin; DOPA = dopamine; NAcc = nucleus accumbens; PAG = periaqueductal gray.

In an open-labeled study, 80 women with irritable
bowel syndrome were randomly assigned to placebo
with a persuasive rationale but without deception, or to
a control group with no treatment. Both groups received
the same patient—provider relationship and contact time.
Participants in the placebo-treated group had signifi-
cantly higher global improvement scores.'” In this study,
the placebo effect occurred even though the participants
were told they would be receiving an inert substance
“like sugar pills.” This may suggest that the placebo
effect has multiple drivers, including expectancy, as
participants were told that placebo “has been shown
to produce significant improvement to [irritable bowel
syndrome] symptoms,” as well as the importance of the
treatment rituals and therapeutic environment.

There is evidence that anxiety about the tolerability
or efficacy of a treatment can be a driver of the nocebo
effect. In a meta-analysis of placebo-treated participants
in clinical trials of duloxetine versus placebo, treatment-
emergent adverse events were reported more commonly
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in Phase II trials, then Phase III, and least in Phase IV.""
This suggests that a nocebo response is more likely for a
treatment that is more experimental and uncertain
compared with one that is more established.

Choice of treatment and sense of control was found
to influence both placebo and nocebo responses in an
experiment where healthy participants (n = 61) were
randomly assigned to choose between 2 equivalent
B-blocker medications or be assigned to the medications.
All study medications were actually placebos. There was
an increased placebo response in the choice group and
an increased nocebo response in the no-choice group.'”

Neurobiological Findings

Numerous experiments have revealed insights into
which regions of the brain are involved in the placebo
response and which biochemical processes are occur-
ring in association with placebo and nocebo events.
Imaging studies have often used a placebo analgesia
paradigm, as it is a reliable and convenient model.
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Many variation of the analgesia paradigm exist.
Placebos to replace psychotropic drugs are also a
reliable and convenient paradigm, and a placebo
antidepressant has been used for at least one imaging
study. The placebo and nocebo phenomenon has been
found in numerous medical conditions, across drug
classes, and in non-pharmacologic contexts. It may be
difficult to disentangle if a neurobiological response is
applicable to the placebo and nocebo phenomena in
general or only to a specific context or as treatment
for a specific stimulus. The Figure summarizes brain
regions, circuits, and neurotransmitters implicated in
placebo and nocebo phenomena.

Neuroanatomic Regions

Studies using functional nuclear magnetic imaging
(fMRI) and positron emission tomography (PET) have
identified multiple brain regions involved in the
placebo response. Several studies and a meta-analysis
have identified the thalamus, primary and secondary
somatosensory cortex, anterior cingulate cortex
(ACC), amygdala, basal ganglia, and right lateral
prefrontal cortex as brain regions; these were less
activated when measured by fMRI, when placebo
analgesia was used to modulate a response to a pain
stimulus.” PET studies of placebo analgesia have
identified the rostral ACC, prefrontal cortex, insula,
thalamus, amygdala, accumbens  and
periaqueductal gray using a p-opioid receptor radio-
tracers, and the basal ganglia using D2 and D3
receptor radiotracers as brain regions with neuro-
transmitter response to placebo analgesia.'”

In a deceptive placebo analgesia paradigm fMRI
study for visceral pain where participants are random-
ized to receive placebo and being told the substance is
inert or placebo and being told that the substance is an
analgesic, greater modulation by placebo analgesia of
the posterior insula and dorsolateral prefrontal cortex
was observed in women compared with men, although
the efficacy of placebo analgesia in controlling expected
or perceived pain did not differ between sexes.'* A
deceptive placebo analgesia paradigm fMRI study for
noxious heat pain, where placebos were labeled as a
popular branded original or a generic analgesic,
original branded and generic labeled placebos were
both associated with activation of the anterior insulae
at baseline and activation of the dorsomedial prefrontal
cortex after the interventions. Greater activation of
the bilateral dorsolateral (as well as dorsomedial)

nucleus
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prefrontal cortex (PFC) was observed for the placebo
labeled as the original brand. The placebo labeled as the
original brand was also associated with decreased pain
intensity compared with the generic-labeled placebo.'”
A recent PET study using a p-opioid receptor radio-
tracer, patients with major depressive disorder were
treated with placebo in a crossover study in which one
placebo was labeled “active” and the other “inactive,”
and told that the active treatment was a fast-acting
antidepressant and the inactive treatment was a control.
Active treatment was superior to inactive treatment for
placebo-induced opioid release in brain regions sub-
genual ACC, nucleus accumbens, amygdala, thalamus,
and hypothalamus.'® Placebo activation of endogenous
opioid neurotransmitters that bind to receptors in the
pregenual and subgenual rostral ACC, the dorsolateral
PFC, the insular cortex, and the nucleus accumbens,
has also been observed in an analgesia paradigm using
PET."” Substantial inter-individual variation has been
reported for brain regions involved in placebo response
to expectations of analgesia.'®

An fMRI study of 24 healthy adults investigated
neural activation in response to stimuli associated with
different expectations. In 3 separate sessions (ie, train-
ing, conditioning, and scanning sessions) on different
days, participants were subject to 12-second heat pain
stimulus to their right forearm. At the conditioning and
training sessions, participants skin was treated with an
inert cream before the heat pain stimulus. One cream
was labeled “lidocaine” (positive expectancy), one was
labeled “neutral,” and the third cream was labeled
“capsaicin” (negative expectancy). Difference between
positive and negative expectancy conditions were ob-
served, either pre or post stimulus, in the dorsal ACC,
right orbito-PFC, anterior insula, right dorsolateral
PFC, left ventral striatum, orbitofrontal cortex, peri-
aqueductal gray, and left operculum and putamen.'’
This experiment found that placebo and nocebo
expectancies have effects on different brain networks
in response to a pain stimulus.

There are limitations to using fMRI and PET to study
models of the nocebo and placebo effects. Firstly, most
experiments are conducted on health volunteers, so
important drivers of the placebo response, such as hope
and therapeutic alliance, are not included in the exper-
imental construct. Secondly, study participants are inside
a large piece of medical equipment, which is a specific
experimental environment. Thirdly, the experimental
environment limits the study design and duration.
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Neurochemical Processes

The placebo response has been associated with the
release of endorphins and dopamine, providing a neuro-
chemical explanation of the efficacy of placebo analge-
sia.'”” Early evidence of the elevation of endogenous
opioids in placebo analgesia was reported in 1978, when
Levine et al”’ used placebo as an analgesic for dental
postoperative pain and reversed the analgesic effects by
administering the opiate antagonist
Endorphin and dopamine release and opioid and
dopamine receptors are widely distributed, but are also
clustered in specific brain regions that correspond with
many of the regions identified by fMRI studies. There
are 3 major types of opioid receptor, p-opioid receptor,
8-opioid receptor, and k-opioid receptor, which can be
further divided into subtypes, and a fourth nociception
or orphanin receptor.”’ These receptors are widely
distributed through the brain and other organs, but
with differences in expression and distribution.”’ Opioid
receptors have a range of functions, including pain
modulation and their association with analgesia,
however, they are also associated with various
functions, including mood regulation, homeostasis, cell
proliferation, and neuroprotection.”'

Much placebo neurobiological research has focused
on analgesia, often investigating the p-opioid receptor.
Where major depressive disorder has been investi-
gated'® increased p-opioid neurotransmission has
been observed, similar to observations in analgesia
research, which may suggest similarities to, or be a
consequence of, using a similar research method.
Inter-individual variation in p-opioid neurotransmis-
sion has also been observed in a study of 50 healthy
controls with and without placebo administration,
where psychological trait scores measured with scales
for altruism, straightforwardness, and angry hostility
accounted for 25% of the variance in placebo analge-
sic response and also found that participants scoring
above the median in a composite score of all 3 traits
had increased p-opioid neurotransmission in response
to placebo administration.””

An experiment where hypertonic saline was injected
into the masseter muscle of 20 healthy individuals to
induce pain, with or without placebo analgesia,
was investigated using PET to examine changes in
dopamine and opioid neurotransmission. The study
used [C'']-labeled raclopride (selective for D, recep-
tors) and carfentanil (selective for p-opioid receptors).
Participants were asked to rate the efficacy of the

naloxone.

March 2017

Exhibit A40-4
S. Dodd et al.

analgesic and describe adverse events. Effective placebo
analgesia was associated with increased dopamine and
opioid neurotransmission in multiple brain regions. A
nocebo effect was identified in 5 participants who
reported increased pain intensity during placebo ad-
ministration. Nocebo responders showed decreased
dopamine and opioid neurotransmission in the same
brain regions where increased neurotransmission was
observed in placebo responders.”’

In a study where patients reporting mild perioperative
pain were given saline solution and were told that the
solution produced an increased pain (nocebo hyperanal-
gesia), pain was abolished when proglumide was added
to the solution. Proglumide is a cholecystokinin antago-
nist, which blocks both the CCK, and CCKg receptor
subtypes, suggesting that nocebo hyperanalgesia is medi-
ated at least in part by cholecystokinin.”*

PET studies have found that administration of a
placebo to people with Parkinson’s disease can induce
dopamine release in the striatum.”” Furthermore, in a
study of 24 participants with Parkinson’s disease
undergoing deep brain stimulation, the firing rate of
selected neurons was changed in participants who
showed a clinical response to placebo, but not in
nonresponders or partial responders to placebo. Mean
firing frequency decreased in subthalamic and substantia
nigra pars reticulata neurons and increased in ventral
anterior and anterior ventral lateral thalamus neurons.
The placebo effect had a duration of no more than 45
minutes. Other parts of the brain circuitry were not
measured.”® Another study found that placebo was
enhanced with preconditioning by apomorphine
exposure, with the greater number of exposures to
apomorphine associated with a greater change in
neuronal firing rates.””

Endocannabinoids have a role in placebo-induced
analgesia, as reported in a study analogous to the
1978 naloxone experiment that reported on the role
of endorphins.”” Placebo was effective as an analgesic
against tourniquet pain after preconditioning
participants to analgesia with either the opioid
morphine or the nonsteroidal anti-inflammatory drug
ketorolac. In these preconditioned participants, the
CB1 cannabinoid receptor antagonist rimonabant
reversed placebo analgesia after preconditioning with
ketorolac, but did not reverse placebo analgesia in
participants preconditioned with morphine.”®

Prostaglandin levels have also been found to
change in response to placebo. In an experiment,
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placebo was used to treat headache caused by high-
altitude (3,500 m) hypobaric hypoxia, after precondi-
tioning by treating headache with inhaled oxygen and
later giving placebo (sham) oxygen, or by precondi-
tioning with aspirin and later giving a placebo tablet.
In both scenarios, the placebos were effective for
reducing headache pain, but the analgesic effect of
placebo oxygen was superior to placebo aspirin.
Placebo oxygen was found to specifically reduce
salivary prostaglandin E,, mimicking the therapeutic
pathway of oxygen therapy, whereas placebo aspirin
had a more general effect on prostaglandin synthesis,
mimicking the effect of cyclooxygenase inhibition.””

Interaction of Psychological and Physiological
Factors

Placebo and nocebo responses occur within a psycho-
logical and physiological context. This context is critical
for all aspects of the response, including the neuro-
biological elements. The context includes characteristics
of the study or treatment in which the placebo or nocebo
effect is observed and characteristics of the study partic-
ipant or patient, as well as other characteristics, including
the environment in which the study or treatment is being
conducted. The doctor—patient relationship, for example,
can include trust, where untrustworthiness has been
associated with increased amygdala activity, and trust-
worthiness can be modulated by oxytocin.”” Trust may
be a characteristic not only of the active relationship,
but is powerfully influenced by personality and
developmental factors that set individuals levels of trust.
Similarly, hope and hopelessness have been associated
with serotonergic and noradrenergic systems,”” showing
the potential for variables relevant to placebo having a
direct effect on neurotransmitter systems directly
implicated in mood. Also relevant to the placebo
response, admiration and compassion by a participant
have been found through fMRI to result in a pattern of
activation within the posteromedial cortice.”’ Learned
helplessness  has
regulation.”” The relationship between pain and stress
and anxiety with the hypothalamic— pituitary—adrenal
axis and cortisol is well established.™

Negative and positive expectations, which are sug-
gested to be major drivers of the placebo and nocebo
responses, have been found to induce changes in reward
circuitry in the nucleus accumbens, and similarly, con-
ditioning may induce changes in learning mechanisms.*’

been found to effect serotonin
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DISCUSSION

The drivers of the placebo and nocebo phenomena may
be a synergy of multiple biological and psychological
variables, mediated by a further multitude of contextual
and individual variables. There is clear evidence of
physiological factors that underpin the phenomena, as
well as a contribution by psychological factors. This is
further complicated by considerable inter-individual
differences. Although there is consistency in the literature
in terms of which pathways are implicated in placebo
and nocebo responses, neurotransmitter activation does
not occur with all individuals experiencing the same
stimulus. Factors such as conditioning, expectancy, hope
and despair, wanting to please the experimenters, treat-
ment setting, caring nature of the clinician, and personal
beliefs about medications, all play a role.

Furthermore, while the placebo and nocebo effect has
been observed for treatment for a broad range of medical
conditions, it has only been carefully studied in exper-
imental models of a narrow range of conditions, espe-
cially pain and analgesia. It is possible, or even likely, that
the neural pathways involved in a placebo analgesia
response are different, or only partly overlapping, from
the neural pathways involved in a placebo response for a
different treatment. The investigation of the biological
and theoretical underpinning of the placebo and nocebo
phenomena is at an early stage and much additional
research is required.
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Nocebo Phenomena in Medicine

Their Relevance in Everyday Clinical Practice

Winfried Hauser, Ernil Hansen, Paul Enck

SUMMARY

Background: Nocebo phenomena are common in clinical practice and have
recently become a popular topic of research and discussion among basic
scientists, clinicians, and ethicists.

Methods: We selectively searched the PubMed database for articles published
up to December 2011 that contained the key words “nocebo” or “nocebo
effect.”

Results: By definition, a nocebo effect is the induction of a symptom perceived
as negative by sham treatment and/or by the suggestion of negative expec-
tations. A nocebo response is a negative symptom induced by the patient’s own
negative expectations and/or by negative suggestions from clinical staff in the
absence of any treatment. The underlying mechanisms include learning by
Pavlovian conditioning and reaction to expectations induced by verbal in-
formation or suggestion. Nocebo responses may come about through uninten-
tional negative suggestion on the part of physicians and nurses. Information
about possible complications and negative expectations on the patient’s part
increases the likelihood of adverse effects. Adverse events under treatment
with medications sometimes come about by a nocebo effect.

Conclusion: Physicians face an ethical dilemma, as they are required not just to
inform patients of the potential complications of treatment, but also to mini-
mize the likelihood of these complications, i.e., to avoid inducing them through
the potential nocebo effect of thorough patient information. Possible ways out
of the dilemma include emphasizing the fact that the proposed treatment is
usually well tolerated, or else getting the patient’s permission to inform less
than fully about its possible side effects. Communication training in medical
school, residency training, and continuing medical education would be desir-
able so that physicians can better exploit the power of words to patients’ bene-
fit, rather than their detriment.
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w ords are the most powerful tool a doctor pos-
sesses, but words, like a two-edged sword, can
maim as well as heal.“, Bernard Lown (el).

Doctor—patient communication and the patient’s
treatment expectations can have considerable conse-
quences, both positive and negative, on the outcome of
a course of medical therapy. The positive influence of
doctor—patient communication, treatment expectations,
and sham treatments, termed placebo effect, has been
known for many years (e2) and extensively studied (1).
The efficacy of placebo has been demonstrated for sub-
jective symptoms such as pain and nausea (1). The
Scientific Advisory Board of the German Medical
Association published a statement on placebo in medi-
cine in 2010 (2).

Method

The opposite of the placebo phenomenon, namely
nocebo phenomena, have only recently received wider
attention from basic scientists and clinicians. A search
of the PubMed database on 5 October 2011 revealed
151 publications on the topic of “nocebo,” compared
with over 150 000 on “placebo.” Stripping away from
the latter all articles in which “only” placebo-controlled
drug trials were reported left around 2200 studies
investigating current knowledge of the placebo effect.
In comparison, the data on the nocebo effect are sparse.
Of the 151 publications, only just over 20% were
empirical studies: the rest were letters to the editor,
commentaries, editorials, and reviews (Figure).

Our intention here is to portray the neurobiological
mechanisms of nocebo phenomena. Furthermore, in
order to sensitize clinicians to the nocebo phenomena
in their daily work we present studies on nocebo
phenomena in randomized placebo-controlled trials
and in clinical practice (medicinal treatment and sur-
gery). Finally, we discuss the ethical problems that
arise from nocebo phenomena which may be induced
by explanation of the proposed treatment in the course
of the patient briefing and describe possible solutions.

Definition of nocebo phenomena

The term “nocebo” was originally coined to give a
name to the negative equivalent of placebo phenomena
and distinguish between desirable and undesirable
effects of placebos (sham medications or other sham in-
terventions, for instance simulated surgery). “Nocebo”
was used to describe an inactive substance or
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ineffective procedure that was designed to arouse
negative expectations (e.g., giving sham medication
while verbally suggesting an increase in symptoms)
3).

“Placebo” and “nocebo” are meanwhile being used
in another sense: The effects of every medical treat-
ment, for example administration of drugs or psycho-
therapy, are divided into specific and non-specific. Spe-
cific effects are caused by the characteristic elements of
the intervention. The non-specific effects of a treatment
are called placebo effects when they are beneficial and
nocebo effects when they are harmful.

Placebo and nocebo effects are seen as psychobi-
ological phenomena that arise from the therapeutic con-
text in its entirety, including sham treatments, the pa-
tients’ treatment expectations and previous experience,
verbal and non-verbal communications by the person
administering the treatment, and the interaction be-
tween that person and the patient (4). The term “nocebo
effect” covers new or worsening symptoms that occur
during sham treatment e.g., in the placebo arm of a
clinical trial or as a result of deliberate or unintended
suggestion and/or negative expectations. “Nocebo re-
sponse” is used to mean new and worsening symptoms
that are caused only by negative expectations on the
part of the patient and/or negative verbal and non-
verbal communications on the part of the treating
person, without any (sham) treatment (5).

Experimental nocebo research
Experimental nocebo research aims to answer three
central questions:

® Are nocebo effects caused by the same psycho-
logical mechanisms as placebo effects, i.e., by learn-
ing (conditioning) and reaction to expectations?

® Are placebo and nocebo effects based on the same
or different neurobiological events?

® Are the predictors of nocebo effects different from
those of placebo effects?

Psychological mechanisms

The proven mechanisms of the placebo response
include learning by Pavlovian conditioning and reac-
tion to expectations aroused by verbal information or
suggestion (6). Learning experiments with healthy pro-
bands have shown that worsening of symptoms of
nausea (caused by spinning on a swivel chair) can be
conditioned (7). Expectation-induced cutaneous hyper-
algesia could be produced experimentally through ver-
bal suggestion alone (8). Social learning by observation
led to placebo analgesia on the same order as direct
experience by conditioning (9).

Nocebo responses can also be demonstrated in
patients. In an experimental study, 50 patients with
chronic back pain were randomly divided into two
groups before a leg flexion test: One group was in-
formed that the test could lead to a slight increase in
pain, while the other group was told that the test had no
effect on pain level. The group with negative in-
formation reported stronger pain (pain intensity 48.1
[standard deviation (SD) 23.7] versus 30.2 [SD 19.6]
on a 101-point scale) and performed fewer leg flexions
(52.1 [SD 12.5] versus 59.7 [SD 5.9]) than the group
with neutral instruction (10).
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It can be concluded from these studies that both
placebo and nocebo responses can be acquired via all
kinds of learning. If such reactions occur in everyday
clinical practice, one must assume that they arise from
the patient’s expectations or previous learning experi-
ences (5).

Neurobiological correlates

A key part in the mediation of the placebo response is
played by a number of central chemical messengers.
Especially dopamine and endogenous opiates have
been demonstrated to be central mediators of placebo
analgesia. These two neurobiological substrates have
also been shown to play a part in the nocebo response
(hyperalgesia): While secretion of dopamine and en-
dogenous opioids is increased in placebo analgesia, this
reaction is decreased in hyperalgesia (11). Because
worsening of symptoms e.g., increased sensitivity to
pain is often associated with anxiety, other central pro-
cesses play a part, e.g., the neurohormone cholecystoki-
nin (CCK) in pain (12). To date, a genetic predisposi-
tion to placebo response has been demonstrated only
for depression and social anxiety (e3); such a predis-
position to nocebo response has so far not been shown
(e4).

Interindividual variation
Sex is a proven predictor of the placebo response and
also exerts some influence on the nocebo response. In
the above-mentioned study on the aggravation of symp-
toms of nausea, women were more susceptible to con-
ditioning and men to generated expectations (6).
Identification of predictors of nocebo responses is a
central goal of ongoing investigations. The aim is to
pinpoint groups at risk of nocebo responses, for
example patients with high levels of anxiety, and opti-
mize the therapeutic context accordingly (13).

Generation of nocebo responses hy doctor—
patient and nurse-patient communication

The verbal and non-verbal communications of phy-
sicians and nursing staff contain numerous uninten-
tional negative suggestions that may trigger a nocebo
response (14).

Patients are highly receptive to negative suggestion,
particularly in situations perceived as existentially
threatening, such as impending surgery, acute severe
illness, or an accident. Persons in extreme situations are
often in a natural trance state and thus highly sugges-
tible (15, 16). This state of consciousness leaves those
affected vulnerable to misunderstandings arising from
literal interpretations, ambiguities, and negative sug-
gestion (Box).

In medical practice the assumption is that the
patient’s pain and anxiety are minimized when a pain-
ful manipulation is announced in advance and any
expression of pain by the patient is met with sympathy.
A study of patients receiving injections of radiographic
substances showed that their anxiety and pain were
heightened by the use of negative words such as
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Unintended negative suggestion in everyday clinical
practice (after 15, e5, e6)
® Causing uncertainty

“This medication may help.”

“Let's try this drug.”

“Try to take your meds regularly.”

® Jargon
“We're wiring you up now.” (connection to the monitoring device)
“Then we'll cut you into lots of thin slices.” (computed tomography)
“Now we're hooking you up to the artificial nose.” (attaching an oxygen mask)
“We looked for metastases—the result was negative.”

©® Ambiguity
“We'll just finish you off.” (preparation for surgery)

“We're putting you to sleep now, it'll soon be all over.” (induction of
anesthesia)

“I'l just fetch something from the ‘poison cabinet’ (secure storage for
anesthetics), then we can start.”

® Emphasizing the negative
“You are a high-risk patient.”
“That always hurts a lot.”

“You must strictly avoid lifting heavy objects—you don’t want to end up
paralyzed.”

“Your spinal canal is very narrow—the spinal cord is being compressed.”

® Focusing attention
“Are you feeling nauseous?” (recovery room)
“Signal if you feel pain.” (recovery room)

® |neffective negation and trivialization
“You don't need to worry.”
“It's just going to bleed a bit.”

“sting,” “burn,” “hurt,” “bad,” and “pain” when ex-
plaining the procedure or expressing sympathy (17). In
another study, injection of local anesthetic preparatory
to the induction of epidural anesthesia in women about
to give birth was announced by saying either “We are
going to give you a local anesthetic that will numb the
area so that you will be comfortable during the pro-
cedure” or “You are going to feel a big bee sting; this is
the worst part of the procedure.” The perceived pain
was significantly greater after the latter statement
(median pain intensity 5 versus 3 on an 11-point scale)

(18).
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Systematic reviews: discontinuation rates in placebo arms of randomized trials owing to adverse events
rate (%)
Primary and secondary prevention of cardiovascular diseases: 4-26*
statins
e10 Multiple sclerosis: immune modulators 56 1(95% Cl: 1.6-2.7)
e10 Multiple sclerosis: symptomatic treatment 44 4 (95% Cl: 1.5-3.3)
el Acute treatment of migraine 59 3(95% CI: 0.2-0.5)
el Prevention of migraine 31 4.8 (95% Cl: 3.3-6.5)
el Prevention of tension headache 4 4 (95% Cl: 1.3-12.1)
22 Painful peripheral diabetic polyneuropathy 62 8 (95% ClI: 5.1-6.6)
22 Fibromyalgia syndrome 58 5(95% Cl: 8.6-10.7)
Cl = confidence interval; * no data on pooled discontinuation rates
The patient’s expectations compared to the verum and placebo arms of the SSRI

Just as the announcement that a drug is going to be
given can provoke its side effects even if it is not ac-
tually administered, telling headache patients that they
are going to experience a mild electric current or an
electromagnetic field (e.g., from cell phones) produces
headaches (e7). The symptoms of Parkinson’s disease
patients undergoing deep brain stimulation are more
pronounced if they know their brain pacemaker is
going to be turned off than if they do not know (e8).

Nocebo phenomena in drug treatment
Researchers distinguish true placebo effects from per-
ceived placebo effects. The true placebo effect is the
whole effect in the placebo group minus non-specific
factors such as natural disease course, regression to the
mean, and unidentified parallel interventions. The true
placebo effect can be quantified only by comparing a
placebo group and an untreated group (19). The true
nocebo effect in double-blind drug trials thus includes
all negative effects in placebo groups minus non-
specific factors such as symptoms from the treated
disease or comorbid conditions and adverse events of
accompanying medication (4). The nocebo effects in
drug trials referred to below are perceived rather than
“true” nocebo effects.

Adverse event profile and discontinuation rates in placebo
groups of randomized trials

A systematic review showed that in randomized con-
trolled trials (RCTs) of migraine (69 studies in total, 56
of them with triptans, 9 with anticonvulsants, and 8
with non-steroidal antirheumatic drugs), the side effect
profile of placebo corresponded with that of the “true”
drug being tested (20). A systematic review of RCTs of
tricyclic antidepressants (TCAs; 21 studies) and selec-
tive serotonin reuptake inhibitors (SSRIs; 122 studies)
revealed a significantly higher rate of adverse events in
both the verum and placebo arms of the TCA trials

trials. Patients given TCA placebos were significantly
more likely to report dry mouth (19.2% versus 6.4%),
vision problems (6.9% versus 1.2%), fatigue (17.3%
versus 5.5%), and constipation (10.7% versus 4.2%)
than patients taking SSRI placebos (21).

The side effects of medications therefore depend on
what adverse events the patients and their treating
physicians expect (20, 21). Rates of discontinuation
owing to adverse effects of placebo in double-blind
trials on patients with various diseases are presented in
Table 1.

Problems in evaluating side effects of drugs

The methods used for recording adverse events in-
fluence the type and the frequency of effects reported:
Patients specify more adverse events when checking
off a standardized list of symptoms than when they
report them spontaneously (21). In a large proportion of
double-blind drug trials, the way in which subjective
drug side effects were recorded is described inad-
equately or not at all (22). The robustness of the data on
which summaries of product characteristics and pack-
age inserts are based must therefore be seen in a critical
light.

The problems in evaluating side effects of drugs in
RCTs also apply in everyday clinical practice. Is the
symptom reported by the patient—nausea, for
example—a side effect of medication, a symptom of
the disease being treated, a symptom of another
disease, or a (temporary) indisposition unconnected
with either the drug or the disease?

Nocebo effects during drug treatment in everyday clinical practice
Nocebo effects have been described in (Table 2):
® Drug exposure tests in the case of known drug
allergy
® Perioperative administration of drugs
® Finasteride in benign prostate hyperplasia
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Noceho effects in clinical studies
Reference Diagnosis Number of
patlents
Case series: exposure test in known drug 27% reported adverse events (nausea, stomach pains, itching) ol
allergy placebo
el3 Case series: exposure test in known drug | 435 32% reported adverse events (nausea, stomach pains, itching) on
allergy placebo
e14 Two RCTs: fatigue in advanced cancer 105 79% reported sleep problems, 53% loss of appetite, and 33% nausea on
placebo*
e1b RCT: perioperative administration of drugs | 360 Undesired effects were reported by 5-8% of patients in the sodium chlo-
ride group, 8% of patients in the midazolam-placebo group, and 3-8% of
patients in the fentanyl-placebo group
e16 RCT: finasteride in benign prostate 107 Blinded administration of finasteride led to a significantly higher rate of
hyperplasia sexual dysfunction (44%) in the group that was informed of this possible
effect than in the group that was not informed (15%)
el7 RCT: 50 mg atenolol in coronary heart 96 Rates of sexual dysfunction: 3% in the group that received information on
disease neither drug nor side effect, 16% in the group that was informed about the
drug but not about the possibility of sexual dysfunction, 31% in the group
that was told about both the drug and the possible sexual dysfunction
e18 RCT: 100 mg atenolol in coronary heart 14 Rates of sexual dysfunction: 8% in the group that received information on
disease neither drug nor side effect, 13% in the group that was informed about the
drug but not about the possibility of sexual dysfunction, 32% in the group
that was told about both the drug and the possible sexual dysfunction
e19,e20 Acetylsalicylic acid versus sulfinpyrazone | 555 Inclusion of gastrointestinal side effects in the patient briefing at two of the
in unstable angina pectoris three study centers led to a six-fold rise in the rate of discontinuation
owing to subjective gastrointestinal side effects. The study centers with
and without briefing on gastrointestinal side effects showed no difference
in the frequency of gastrointestinal bleeding or gastric or duodenal ulcers
23 Controlled study of lactose intolerance 126 44% of persons with known lactose intolerance and 26% of those without
lactose intolerance complained of gastrointestinal symptoms after sham
administration of lactose
e21 Case report from RCT of antidepressants | 1 Severe hypotension requiring volume replacement after swallowing 26
placebo tablets with suicidal intent

*Worse ratings for sleep, appetite, and fatigue before the study were associated with a higher rate of reported adverse events; RCT = randomized controlled trial

® Beta-blocker treatment of cardiovascular diseases

® Symptomatic treatment of fatigue in cancer pa-
tients

® [actose intolerance.

The lactose content of tablets varies between 0.03 g

Gesellschaft fiir Schmerztherapie e.V.) and the German
Pain League (Deutsche Schmerzliga e.V.) questioned
600 patients who had been switched to an oxycodone-
containing generic preparation. Ninety percent were
less satisfied with the analgesic effect, and 61%

and 0.5 g. Small amounts of lactose (up to 10 g) are tol-
erated by almost all lactose-intolerant individuals.
Therefore, complaints of gastrointestinal symptoms by
lactose-intolerant patients who have been told by the
physician or have found out for themselves that the tab-
lets they are taking contain lactose may represent a
nocebo effect (23).

In Germany, the aut idem ruling by which pharma-
cists may substitute a preparation with identical active
ingredients for the product named on the prescription
and discount agreements have led to complaints from
patients and physicians of poor efficacy or increased
adverse effects after switching to generic preparations.
A cross-sectional survey conducted on behalf of the
German Association of Pain Treatment (Deutsche
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reported increased pain intensity (German-language
source: Uberall M: IQUISP Gutachten [Fokusgruppe
Oxycodonhaltige WHOIII Opioide] Querschnittsbefira-
gung zu den psychosozialen Folgen einer Umstellung
von Originalprdparaten auf Generika bei chronisch
schmerzkranken Menschen im Rahmen einer stabilen/
zufriedenstellenden Behandlungssituation. Uberall M:
IQUISP Expert Report [Focus Group Oxycodone-
containing WHO III Opioids]: cross-sectional survey
on the psychosocial consequences of substituting orig-
inal preparations with generics for treatment of chronic
pain in a stable/satisfactory treatment context [talk held
on 8 March 2008 at a symposium sponsored by
Mundipharma during the 19" German Interdisciplinary
Pain Congress]).
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A qualitative systematic review showed that patients
with increased anxiety, depressivity, and somatization
tendency are at greater risk of adverse events after
switching to generic preparations (24). It must be
discussed whether critical statements by medical
opinion leaders (e22) and representatives of patients’
self-help organizations (e23) on the substitution of
powerful opioid preparations by generic equivalents
might not be leading to nocebo effects. In the words of
one such statement: “The consequences of substitution
are always the same: more pain or more adverse
events” (e23).

Expectations that a treatment will be poorly toler-
ated, whether based on experience or induced by
information from the media or trusted third parties,
may bring about nocebo effects. A systematic review
and meta-analysis found a robust association between
the expectation and the occurrence of nausea after
chemotherapy (e24).

Ethical implications and the dilemma of the
patient briefing

On one hand physicians are obliged to inform the
patient about the possible adverse events of a proposed
treatment so that he/she can make an informed decision
(€25). On the other, it is the physician’s duty to mini-
mize the risks of a medical intervention for the patient,
including those entailed by the briefing (25). However,
the studies just cited show that the patient briefing can
induce nocebo responses.

The following strategies are suggested to reduce this
dilemma:

Focus on tolerability: Information about the fre-
quency of possible adverse events can be formulated
positively (“the great majority of patients tolerate this
treatment very well”) or negatively (“5% of patients
report...”) (4). A study on briefing in the context of
influenza vaccination showed that fewer adverse events
were reported after vaccination by the group told what
proportion of persons tolerated the procedure well than
by those informed what proportion experienced
adverse events (€26).

Permitted non-information: Before the prescrip-
tion of a drug, the patient is asked whether he/she
agrees to receive no information about mild and/or
transient side effects. The patient must, however, be
briefed about severe and/or irreversible side effects (5).
“A relatively small proportion of patients who take
Drug X experience various side effects that they find
bothersome but are not life threatening or severely im-
pairing. Based on research, we know that patients who
are told about these sorts of side effects are more likely
to experience them than those who are not told. Do you
want me to inform you about these side effects or not?”
(5).

To respect patients’ autonomy and preferences, they
can be given a list of categories of possible adverse
events for the medication/procedure in question. Each
individual patient can then decide which categories of
side effects he/she definitely wants to be briefed about

Exhibit A40-4

and for which categories information can be dispensed
with (e27).

Patient education: A systematic review (four
studies, 400 patients) of patients with chronic pain
showed that training from a pharmacist—e.g., general
information on medicinal and non-medicinal pain treat-
ment or on the recording of possible side effects of
drugs and guidance in the case of their occurrence—re-
duced the number of side effects of medications from
4.6 to 1.6 (95% confidence interval of difference:
0.7-5.3) (e28).

Perspectives

Communication training with actor-patients or role-
plays during medical studies or in curricula for psycho-
somatic basic care impart the ability to harness the
“power” of the physician’s utterances selectively for
the patient’s benefit (e29, e30). Skill in conveying posi-
tive suggestions and avoiding negative ones should also
receive more attention in nurse training.

The German Medical Association’s recommen-
dations on patient briefing, published in 1990 (e25),
urgently require updating. The points that need to be
discussed include, for example, whether it is legitimate
to express a right of the patient not to know about com-
plications and side effects of medical procedures and
whether this must be respected by the physician.
Furthermore, it has to be debated whether some pa-
tients might not be left confused and uncertain by their
inability to follow the legally mandatory comprehen-
sive information on potential complications of medical
treatments that is found, for example, on package in-
serts or multipage information and consent documents.

Conflict of interest statement

Dr. Hauser has received reimbursement of congress and training course fees
and travel costs from Eli Lilly and the Falk Foundation, and lecture fees from
Eli Lilly, the Falk Foundation, and Janssen-Cilag.

Prof. Hansen has received research funds from Sorin, Italy.

Prof. Enck declares that no conflict of interest exists.

Manuscript received on 28 January 2012, revised version accepted on 28
March 2012.

Translated from the original German by David Roseveare.

REFERENCES

1. Hrébjartsson A, Gatzsche PC: Placebo interventions for all clinical

conditions. Cochrane Database Syst Rev 2010; (1): CD003974.

2. Wissenschaftlicher Beirat der Bundesarztekammer: Stellungnahme
des Wissenschaftlichen Beirats der Bundesérztekammer ,Placebo in
der Medizin“. www.bundesaerztekammer.de/downloads/StellPlacebo
2010.pdf, Last accessed on 09 November 2011.

. Kennedy WP: The nocebo reaction. Med World 1961; 95: 203-5.

. Colloca L, Sigaudo M, Benedetti F: The role of learning in nocebo and
placebo effects. Pain 2008; 136: 211-8.

. Colloca L, Miller FG: The nocebo effect and its relevance for clinical
practice. Psychosom Med 2011; 73: 598—-603.

. Enck P, Benedetti F, Schedlowski M: New insights into the placebo and
nocebo responses. Neuron 2008; 59: 195—206.

. Klosterhalfen S, Kellermann S, Braun S, Kowalski A, Schrauth M, Zipfel
S, Enck P: Gender and the nocebo response following conditioning and
expectancy. J Psychosom Res 2009; 66: 323-8.

. Benedetti F, Lanotte M, Lopiano L, Colloca L: When words are painful:
unraveling the mechanisms of the nocebo effect. Neuroscience 2007;
147:260-71.

B~ ow

o

(2]

~

[o2)

Deutsches Arzteblatt International | Dtscl?/&glﬁnt Qﬁaﬁhaﬁ 459-65



® Every medical treatment (e.g., drug administration,
psychotherapy) has specific and non-specific effects.
Specific effects result from the characteristic elements
of the intervention. The beneficial non-specific effects of
a treatment are referred to as placebo effects, the harm-
ful ones as nocebo effects.

® Placebo and nocebo effects are viewed as psycho-
biological phenomena that arise from the therapeutic
context in its entirety (sham treatments, the patients’
treatment expectations and previous experience, verbal
and non-verbal communications by the person adminis-
tering the treatment, and the interaction between that
person and the patient).

® Nocebo responses may result from unintended negative
suggestion by physicians or nurses.

® The frequency of adverse events is increased by brief-
ing patients about the possible complications of treat-
ment and by negative expectations on the part of the
patient.

® Some of the subjective side effects of drugs can be at-
tributed to nocebo effects.

9. Colloca L, Benedetti F: Placebo analgesia induced by social observa-
tional learning. Pain 2009; 144: 28-34.

10. Pfingsten M, Leibing E, Harter W, et al.: Fear-avoidance behavior
and anticipation of pain in patients with chronic low back pain: a
randomized controlled study. Pain Med 2001; 2: 259-66.

11. Scott DJ, Stohler CS, Egnatuk CM, Wang H, Koeppe RA, Zubieta JK:
Placebo and nocebo effects are defined by opposite opioid and
dopaminergic responses. Arch Gen Psychiatry 2008; 65: 220-31.

12. Benedetti F, Amanzio M, Vighetti S, Asteggiano G: The biochemical and
neuroendocrine bases of the hyperalgesic nocebo effect. J Neurosci
2006; 26: 12014-22.

13. Mitsikostas DD: Nocebo in headaches: implications for clinical practice
and trial design. Curr Neurol Neurosci Rep 2012; 12: 132—7.

Deutsches Arzteblatt International | Dtsch Arztebl Int 201 2; 109(26): 459-65

Exhibit\40+4 | N E

14. Hansen E, Bejenke C: Negative und positive Suggestionen in der Anés-
thesie — Ein Beitrag zu einer verbesserten Kommunikation mit &ng-
stlichen Patienten bei Operationen. Anaesthesist 2010; 59: 199-209.

15. Bejenke CJ: Suggestive communication: its wide applicability in
somatic medicine. In: Varga K (ed.). Beyond the words: communication
and suggestion in medical practice. New York: Nova Science Pub-
lishers 2011; 83-96.

16. Cheek D: Importance of recognizing that surgical patients behave as
though hypnotized. Am J ClinHypnosis 1962; 4: 227-31.

17. Lang EV, Benotsch EG, Fick LJ, et al.: Adjunctive non-pharmacological
analgesia for invasive medical procedures: a randomised trial. Lancet
2000; 355: 1486-90.

18. Varelmann D, Pancaro C, Cappiello EC, Camann WR: Nocebo-induced
hyperalgesia during local anesthetic injection. Anesth Analg 2010;
110: 868—70.

19. Emst E, Resch KL: Concept of true and perceived placebo effects. BMJ
1995; 311: 551-3.

20. Amanzio M, Corazzini LL, Vase L: A systematic review of adverse
events in placebo groups of anti-migraine clinical trials. Pain 2009;
146: 261-9.

. Rief W, Nestoriuc Y, von Lilienfeld-Toal A, et al.: Differences in adverse
effect reporting in placebo groups in SSRI and tricyclic antidepressant
trials: a systematic review and meta-analysis. Drug Saf 2009; 32:
1041-56.

. Hauser W, Bartram C, Bartram-Wunn E, Télle T: Systematic review:
Adverse events attributable to nocebo in randomised controlled drug
trials in fibromyalgia syndrome and painful diabetic peripheral neu-
ropathy. Clin J Pain 2012; 28: 437-51.

23. Vernia P, Di Camillo M, Foglietta T: Diagnosis of lactose intolerance and
the ,nocebo” effect: the role of negative expectations. Dig Liver Dis
2010; 42: 616-9.

24, Weissenfeld J, Stock S, Liingen M, Gerber A: The nocebo effect: a rea-
son for patients’ non-adherence to generic substitution? Pharmazie
2010; 65: 451-6.

25. Miller FG, Colloca L: The placebo phenomenon and medical ethics:
rethinking the relationship between informed consent and risk-benefit
assessment. Theor Med Bioeth 2011; 32: 229-43.

2

=

2

N

Corresponding author

PD Dr. med. Winfried Hauser

Klinik Innere Medizin 1, Klinikum Saarbriicken, Winterberg 1
66119 Saarbriicken, Germany
whaeuser@Kklinikum-saarbruecken.de

@ For eReferences please refer to:
www.aerzteblatt-international.de/ref2612




MEDICINE

REVIEW ARTICLE

Exhibit A40-4

Nocebo Phenomena in Medicine

Their Relevance in Everyday Clinical Practice

Winfried Hauser, Ernil Hansen, Paul Enck

eReferences

el.

e2.

e3.

ed.

ed.

€6.

e7.

8.

€9.

e10.

ell.

e12.

el13.

el4.

elb.

e16.

Lown B: Die verlorene Kunst des Heilens. Stuttgart: Schattauer,
2004.

Beecher HK: The powerful placebo. J Am Med Assoc 1955; 159:
1602-6.

Furmark T, Appel L, Henningsson S, et al.: A link between seroto-
nin-related gene polymorphisms, amygdala activity, and placebo-
induced relief from social anxiety. J Neurosci 2008; 28:
13066-74.

Kaptchuk TJ, Kelley JM, Deykin A, et al.: Do ,placebo responders*
exist? Contemp Clin Trials 2008; 29: 587-95.

Hansen E, Zimmermann M, Diinzl G: Hypnotische Kommunikation
mit Notfallpatienten. Notfall Rettungsmed 2010; 13: 314-21.

Hansen E: Negativsuggestionen in der Medizin. Z Hypnose Hyp-
nother 2011; 6: 65-82.

Stovner LJ, Oftedal G, Straume A, Johnsson A: Nocebo as head-
ache trigger: evidence from a sham-controlled provocation study
with RF fields. Acta Neurol Scand 2008; 188 (Suppl): 67—71.

Mercado R, Constantoyannis C, Mandat T, Kumar A: Expectation
and the placebo effect in Parkinson's disease patients with sub-
thalamic nucleus deep brain stimulation. Movement Disorders
2006; 21: 1457-11461.

Rief W, Avorn J, Barsky AJ: Medication-attributed adverse effects
in placebo groups: implications for assessment of adverse ef-
fects. Arch Intern Med 2006; 166: 155-60.

Papadopoulos D, Mitsikostas DD: Nocebo effects in multiple
sclerosis trials: a meta-analysis. Mult Scler 2010; 16: 816—-28.

Mitsikostas DD, Mantonakis LI, Chalarakis NG: Nocebo is the
enemy, not placebo. A meta-analysis of reported side effects after
placebo treatment in headaches. Cephalalgia 2011; 31: 550-61.

Liccardi G, Senna G, Russo M, et al.: Evaluation of the nocebo ef-
fect during oral challenge in patients with adverse drug reactions.
J Investig Allergol Clin Immunol 2004; 14: 104—7.

Lombardi C, Gargioni S, Canonica GW, Passalacqua G: The noce-
bo effect during oral challenge in subjects with adverse drug
reactions. Eur Ann Allergy Clin Immunol 2008; 40: 138—-41.

de la Cruz M, Hui D, Parsons HA, Bruera E: Placebo and nocebo
effects in randomized double-blind clinical trials of agents for the
therapy for fatigue in patients with advanced cancer. Cancer
2010; 116: 766-74.

Manchikanti L, Pampati VKim Damron K: The role of placebo and
nocebo effects of perioperative administration of sedatives and
opioids in interventional pain management. Pain Physician 2005;
8: 349-55.

Mondaini N, Gontero P, Giubilei G, et al.: Finasteride 5 mg and
sexual side effects: how many of these are related to a nocebo
phenomenon? J Sex Med 2007; 4. 1708—12.

el7.

e18.

e19.

e20.

e21.

e22.

€23.

e24.

€25.

€26.

e27.

e28.

€29.

€30.

Silvestri A, Galetta P, Cerquetani E, et al.: Report of erectile dys-
function after therapy with beta-blockers is related to patient
knowledge of side effects and is reversed by placebo. Eur Heart J
2003; 24: 1928-32.

Cocco G: Erectile dysfunction after therapy with metoprolol: the
Hawthorne effect. Cardiology 2009; 112: 174—7.

Cairns JA, Gent M, Singer J, et al.: Aspirin, sulfinpyrazone, or both
in unstable angina. Results of a Canadian multicenter trial. N Engl
J Med 1985; 313: 1369-75.

Myers MG, Cairns JA, Singer J: The consent form as a possible
cause of side effects. Clin Pharmacol Ther 1987; 42: 250-3.

Reeves RR, Ladner ME, Hart RH, Burke RS: Nocebo effects with
antidepressant clinical drug trial placebos. Gen Hosp Psychiatry
2007; 29: 275-7.

Resolution des Deutschen Schmerztages 2008. SparmaBnahmen
im Gesundheitswesen verletzen Grundrecht auf Leben und kor-
perliche Unversehrtheit. www.schmerz-therapie-deutschland.de/
pages/presse/2008/2008_03_08_PM_12_Resolution.pdf. Last
accessed on 18 September 2011,

Koch M: Petitionsausschuss Deutscher Bundestag 9.5.2011.
www.bundestag.de/dokumente/textarchiv/
2011/34316512_kw19_pa_petitionen/index.html. Last accessed
on 18 September 2011.

Colagiuri B, Zachariae R: Patient expectancy and post-chemo-
therapy nausea: a meta-analysis. Ann Behav Med 2010; 40:
3-14.

Bundesarztekammer: Empfehlungen zur Patientenaufkldrung.
Dtsch Arztebl 1990; 87(16): 807-8.

0’Connor AM, Pennie RA, Dales RE: Framing effects on expecta-
tions, decisions, and side effects experienced: the case of influen-
za immunization. J Clin Epidemiol 1996; 49: 1271-6.

Dworkin G: The Theory and Practice of Autonomy. Cambridge, UK:
Cambridge University Press; 1988.

Bennett MI, Bagnall AM, Raine G, et al.: Educational interventions
by pharmacists to patients with chronic pain: systematic review
and meta-analysis. Clin J Pain 2011; 27: 623-30.

Bosse HM, Schultz JH, Nickel M, et al.: The effect of using stan-
dardized patients or peer role play on ratings of undergraduate
communication training: A randomized controlled trial. Patient
Educ Couns; 2011 (epub ahead of print).

Bosse HM, Nickel M, Huwendiek S, Jiinger J, Schultz JH, Niken-
dei C: Peer role-play and standardised patients in communication
training: a comparative study on the student perspective on ac-
ceptability, realism, and perceived effect. BMC Med Educ 2010;
10: 27.

Deutsches Arzteblatt International | Dtsch Arztebl Int 201 2 R%QHQ@@@@%erences



n or one of its allied publishers.

ghted by the American Psychological Associa

This document is copyri
This article is intended solely for the personal use of the individual user anc

is not to be disseminated broadly.

Health Psychology
2016, Vol. 35, No. 12, 1334-1355

Exhibit A40-4

© 2016 American Psychological Association
0278-6133/16/$12.00  http://dx.doi.org/10.1037/hea0000416

A Systematic Review of Factors That Contribute to Nocebo Effects

Rebecca K. Webster, John Weinman, and G. James Rubin
King’s College London

Objectives: Medication side effects are common, often leading to reduced quality of life, nonadherence,
and financial costs for health services. Many side effects are the result of a psychologically mediated
“nocebo effect.” This review identifies the risk factors involved in the development of nocebo effects.
Method: Web of Science, Scopus, MEDLINE, PsycINFO, Journals@Ovid full text, and Global Health
were searched using the terms “nocebo” and “placebo effect.” To be included, studies must have exposed
people to an inert substance and have assessed 1 or more baseline or experimental factor(s) on its ability
to predict symptom development in response to the inert exposure. Results: Eighty-nine studies were
included; 70 used an experimental design and 19 used a prospective design, identifying 14 different
categories of risk factor. The strongest predictors of nocebo effects were a higher perceived dose of
exposure, explicit suggestions that the exposure triggers arousal or symptoms, observing people expe-
riencing symptoms from the exposure, and higher expectations of symptoms. Conclusions: To reduce
nocebo induced symptoms associated with medication or other interventions clinicians could reduce
expectations of symptoms, limit suggestions of symptoms, correct unrealistic dose perceptions, and
reduce exposure to people experiencing side effects. There is some evidence that we should do this
especially for persons with at-risk personality types, though exactly which personality types these are
requires further research. These suggestions have a downside in terms of consent and paternalism, but

there is scope to develop innovative ways to reduce nocebo effects without withholding information.

Keywords: inert exposure, nocebo effect, predictors, review, symptoms

Supplemental materials: http://dx.doi.org/10.1037/hea0000416.supp

Adverse drug reactions (ADRs) are common (Davies et al.,
2009), and can have serious implications in terms of patient
well-being and adherence (Ammassari et al., 2001) as well as
significant financial costs for health services (NICE, 2009;
Rodriguez-Monguid, Otero, & Rovira, 2003). However, ADRs are
not always related to the physiological action of the medication
(Faasse & Petrie, 2013). Only 10.9% of reported ADRs to com-
monly prescribed drugs are clearly attributable to the medication
(de Frutos Hernansanz et al., 1994). It is thought a nocebo effect
may play a role in the formation of other apparent side effects
(Barsky, Saintfort, Rogers, & Borus, 2002). As well as medication
side effects, nocebo effects have been implicated in symptoms
attributed to technological exposures such as electro-magnetic
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fields (EMF) from mobile phones and Wi-Fi (Baliatsas et al.,
2012; Rubin, Cleare, & Wessely, 2008). A nocebo effect is the
experience of negative symptoms following exposure to an inert
substance, which are triggered or exacerbated by psychological
mechanisms such as expectations (Kennedy, 1961). The name
“nocebo” was created to distinguish between the desirable (“pla-
cebo”) and undesirable effects of an inert exposure (Héduser, Han-
sen, & Enck, 2012), although in practice the distinction between
undesirable and desirable is not always clear cut. For example
increased alertness may be beneficial in some contexts (e.g., prior
to an examination) and detrimental in others (e.g., prior to sleep).

Current literature suggests there are three main mechanisms for
a nocebo effect; misattribution, expectation, and learning. Misat-
tribution theory suggests that people misattribute preexisting
symptoms to the effects of a new exposure (although some authors
believe that misattribution does not technically constitute a nocebo
effect, see Colloca & Miller, 2011 and Enck, Bingel, Schedlowski,
& Rief, 2013). Symptoms are common in everyday life (Petrie,
Faasse, Crichton, & Grey, 2014), and although often harmless and
short-lived, when people are subjected to a new exposure, symp-
toms that were present before or occur coincidentally are available
to be mistakenly attributed to it (Petrie et al., 2005; Petrie, Moss-
Morris, Grey, & Shaw, 2004). Therefore factors such as high
baseline symptoms or high self-awareness may serve as risk fac-
tors for nocebo effects resulting from this mechanism. Negative
expectations can also mediate nocebo effects (Hahn, 1997), and
may in turn arise through explicit suggestions about the effects of
an exposure (Jaén & Dalton, 2014; Myers, Cairns, & Singer,
1987), or predisposing factors such as pessimism (Geers, Helfer,

Page 000029



n or one of its allied publishers.

ghted by the American Psychological Associa

This document is copyri

is not to be disseminated broadly.

This article is intended solely for the personal use of the individual user

SYSTEMATIC REVIEW OF NOCEBO EFFECT RISK FACTORS

Kosbab, Weiland, & Landry, 2005). These negative expectations
can make the individual more likely to attend to new or current
sensations, and attribute them to the exposure (Barsky et al., 2002).
The response expectancy theory suggests that it is also possible for
negative expectations to act more directly, with an expectation of,
for example anxiety, being itself anxiety provoking thereby di-
rectly causing the negative effect that was expected (Kirsch,
1997a, 1997b). The last mechanism, learning, can elicit nocebo
effects through association or social observation. For example, if
an inert stimulus has been previously paired with a symptom-
inducing stimulus (Barsky et al., 2002), which may occur through
conscious or nonconscious mechanisms (Stewart-Williams, 2004),
or through observing someone else experience symptoms to the
same exposure (Vogtle, Barke, & Kroner-Herwig, 2013).

Given the significant costs nocebo effects can have on patient
quality of life and health services it is important to develop
interventions to minimize these effects from occurring. Many risk
factors have been implicated, but no study has systematically
reviewed these to identify those which are the strongest predictors
of nocebo effects; something that would assist in the development
of such interventions. Instead, previous systematic reviews have
focused on the magnitude of nocebo effects for a specific symp-
tom, for example, Petersen et al. (2014) or in clinical trials of
experimental medical treatments (Hduser, Bartram, Bartram-
Wunn, & Tolle, 2012). One review (Symon, Williams, Adelasoye,
& Cheyne, 2015) has provided a preliminary assessment of some
of the risk factors involved in nocebo effects. However this “scop-
ing review” identified only 17 papers—a limited subset of the
available literature. To address this gap our systematic review
aimed to identify the risk factors involved in the reporting of any
symptom in response to an inert exposure. This will allow the
identification of factors which appear to be consistent predictors of
nocebo effects and aid in the development of evidenced-based
interventions to prevent them from occurring in the future.

Method

Identification of Studies

Searches were carried out on December 11, 2014, using the
following databases: Web of Science, Scopus, MEDLINE, Psyc-
INFO, Ovid, and Global Health. The search terms consisted of
“nocebo” or “placebo effect,” and where available, searches were
limited to studies with a human sample, with review articles
restricted. The reference sections of included studies were also
examined as well as papers suggested through personal contacts.
No gray literature was searched and no temporal constraints were
used. The review followed a previously designed, unpublished
protocol.

Selection Criteria

Studies were eligible for inclusion if they met the following
criteria:
* Studied a human population (healthy volunteers, patients or
children were allowed).
* Used an experimental or prospective design.
e Used an inert exposure, that is, containing no pharmaco-
logical or physiological active ingredient.
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* Assessed factors on their ability to predict symptom report-
ing, and these factors could be baseline characteristics or
experimentally induced.

Included an outcome of symptom reporting after partici-
pants received an inert exposure. Reported symptoms must
not have been attributable to an active exposure (e.g.,
studies where an inert exposure was applied after an active
exposure such as heat stimulation were excluded, as in this
case the symptoms would have resulted from the heat
stimulation).

Measured symptoms via self-report or inferred through
objective measures (e.g., scratching behavior). Such symp-
toms could be somatic, a measure of arousal or mood.
Because of the difficulty in defining when an outcome is
aversive or beneficial we took an inclusive approach. For
example measures of alertness (where an increase could be
aversive in some instances) or contentedness (where de-
creases might be possible) were both included.

¢ Published in any language.

Data Extraction

For each study included in the review, details relating to 20
issues were extracted. In summary these related to: sample char-
acteristics, methodological design, type of exposure, experimental
conditions and/or baseline risk factors, symptom measurement,
statistical analysis, and results. Any non-English articles were
translated. We differentiated between studies that used an experi-
mental or a prospective design to easily identify factors implicated
in nocebo effects that can be manipulated and those that naturally
occur at baseline. For a copy of the data extraction sheet used, see
Appendix 1 in the supplemental materials.

Quality Assessment

Eligible studies using an experimental design were assessed
using the Cochrane Collaboration’s Risk of Bias tool (Higgins et
al., 2011). For prospective studies, the CASPin International
(1998) critical appraisal tool was used and adapted to give a
“high,” “unclear,” or “low” risk of bias score, which were color
coded red, orange, and green, respectively. Originally the CASP is
scored with yes/no answers but this was rescored to low risk (yes)
and high risk (no) as well as including an unclear risk response for
when enough information was not provided, similar to the Co-
chrane Risk of Bias tool. As these tools had no criteria assessing
sample size we looked at this separately.

Review Process

Rebecca K. Webster conducted the database searches and
screened the titles and abstracts of articles to assess their potential
relevance. Guidance was obtained from G. James Rubin if there
was any uncertainty as to including an article for full text review.
Rebecca K. Webster obtained the full articles for those citations
that appeared potentially relevant and checked them against the
inclusion criteria. If it was unclear whether an article met the
inclusion criteria, consensus was sought from G. James Rubin and
John Weinman, Rebecca K. Webster then independently extracted
data for each included study and carried out the quality assessment
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with guidance from G. James Rubin Because of the expected
heterogeneity in the studies we did not plan for any meta-analyses
and instead we used a narrative synthesis. There is no general
consensus on the best way to carry out a narrative synthesis for
systematic reviews (Popay et al., 2000). As such we decided to use
a weight of evidence approach. To do this, we identified the
strength of evidence for each risk factor based on the number of
studies investigating each risk factors and their respective quality.

Results

Search Results

The database search retrieved 12,582 citations. After removing
duplicates 6,585 citations remained. After screening titles and
abstracts, we reviewed the full text of 88 articles relating to 96
studies. Of these, 13 studies were excluded for not investigating
any risk factors for the development of symptoms, nine were
excluded for using an active exposure and seven were excluded for
not measuring symptoms. Sixty-six articles met the inclusion cri-
teria. Twenty-one additional articles were identified by reference
checks of included articles and through personal contacts; resulting
in a total of 87 articles. Two articles reported results on two
separate studies each (Walach & Schneider, 2009; Winters et al.,
2001) and are referred to as “Exp 1” or “Exp 2” where necessary,
leaving 87 articles reporting on 89 studies. Of these, 70 were
experimental (see Table 1) and 19 prospective (see Table 2).
Figure 1 provides a flow diagram of the study selection according
to the Preferred Reporting for Systematic Reviews and Meta-
analyses statement (Moher, Liberati, Tetzlaff, & Altman, 2009).

Quality Assessment

Experimental studies. The quality of experimental studies
was poor (see Figure 2), with the main problem being a lack of
clear reporting. Thirty-six studies neglected to mention how they
carried out randomization, whereas 22 studies were at high risk of
bias for failing to mention whether participants were randomized
or for not using randomization at all. Because of the unclear
reporting of random sequence generation, the risk for allocation
concealment bias followed a similar pattern. For blinding of par-
ticipants and personnel, studies often failed to state whether the
experimenters were blind to the manipulation that accompanied
the exposure, leaving the risk of bias unclear. Only six studies used
adequate blinding procedures, with 12 not using blinding at all.
Sixty-five studies used self-report measures, as such blinding of
the outcome assessment was judged to be unlikely to influence
these results. For 52 studies, drop outs were not addressed, or if
they were, they typically failed to explain how this affected the
results, leaving the risk of bias unclear. Only one study had lodged
a protocol in a publically accessible registry before the start of
recruitment, leaving us unable to assess the risk for selective
reporting for the remaining studies. As well as this we looked for
justification of sample size to assess if each study was adequately
powered. Again this was poorly addressed, with only 9 of the 70
studies mentioning that they carried out an a priori sample size
calculation.

Prospective studies. The prospective studies performed well
against the quality check (see Figure 2). All studies addressed a
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clearly focused issue with a standardized exposure across all
participants. Studies often lacked information about how partici-
pants were recruited. However, self-report measures were widely
used to minimize bias from experimenters. The identification and
control of confounding factors was only deemed an issue for six
studies that neglected to control for demographic factors such as
gender or age and past symptom reporting. The follow-up of
participants was judged to be appropriate in 16 studies. Regarding
the generalizability of the findings, it was often difficult to know
whether the results could be applied to the population being
studied because of the insufficient information about how partic-
ipants were recruited. In addition, similarly to the experimental
studies, justification for sample size was limited with only one
study providing an a priori sample size calculation.

Experimentally Induced Risk Factors Categories

Seventy experimental studies were included that investigated
risk factors which fell into 9 different categories as discussed
below (further details in supplementary Tables 3—11).

Learning. Twenty-three studies manipulated different types
of learning on symptom reporting finding some evidence for its
role in nocebo effects. Four of these investigated prior experience
of which two lower quality studies found no significant effects
(Bayer, Coverdale, Chiang, & Bangs, 1998; Dinnerstein & Halm,
1970). However, André-Obadia, Magnin, and Garcia-Larrea
(2011) showed that sham rTMS tended to worsen patients’ pain
when following an active yet unsuccessful rTMS treatment (how-
ever caution is required as no statistical test accompanied this
finding), and a high-quality study by Stegen et al. (1998) found
that participants reported significantly more arousal and respira-
tory symptoms when completing a breathing trial with room air
before a breathing trial with carbon dioxide rather than afterward.
As such there is some evidence that prior experience is involved in
the development of nocebo effects. Two studies of mixed quality
explored the impact of implicit association supporting its role in
the nocebo effect, finding that drinking sham caffeine in a coffee
solution resulted in significantly more alertness, contentedness,
and arousal, than drinking sham caffeine in an orange juice solu-
tion (Flaten & Blumenthal, 1999; Mikalsen, Bertelsen, & Flaten,
2001). Three studies of high quality investigated learning through
the manipulation of social observation, with two finding a signif-
icant effect, broadly supporting its role in the nocebo effect.
Lorber, Mazzoni, and Kirsch (2007) failed to show any main
effects of observing a confederate display symptom behaviors after
inhaling a sham environmental toxin which they were also exposed
to. However, in a similar study, participants who observed a
confederate display symptoms had significantly higher symptom
ratings after inhalation than participants who did not (Mazzoni,
Foan, Hyland, & Kirsch, 2010). Similarly, patients who watched a
video of people scratching compared to those who saw a video of
people sitting idle had higher itch and scratching behavior rating
after administration of sham histamine (Papoiu, Wang, Coghill,
Chan, & Yosipovitch, 2011), no results were reported for the
healthy volunteers in this study.

Of the remaining 14 studies, 13 investigated learning by using
classical conditioning to pair inert exposures such as odors with
CO2 inhalation before presenting the inert exposures on their own
(De Peuter et al., 2005; Devriese, De Peuter, Van Diest, Van de
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SYSTEMATIC REVIEW OF NOCEBO EFFECT RISK FACTORS

Database searching: Web of Science, Excluded (n = 6497)
Scopus, Medline, PsychINFO, Global * Review/comment/chapter/editorial
health, and Journals @ Ovid full text (n=3132)
\[/ e Clinical trial (n = 2026)
* Not an inert exposure (n = 252)

| Search results combined (n = 12582) * Conference/meeting abstract
(n=176)
*  Non-human (n = 118)
Articles after removal of duplicates «  Inert but not measuring symptoms
(n = 6585) (n=197)

Excluded research design (n = 330)
New instruments/methods (n = 106)
Protocol (n=17)

Miscellaneous (n = 143)

J

Articles screened on basis of title and
abstract

Manuscript review and application of Excluded (n = 29 studies)

inclusion criteria (n = 88 articles, > + Did not investigate risk factors
reporting on 96 studies) (n=13)

*  Exposure was not inert (n = 9)

* Did not measure symptoms (n = 7)

-

Included (n = 66 articles, reporting on
67 studies)

\l/ Reference list searches (n = 2 articles)

Final selection (n = 87 articles,
reporting on 89 studies)

Other papers identified through personal
contacts (n = 19 articles)

Figure 1. Flow diagram of the selection process of studies including the
number of events and reasons for exclusion.

Woestijne, & Van den Bergh, 2006; Devriese et al., 2000; 2004;
Meulders et al., 2010; Van den Bergh et al., 1999; Van den Bergh,
Kempynck, van de Woestijne, Baeyens, & Eelen, 1995; Van den
Bergh, Stegen, & Van de Woestijne, 1997, 1998; Van Diest et al.,
2006; Winters et al., 2001 Exp 1 and 2; Winters et al., 2003). Six
studies of mixed quality found significant effects of classical
conditioning and although seven found no main effect of condi-
tioning on symptom reporting, six of these were of lower quality.
As such there is some evidence for the role of classical condition-
ing in nocebo effects, and that this learning effect can be gener-
alized to new odors (Devriese et al., 2000; Van den Bergh et al.,
1997, 1998). However, odor type alone without classical condi-
tioning is not enough to elicit symptoms as demonstrated in this
group of studies and the remaining study in this category (Dalton,
1999).

Perceived dose. Six studies manipulated participant percep-
tions of the dose of the exposure that they received. Four of these
found significant effects with three being of higher quality, broadly
supporting a link between higher perceived dose and nocebo
effects. Only two studies found no significant effects of dose
related to decaffeinated coffee consumption (Flaten, Aasli, &
Blumenthal, 2003) or taking a sham sedative pill (Jensen &
Karoly, 1991). The remaining four all demonstrated significant
main effects: Increasing the setting on a sham shock generator
increased pain intensity ratings in two studies (Bayer, Baer, &
Early, 1991; Bayer et al., 1998), tension scores increased as a
function of perceived dose following decaffeinated coffee con-
sumption in one study (Kirsch & Weixel, 1988), and in a final
study being told that a sham EMF exposure would be strong
resulted in a higher overall symptom scores compared to being told
the exposure would be weak (Szemerszky, Koteles, Lihi, & Bar-
dos, 2010).

Self-awareness. Four studies manipulated self-awareness dur-
ing exposure. Three higher quality studies found no significant
effects with only one lower quality study reporting an effect. As
such there is little evidence that self-awareness increases the
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likelihood of a nocebo effect. Both Geers, Helfer, et al. (2005) and
Geers, Helfer, Weiland, and Kosbab (2006) showed no significant
main effects of instructing participants to attend to any symptoms
or sensations they experienced. Using a distraction task also did
not have a significant effect on symptom reporting (Van den Bergh
et al., 1998). Gibbons, Carver, Scheier, and Hormuth (1979),
however, did find a significant main effect, with participants
facing a mirror reporting less perceived arousal than participants
not facing a mirror following ingestion of a sham drug.

Type of administration. Two studies of mixed quality tested
whether type of administration affects symptom reporting, finding
no evidence for a link with nocebo effects. There was no difference
in symptom reporting between a sham pill and either a saline
injection (Goldman, Witton, & Scherer, 1965) or sham acupunc-
ture (Kaptchuk et al., 2006).

Verbal suggestions on performance. Three studies manipu-
lated verbal suggestions about the effect an inert exposure would
have on performance. Two higher quality studies found no signif-
icant effects with only one lower quality study reporting an effect.
As such there is little evidence that suggesting an exposure impairs
performance increases the likelihood of a nocebo effect. Both
Harrell and Juliano (2009) and Nevelsteen, Legros, and Crasson
(2007) found no significant main effects of suggesting sham coffee
or sham EMF would enhance or impair performance on a task on
any of their symptom measures, respectively. However, smokers
told that a sham cigarette would impair performance had signifi-
cantly more craving symptoms than those who were told it would
enhance performance (Harrell & Juliano, 2012).

Verbal suggestions of likelihood of exposure. Nine studies
manipulated suggestions about the likelihood that an exposure
would occur. All studies were of higher quality with four finding

a) Experimental studies
Random sequence generation
Allocation concealment
Blinding of participants and personnel
Blinding of outcome assessment

Incomplete outcome data

Selective reporting

O'I% 20I% 46% 60I% 80I% 106%
b) Prospective studies

Focussed issue

Recruitment

Exposure measurement

Outcome measurement

Confounding factors

Follow-up

Generalisability

0% 20% 40% 60% 80% 100%
Lowrisk ®Unclearrisk ®High risk

Figure 2. Quality assessment of experimental and prospective studies.
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significant effects and five finding nonsignificant effects. In other
words, there was mixed evidence for the role of likelihood sug-
gestions in nocebo effects. The studies used a mixture of condi-
tions in which participants were either told they would receive an
active exposure (deception), might receive an active or inactive
exposure (double-blind), would receive an inactive exposure
(open) or nothing (control). Five of the studies found no significant
main effects (Geers, Helfer, et al., 2005; Geers et al., 2006; Ossege
et al., 2005; Walach, Schmidt, Dirhold, & Nosch, 2002; Walach &
Schneider, 2009 Exp 1). Geers, Wellman, Fowler, Rasinski, and
Helfer (2011), however, found that participants reported signifi-
cantly more side effects in response to a sham pill when given
deceptive information, compared with double-blind or control
information. In addition, participants given deceptive or double-
blind suggestions had a significantly higher increase in alertness
following ingestion of sham coffee (Kirsch & Weixel, 1988) and
a significantly higher number of adverse events following a sham
weight loss supplement (Tippens et al., 2014) than participants in
the control condition. For Walach, Schmidt, Bihr, and Wiesch
(2001) participants told they would receive an inactive exposure
scored higher on general wellbeing than those who received no
substance or instruction.

Verbal suggestions of arousal. Sixteen studies manipulated
suggestions about the effect an inert exposure would have on
arousal. Thirteen studies showed a significant effect, with 10 of
these being of higher quality. This strongly supports a link with
nocebo effects. Only three studies revealed no main effects (Bro-
deur, 1965; Kuenzel, Blanchette, Zandstra, Thomas, & El-Deredy,
2012; Penick & Fisher, 1965). The remaining 13 all demonstrated
significant effects. Participants given stimulant suggestions com-
pared to sedative suggestions had higher tension scores and were
more lively after administration of a sham drug (Flaten, Simonsen,
& Olsen, 1999; Mrna & Skrivanek, 1985), and had higher scores
of stress, arousal, alertness, friendliness and aggressiveness, and
lower fatigue scores after ingestion of an inert drink (Dinnerstein
& Halm, 1970; Flaten, 1998; Slanska, Tikal, Hvizdosova, & Be-
nesova, 1974). Higuchi, Shoji, and Hatayama (2002) demonstrated
lower stress and stimulant symptoms for participants given relax-
ing suggestions compared to no information for lavender and
jasmine fragrances respectively. Goldman et al. (1965) found that
more patients reported suggested drug effects in a sedative condi-
tion than in a stimulant condition. The remaining studies found a
significant increase in caffeine related symptoms (Geers, Weiland,
Kosbab, Landry, & Helfer, 2005; Lotshaw, Bradley, & Brooks,
1996), and alertness (Schneider et al., 2006; Walach & Schneider,
2009 Exp 2) and a significant decrease in calmness (Mikalsen et
al., 2001) for participants told they would receive caffeine com-
pared to participants who were told they would not receive caf-
feine or who received no beverage. Finally, Angelucci and Pena
(1997) found that participants given coffee with low arousal ex-
pectations had significantly lower alertness compared to partici-
pants given coffee with no expectations, high arousal expectations,
or no coffee at all.

Verbal suggestions of symptoms. Twenty-one studies ma-
nipulated suggestions about what symptoms to expect from an
inert exposure. Thirteen found a significant effect, with 11 of these
being of higher quality, broadly supporting a link with nocebo
effects. Of the 21 studies, eight reported no significant main effects
(Devriese et al., 2004, 2006; Heatherton, Polivy, & Herman, 1989;
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Jaén & Dalton, 2014; Schweiger & Parducci, 1981; Walach et al.,
2002; Winters et al., 2003; Witthoft & Rubin, 2013). For the
remaining 13 studies, Benedetti, Amanzio, Casadio, Oliaro, and
Maggi (1997); Crichton, Dodd, Schmid, Gamble, and Petrie
(2014); Wise et al. (2009) and Pennebaker and Skelton (1981)
found significantly higher symptoms scores for those warned
about side effects compared to those not warned after administra-
tion of sham treatment, infrasound, and ultrasonic noise, respec-
tively. Dalton (1999), Neukirch and Colagiuri (2015), and Put et
al. (2004) found that participants’ symptoms were significantly
consistent with the warning they received about an odor, sham
sleep medication, and sham inhaler, respectively. Three studies
demonstrated that participants experienced significantly more
symptoms when informed about side effects to a sham drug
(Gibbons et al., 1979; Zimmermann-Viehoff et al., 2013) or saline
eye drops (Gavrylyuk, Ehrt, & Meissner, 2010) compared with
being informed it was a placebo. Similarly both Bayer et al. (1991)
and Read and Bohr (2014) established significantly higher symp-
toms scores for those informed they would receive an active
compared to an inactive exposure. Colagiuri, McGuinness,
Boakes, and Butow (2012), however, found the opposite; partici-
pants not warned about the side effects experienced more and a
greater severity of side effects than those warned about one or four
side effects.

Miscellaneous. Six studies looked at factors that did not fit
into the above categories. There was no significant effect of
manipulating participants to cooperate (Geers, Weiland, et al.,
2005) or the experimenters’ expectations of participants’ symp-
toms (Walach et al., 2001). However, Faasse, Cundy, Gamble, and
Petrie (2013) found that manipulating tablet brand to make partic-
ipants think they had changed to a generic version resulted in a
significantly higher number of symptoms compared with partici-
pants told that they were still taking the original branded tablet,
although this study was of lower quality than the others in this
group. Jensen and Karoly (1991) have shown that manipulating
social desirability so that participants think responding to the pill
is more socially desirable results in significantly higher symptom
scores. Type of breathing has also been shown to affect symptom
reporting with normocapnic overbreathing resulting in higher re-
spiratory symptoms compared with spontaneous breathing (Van
Diest et al., 2006). Lastly, a conditioned odor results in more
symptoms if the odor is presented immediately rather than a week
after conditioning trials (Devriese et al., 2000).

Baseline Risk Factors Categories

Nineteen prospective studies and also 33 experimental studies
which assessed baseline risk factors were included which fell into
six different categories as discussed below (further details in
supplementary Tables 12—17).

Demographics. Twenty studies looked at the risk of demo-
graphic characteristics, finding no demonstrable evidence for their
role in nocebo effects. Five of these investigated age and found it
did not predict any symptom outcomes (de la Cruz, Hui, Parsons,
& Bruera, 2010; Geers, Helfer, et al., 2005; Goetz et al., 2008;
Lombardi, Gargioni, Canonica, & Passalacqua, 2008; Witthoft &
Rubin, 2013). As four of these studies were of higher quality, this
is good evidence that age is not linked with the development of
nocebo effects. Eighteen studies (Angelucci & Pena, 1997; Casper,
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Tollefson, & Nilsson, 2001; Geers, Helfer, et al., 2005; Geers et
al., 2011; Goetz et al., 2008; Harrell & Juliano, 2012; Jensen &
Karoly, 1991; Liccardi et al., 2004; Lombardi et al., 2008; Lorber
et al., 2007; Mazzoni et al., 2010; Papoiu et al., 2011; Read &
Bohr, 2014; Strohle, 2000; Van den Bergh et al., 1997, 1998;
Witthoft & Rubin, 2013) looked at gender and only four reported
significant results suggesting women are more susceptible to no-
cebo effects than men (Casper et al., 2001; Liccardi et al., 2004;
Strohle, 2000; Szemerszky et al., 2010). Of the remaining 14
showing nonsignificant effects, 12 were of high quality, suggesting
there is very little evidence for the role of gender in nocebo effects.
The effects of level of education (de la Cruz et al., 2010; Witthoft
& Rubin, 2013) were equivocal in two high quality studies,
whereas employment (Drici, Raybaud, Delunardo, Iacono, & Gus-
tovic, 1995) was not a significant predictor.

Clinical characteristics. Fourteen studies investigated clini-
cal characteristics, finding mixed evidence for a link with nocebo
effects. Six studies of high quality looked at the effect of baseline
symptom scores, finding mixed evidence for a link with nocebo
effects. Two found no significant effects (André-Obadia et al.,
2011; Casper et al., 2001). For the other four, results were mixed.
Danker-Hopfe, Dorn, Bornkessel, and Sauter (2010) and de la
Cruz et al. (2010) found that higher symptom scores at baseline
predicted higher symptom scores after exposure to sham EMF and
treatment respectively, whereas Flaten et al. (2003) and Goetz et
al. (2008) found the opposite after drinking decaffeinated coffee
and taking sham medication for Parkinson’s respectively. Six
studies of high quality looked at the effect of type of clinical
condition, with five finding a significant effect. They showed that
suffering from a condition that is exacerbated by the suggested
sham exposure significantly increased symptom reporting com-
pared to healthy volunteers, strongly supporting a link with nocebo
effects. Nevelsteen et al. (2007) found that depression did not
predict symptoms in response to a sham magnetic field. However,
De Peuter et al. (2005); Papoiu et al. (2011); Strohle (2000) and
Bogaerts et al. (2010) showed that suffering from atopic dermati-
tis, panic disorder, asthma, or medically unexplained dyspnea
resulted in significantly more symptoms in response to sham
histamine, sham panic disorder trigger, sham inhaler, and breath-
ing trials with room air, respectively, compared with healthy
volunteers. In addition, Szemerszky et al. (2010) found that the
level of perceived sensitivity to EMFs was positively correlated
with symptom scores after sham EMF exposure. The remaining
two studies looked at previous drug reactions finding weak evi-
dence for a link with nocebo effects. Lombardi et al. (2008) found
no significant effects of type or severity of previous drug reaction
on symptoms in response to a sham allergen pill. However, a
higher quality study by Mrfa and Skifvdnek (1985) found the
reaction to another sham drug was significantly correlated with
perceived drug effect.

Expectations. Thirteen studies looked at the effect of partic-
ipant expectations on symptom reporting, broadly supporting a
link with nocebo effects. Eleven of these studies looked at partic-
ipants’ symptom expectations, of which five higher quality studies
revealed no significant effects (Angelucci & Pena, 1997; Molcin
et al., 1982; Walach et al., 2001; Walach & Schneider, 2009 Exp
1 and 2). The remaining six studies demonstrated that expectations
of symptoms significantly predicted (Fillmore & Vogel-Sprott,
1992; Koteles & Babulka, 2014; Vase et al., 2013) or correlated
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(De Peuter et al., 2005; Flaten et al., 2003; Szemerszky et al.,
2010) with symptom reporting. Five of these studies were of
higher quality therefore broadly supporting a link with nocebo
effects. Three studies also looked at expectations in terms of the
substance taken finding weak evidence for its role in nocebo
effects. Link, Haggard, Kelly, and Forrer (2006) found that par-
ticipants who believed they had taken an active pill reported more
symptoms than those who thought they had a taken a sham pill,
however this was a low quality study. Higher quality studies by
Bayer et al. (1998) and Walach et al. (2001) also investigated this
but found no significant effects.

Anxiety. Nine studies looked at the influence of anxiety on
symptom reporting, finding weak evidence for a link with nocebo
effects. Six studies of mixed quality looked at state anxiety (Bo-
gaerts et al., 2010; Link et al., 2006; Molcén et al., 1982; Nevel-
steen et al., 2007; Szemerszky et al., 2010; Witthoft & Rubin,
2013) but only Nevelsteen et al. (2007) found a significant effect,
with state anxiety predicting physical symptom scores. Molcan et
al. (1982) and Nevelsteen et al. (2007) found no significant effects
of trait anxiety. Angelucci and Pena (1997) found combined state
and trait anxiety scores significantly predicted anxiety, but did not
report results for state and trait anxiety separately. However, no
such effect of combined state and trait anxiety was found on
symptom reporting to an odor (Van den Bergh et al., 1997),
although this was a lower quality study. Finally, a high quality
study by Danker-Hopfe et al. (2010) found that anxiety toward a
local base station predicted subjective sleep quality after sham
EMF exposure.

Personality. Twenty-two studies looked at different aspects of
personality as predictors of symptoms. Twelve studies showed
significant effects of personality of which only three were of low
quality as such finding evidence broadly supporting a link with
nocebo effects. There were no significant effects of suggestibility
(Angelucci & Pena, 1997), sensitivity to anxiety (Nevelsteen et al.,
2007), restraint (Heatherton et al., 1989), or social desirability
(Link et al., 2006; Put et al., 2004; Stegen, Van Diest, Van de
Woestijne, & Van den Bergh, 2000). However, studies did show
significant effects of the following on at least one symptom out-
come: Type A personalities reported more side effects than Type
B (Drici et al., 1995); pain catastrophizing positively correlated
with side effect reports (Sullivan, Lynch, Clark, Mankovsky, &
Sawynok, 2008); blunting behavior predicted symptom reporting
(Van den Bergh et al., 1997); positive affect and vigilance pre-
dicted symptom scores (Nevelsteen et al., 2007); “frail and sub-
missive” personality correlated with the exposures perceived effect
(Slanska et al., 1974); somatization and motivation predicted
symptom score (Szemerszky et al., 2010); and modern health
worries and somatosensory amplification predicted symptom
scores (Witthoft & Rubin, 2013). There was mixed evidence for
the role of negative affect (Bogaerts et al., 2010; De Peuter et al.,
2005, 2007; Devriese et al., 2000, 2004; Nevelsteen et al., 2007;
Put et al., 2004; Stegen et al., 1998, 2000; Van den Bergh et al.,
1995), neuroticism (Davis, Ralevski, Kennedy, & Neitzert, 1995;
Mazzoni et al., 2010), and pessimism (Geers, Helfer, et al., 2005;
Szemerszky et al., 2010).

Miscellaneous. Thirteen studies looked at baseline factors
which did not fit into the above categories. These included caffeine
consumption (Geers, Weiland, et al., 2005; Geers et al., 2011),
olfactory sensitivity (Dalton, 1999), perceived cue odor (Devriese
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et al., 2004), visibility of a mobile phone base station and preoc-
cupation with EMF (Danker-Hopfe et al., 2010), geographical site
of enrolment (Goetz et al., 2008), hospital center (Liccardi et al.,
2004), stress experienced while wearing a helmet delivering sham
EMF (Nevelsteen et al., 2007), ability to predict which odor
produced the most symptoms (Meulders et al., 2010), and risk
perception (Nevelsteen et al., 2007), which had no significant
effects. Koteles and Babulka (2014), however, found that odor
pleasantness predicted perceived change in alertness for eucalyp-
tus oil. In addition, odor reactivity predicted symptom responding
to odors (Dalton, 1999) and high regard for medications positively
correlated with perceived drug effect (Goldman et al., 1965).
Mazzoni et al. (2010) found that if the gender of the model
matched the participant this predicted symptom development in
social observation studies. Nevelsteen et al. (2007) found that less
comfort under the helmet delivering the sham EMF predicted
symptoms. Finally, Wendt et al. (2014) reported that significantly
more symptoms were reported in val/val homozygous carriers
compared to val 158/Met 18 and Met/Met 158 homozygous car-
riers after sham treatment.

Interactions Between Risk Factor Categories

As well as investigating the main effects of each risk factor,
some studies assessed the interactions between risk factors, as
displayed in the last column of Tables 3 through 17. Those risk
factors which were implicated often in these interactions were factors
such as “likelihood suggestion” which interacted with: “pessi-
mism”—participants given deceptive suggestions report more symp-
toms compared to those told it was an inactive pill, if they were
pessimists (Geers, Helfer, et al., 2005); “self-awareness”—partic-
ipants given deceptive suggestions reported more symptoms when
asked to monitor their bodily sensations (Geers et al., 2006); and
“perceived dose”’—tension increased with increasing coffee dose
for those given deceptive suggestions, but decreased with increas-
ing coffee dose when given double-blind suggestions (Kirsch &
Weixel, 1988).

In addition, “classical conditioning” showed interactions with
“odor”; pairing an odor with CO2 elicited symptoms to the odor
alone, only if the odor was foul smelling (Devriese et al., 2000;
Van den Bergh et al., 1995, 1997; Winters et al., 2003). This
interaction between “classical conditioning” and “odor” was also
found to more likely occur among people with high “negative
affect” (Devriese et al., 2000) and those manipulated to have
higher “self-awareness” (Van den Bergh et al., 1998). Negative
affect also interacted with “symptom suggestions,” with higher
obstruction and dyspnea symptom scores after suggestions of
bronchoconstriction compared to bronchodilation for a sham in-
haler if participants had high negative affect (Put et al., 2004). An
interaction was also found with “prior experience,” with high
negative affect participants reporting more arousal and symptoms
on the whole to a room-air breathing trial when this preceded
rather than followed a CO2 breathing trial (Stegen et al., 1998).

As well as interacting with negative affect, symptom sugges-
tions interacted with other factors. These included the following:
“self-awareness,” participants reported more symptoms when told
they were taking an active drug with side effects if they were not
facing a mirror (Gibbons et al., 1979); “odors,” more symptom
reports following suggestion of symptoms if the odor was unpleas-
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ant (Dalton, 1999); “classical conditioning,” higher total, respira-
tory, cardiac, and unclassified symptom scores following exposure
to an odor previously paired with CO2 if participants received
symptom suggestions (Winters et al., 2003); and “state anxiety,”
higher total and head/concentration symptoms following symptom
suggestions if participants had high anxiety (Witthoft & Rubin,
2013).

Discussion

Summary of Main Results

From the 89 studies that met our inclusion criteria, 14 categories
of risk factor for a nocebo effect were identified, including nine
experimentally induced risk factor categories and six baseline risk
factor categories (miscellaneous categories were present for both
experimental and prospective studies). Of these categories, “learn-
ing/social observation,” “perceived dose,” “verbal suggestions of
arousal and symptoms,” and “baseline symptom expectations”
appeared to be the strongest predictors of nocebo effects. There
was some evidence for the role of “personality” in nocebo effects;
however which facets of personality are more strongly linked with
nocebo effects needs further research. In addition, although not
strong predictors on their own, learning/classical conditioning,
likelihood suggestion, self-awareness, and negative affect consis-
tently interacted with other risk factors.

Given the proposed psychological mechanisms behind nocebo
effects it is perhaps unsurprising that these factors have been
consistently identified in the literature. Specifically looking at the
expectation mechanism, it is intuitive that verbal suggestions of
symptoms can generate expectations of these effects leading to
symptom reporting. In support of this, participants’ own baseline
expectations can trigger symptoms, while perceived dose presum-
ably affects symptom reports through a mediating effect of expec-
tations, with a higher dose associated in a participant’s mind with
a stronger effect. This could also explain the significance of
medication brand, with branded medication being generally ex-
pected by the public to be better quality than generic unbranded
medication and therefore less likely to cause side effects (Faasse et
al., 2013). Expectations could also explain why four studies which
measured symptom reports both for prewarned and nonwarned
symptoms found stronger effects for symptoms that had previously
been suggested (Faasse et al., 2013; Gibbons et al., 1979; Lorber
et al., 2007; Mazzoni et al., 2010). It also explains why no effect
was found for performance suggestions, as this should not directly
influence expectations of symptoms from the exposure.

It is important not to overemphasize the nature of our results
with respect to expectation, however. In particular, it was striking
that type of administration and verbal suggestions of the likelihood
of exposure did not appear to be relevant despite both supposedly
raising expectations of symptoms. Possibly, the influence of these
factors on expectations is weaker than might be thought. Alterna-
tively, methodological factors may account for the lack of effect.
For example, both studies assessing type of administration used
patient samples (Goldman et al., 1965; Kaptchuk et al., 2006).
Given their greater experience with medical procedures, merely
changing an intervention from a pill to an injection may not have
triggered a substantial change in expectations. For three of the
likelihood suggestion studies (Walach et al., 2001, 2002; Walach
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& Schneider, 2009 Exp 1) it was suggested that the absence of an
effect could have been because of cultural differences, with the
caffeine effect stereotype not as strong in Germany as it is in the
U.S.A.

The overall support for the role of expectations identified in our
review still allows for at least two “submechanisms” to exist. The
first is a role for attentional bias and symptom detection (Hahn,
1997). The second is a more direct effect, where-by expectations
affect emotional state (Kirsch, 1997b; Stewart-Williams, 2004).
For example, Kirsch (1997b) pointed out that the expectation of
anxiety is likely to be anxiety provoking, thereby directly causing
the outcome. This could explain the strong results seen for manip-
ulating verbal suggestions of arousal on symptom reporting, as the
expectation of arousal or relaxation is itself likely to be arousing or
relaxing. However, there does need to be a degree of caution in
interpreting these results on arousal as they could be interpreted as
part of the placebo response.

With regard to misattribution as a mechanism, the evidence
from the studies that investigated self-awareness as a risk factor
did not support this, with the two most directly relevant studies that
instructed participants to monitor for any sensations failing to find
an effect. Equally, for the six studies investigating the effect of
baseline symptoms on symptom reporting the results were mixed
providing inconclusive support for misattribution. However, five
studies (Bogaerts et al., 2010; De Peuter et al., 2005; Papoiu et al.,
2011; Strohle, 2000; Szemerszky et al., 2010), showed that suf-
fering from a condition with symptoms similar to those being
induced was a predictor of symptom reporting. As such, although
the mechanism remains plausible, further evidence is required to
clarify its importance.

For the learning mechanism support was found from studies
investigating the risk factor “association,” with the taste of decaf-
feinated coffee being enough to elicit caffeine related symptoms
(Flaten & Blumenthal, 1999; Mikalsen et al., 2001). For prior
experience, the results were weak but this could have been attrib-
utable to a lack of experience as this manipulation was typically a
one off event. However, there was evidence for the role of social
observation, with two of three studies showing a significant effect.
In addition, support for learning was seen in the studies using
classical conditioning, which involved a number of trials. Almost
half of the studies showed that conditioning CO2 inhalation with
any odor is enough to elicit symptoms to the odor itself, and a
reliable finding among the studies was that this was especially the
case if the odor was unpleasant.

For baseline risk factors, we found no evidence of any effects of
gender. However, since conducting the literature search, one ad-
ditional study that would have met the inclusion criteria has
become apparent and which is relevant here. This study by Faasse,
Grey, Jordan, Garland, and Petrie (2015) investigated the risk
factor of observing a female confederate display symptoms, dem-
onstrating a significant effect on symptom reporting in females. It
is interesting to note that Lorber et al. (2007), who also studied
social observation, also only found a significant effect in females.
One possibility is that it may be something inherent to social obser-
vation that makes females more vulnerable to nocebo effects. Other
demographic factors such as age, employment status or level of
education were also not risk factors. Interestingly, anxiety did not
come out as a strong predictor despite the role it could play
through misattribution (generating physical symptoms that are
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available to be misattributed) and expectations (apprehension of
symptoms). One possible explanation for this advanced by Szem-
erszky et al. (2010) is that scores of anxiety could reach a ceiling
effect due to advance information about the risks of taking part in
the study. For other baseline risk factors, many different types of
personality were implicated such as: Type A personality (Drici et
al., 1995), lower positive affect, vigilance (Nevelsteen et al.,
2007), pessimism, motivation to cooperate, somatization, somato-
sensory amplification, modern health worries (Szemerszky et al.,
2010; Witthoft & Rubin, 2013), and neuroticism (Davis et al.,
1995). A lack of consistency in the personality traits studied makes
it difficult to interpret these findings, but many would seem to fit
with expectation and/or misattribution mechanisms.

Nocebo effects have occasionally been referred to as the ‘evil
twin’ of placebo effects. If true, one would expect the risk factors
for a nocebo effect to be the inverse of the risk factors for a placebo
effect. At a first look the mechanisms supported in our review do
appear to be similar to those previously identified for placebo
effects, albeit acting in the opposite direction. For example, the
expectancy mechanism has been implicated for placebos through
factors such as verbal suggestions, and participants’ own baseline
expectations which lead to positive expectations for pain or symp-
tom relief (Benedetti et al., 2003; Kam-Hansen et al., 2014; Price
et al., 1999; Vits et al., 2013). In addition, learning mechanisms
such as prior experience of pain relief, social observation, or
conditioning people to experience pain relief results in subsequent
placebo responses (Colloca & Benedetti, 2006, 2009; Suchman &
Ader, 1992). It also seems that opposite personality characteristics
also predict placebo responding for example, optimism (Geers,
Kosbab, Helfer, Weiland, & Wellman, 2007) as opposed to pes-
simism. One notable exception, however, would be the misattri-
bution of preexisting symptoms, as logically this can only be
relevant for nocebo: one cannot misattribute the absence of pre-
existing symptoms to an exposure. However, it is possible one
could misattribute and fixate on a coincidental decline in symp-
toms after taking a sham tablet, and misattribute their improved
wellbeing to the tablet.

Quality of Original Research

It is possible that some of our conclusions may be attributable to
differences in quality between those studies that found an effect
and those that did not. We did not observe any clear trend for lower
quality studies to report more or fewer significant results than
higher quality studies. However, on the whole the quality of the
studies included in this review was limited because of poor report-
ing of key issues in experimental research such as randomization,
allocation concealment, blinding, and not registering a study pro-
tocol before initiating recruitment. Prospective studies had fewer
quality concerns, however given that experimental studies allow
the control of more variables the results of these have more
weighting than those from the prospective studies. It is also worth
noting that almost half of studies did not mention receiving ethical
approval. In an area of research requiring deception, or at least
withholding information to deliberately cause symptoms, this is
surprising. There is scope for future researchers to improve the
methodological rigor of this field. Another surprising limitation of
many of the studies included in this review was the lack of a priori
sample size calculations. Only 10 of 89 studies included in this
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review mentioned carrying out a sample size calculation in order to
make sure the sample was adequately powered to test their re-
search question(s). As such, we could not assess the quality of
studies based on their sample size in the large majority cases.
Although it would have been useful to score each study for their
strength of evidence, because of this lack of clear reporting and the
heterogeneity across studies it was too hard to quantify the strength
of each study using the same scale.

Quality of This Review

A strength of this review is that we did not include studies in
which participants were exposed to an active exposure capable of
eliciting symptoms through physiological mechanisms (e.g., ex-
periments altering the information given to participants about a
genuine medication). Such studies do not assess the pure nocebo
effect, described as the undesirable effects experienced from an
inert exposure (Kennedy, 1961) and can prove more difficult to
interpret (Neukirch & Colagiuri, 2015).

Our search resulted in a large number of results. As the term
‘nocebo’ is still not widely used and may be preferentially used by
those studies identifying a significant increase in symptoms in
their participants, we deliberately adopted a broader search strat-
egy than that used in previous reviews, for example, Petersen et al.
(2014). Despite this, it is not certain that every study that met the
inclusion criteria has been included, especially as nearly a quarter
of included studies were identified through personal contacts. This
inconsistent use of terminology makes the nocebo literature diffi-
cult to search and will continue to limit reviews in this area. We
could have included terms such as ‘adverse effects or negative
outcome’ in the search strategy but the number of results would be
unmanageable as it would include many clinical trials that would
not meet our inclusion criteria. On Medline alone, such search
terms return over 97,000 results. This is also one of the reasons
why we did not simply use ‘placebo’ as one of the search terms—
every study which described itself as “placebo-controlled” would
be returned.

In addition to limitations resulting from our search strategy, it is
possible that some studies could have been falsely rejected after
title and abstract screening (e.g., the main purpose of the study
may have been on the placebo effect and therefore only placebo
and not nocebo findings were reported in the abstract). We suspect
that this is unlikely to have occurred often, however. In order to
have been included such studies would have had to (a) manipu-
lated factor(s) to affect nocebo responding or (b) looked at baseline
measures as predictors of nocebo responding, which many do not
do. Many studies which looked at the placebo effect passed
through abstract screening as they mentioned participants experi-
encing negative symptoms or patients feeling worse after placebo
exposure. However, going through the full manuscript the majority
of these studies would not explore the possible reasons why, for
example, baseline predictors. Therefore we feel this is not some-
thing to be too concerned about.

In addition studies published in non-European languages may
have been less likely to have been identified as well as studies that
were not reported in the conventional peer-reviewed literature.

Other limitations of the review reflect the way we grouped the
results. We aggregated studies based on the independent variable.
Because of this and because there are no direct replications each
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risk factor grouping contains several different outcomes. It is
possible that an interaction exists between independent and depen-
dent variables: for example, some outcomes may be more suscep-
tible to the effects of changes in expectations than others. Unfor-
tunately, we did not have enough data to explore this in depth.

Similarly as this review focused on identifying all the possible
risk factors of nocebo effects that have been investigated in the
literature, we included studies with different research populations,
for example, students, healthy volunteers and patients. As such
there could be differences between the groups in terms of which
mechanisms are more likely to be at play. For example, it is likely
the misattribution mechanism is more important for the develop-
ment of nocebo effects in patient samples than healthy volunteers.
However, looking at studies that had a patient sample we should
interpret the results of those that just focused on baseline disease
measures as support of the misattribution mechanism with caution.
These studies did not measure actual baseline symptoms or emo-
tions which are more likely to be subject to the misattribution
mechanism, rather than disease status.

Finally, the interaction between the mechanisms, outcomes, and
mode of delivery may also be important, but could not be explored
in detail given the data available to us. For example, different
forms of sham intervention for example, sham tablets versus sham
caffeine versus sham EMF, may be more or less likely to trigger
certain psychological mechanisms, and be more or less likely to
affect certain outcomes, see Szemerszky, Domotor, Berkes, and
Koteles (2016).

Implications for Clinical Practice and Research

Our results suggest clinicians keen to reduce side effects in-
duced by any nocebo effect associated with their interventions
could (a) identify patient expectations of the adverse effects of an
intervention and provide reassurance if these seem excessive, (b)
avoid giving suggestions of side effects associated with the inter-
vention, (c¢) down-play the dose that is being provided, and (d)
reduce patient exposure to other patients experiencing side effects.
Wells and Kaptchuk (2012) suggest the use of contextualized
informed consent, whereby doctors should identify high-risk pa-
tients and tailor the medication side effect information so that these
patients only receive drug specific side effect information, which
is less susceptible to the nocebo response. Our review supports this
and suggests that such tailoring may be especially required for
those who have at-risk personality types. Clearly, these sugges-
tions also have a downside, however, as they reduce informed
consent and patient autonomy by restricting the information that is
being provided. Alternative ways to reduce nocebo effects while
maintaining the ability of a patient to give full informed consent
are required. There is scope for researchers to develop innovative
ways to reduce nocebo effects that does not require withholding of
information. This has been shown by Crichton and Petrie (2015),
who found that informing participants about nocebo effects effec-
tively reduced symptoms to infrasound noise. In addition Bingel
and the Placebo Competence Team (2014) provides some sugges-
tions on how to avoid nocebo effects which are supported by this
review such as improving the communication in patient informa-
tion leaflets to make them more patient-orientated and reduce
negative expectations of potential adverse effects.
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Additional research should also aim to replicate risk factors
which have so far received limited research, such as the more
rarely investigated personality characteristics. It would also be
advisable to look again at the risk factor ‘type of administration’ in
a healthy volunteer sample and to assess this manipulation on
expectations to explore possible mechanisms. It is also time for
authors to use consistent terminology allowing easier identification
of papers, and to enhance the quality of their research in this area.
Simple acts such as being more explicit about randomization and
blinding procedures and publishing protocols will enhance the
transparency of the research in this area while also helping to
alleviate some of the controversy surrounding nocebo research.

Conclusions

This review found that there is a mix of factors which predict
whether someone will experience a nocebo effect. Given the
implications nocebo effects have on patients’ quality of life and the
health costs they create, it is important for research to start devel-
oping interventions to prevent nocebo effects from occurring while
still trying to uphold informed consent. This systematic review
provides a useful starting point for researchers to develop evi-
denced based interventions designed to negate nocebo effects,
while also highlighting areas that need further investigation and
improvement.

References

Ammassari, A., Murri, R., Pezzotti, P., Trotta, M. P., Ravasio, L., De
Longis, P., . . . the AAICONA Study Group. (2001). Self-reported
symptoms and medication side effects influence adherence to highly

active antiretroviral therapy in persons with HIV infection. Journal of

Acquired Immune Deficiency Syndromes, 28, 445-449. http://dx.doi
.org/10.1097/00042560-200112150-00006

André-Obadia, N., Magnin, M., & Garcia-Larrea, L. (2011). On the im-
portance of placebo timing in rTMS studies for pain relief. Pain, 152,
1233-1237. http://dx.doi.org/10.1016/j.pain.2010.12.027

Angelucci, L., & Pena, G. (1997). Expectations as explanatory variable of
the placebo effect. Revista Interamericana de Psicologia, 31, 109-132.

Baliatsas, C., Van Kamp, I., Bolte, J., Schipper, M., Yzermans, J., &
Lebret, E. (2012). Non-specific physical symptoms and electromagnetic
field exposure in the general population: Can we get more specific? A
systematic review. Environment International, 41, 15-28. http://dx.doi
.org/10.1016/j.envint.2011.12.002

Barsky, A. J., Saintfort, R., Rogers, M. P., & Borus, J. F. (2002). Nonspe-
cific medication side effects and the nocebo phenomenon. JAMA: Jour-
nal of the American Medical Association, 287, 622—627. http://dx.doi
.org/10.1001/jama.287.5.622

Bayer, T. L., Baer, P. E., & Early, C. (1991). Situational and psychophys-
iological factors in psychologically induced pain. Pain, 44, 45-50.
http://dx.doi.org/10.1016/0304-3959(91)90145-N

Bayer, T. L., Coverdale, J. H., Chiang, E., & Bangs, M. (1998). The role
of prior pain experience and expectancy in psychologically and physi-
cally induced pain. Pain, 74, 327-331. http://dx.doi.org/10.1016/S0304-
3959(97)00196-6

Benedetti, F., Amanzio, M., Casadio, C., Oliaro, A., & Maggi, G. (1997).
Blockade of nocebo hyperalgesia by the cholecystokinin antagonist
proglumide. Pain, 71, 135-140. http://dx.doi.org/10.1016/S0304-
3959(97)03346-0

Benedetti, F., Maggi, G., Lopiano, L., Lanotte, M., Rainero, 1., Vighetti, S.,
& Pollo, A. (2003). Open versus hidden medical treatments: The pa-
tient’s knowledge about a therapy affects the therapy outcome. Preven-

Exhibit A40-4

1351

tion & Treatment. Advance online publication. http://dx.doi.org/10
.1037/1522-3736.6.1.61a

Bingel, U., & the Placebo Competence Team. (2014). Avoiding nocebo
effects to optimize treatment outcome. Journal of the American Medical
Association, 312, 693—694. http://dx.doi.org/10.1001/jama.2014.8342

Bogaerts, K., Van Eylen, L., Li, W., Bresseleers, J., Van Diest, 1., De
Peuter, S., . .. Van den Bergh, O. (2010). Distorted symptom perception
in patients with medically unexplained symptoms. Journal of Abnormal
Psychology, 119, 226-234. http://dx.doi.org/10.1037/a0017780

Brodeur, D. W. (1965). The effects of stimulant and tranquilizer placebos
on healthy subjects in a real-life situation. Psychopharmacologia, 7,
444-452. http://dx.doi.org/10.1007/BF00402366

Casper, R. C., Tollefson, G. D., & Nilsson, M. E. (2001). No gender
differences in placebo responses of patients with major depressive
disorder. Biological Psychiatry, 49, 158—-160. http://dx.doi.org/10.1016/
S0006-3223(00)00966-5

CASPin International. (1998). Critical appraisal tools. Retrieved from
http://www.caspinternational.org/?0=1012

Colagiuri, B., McGuinness, K., Boakes, R. A., & Butow, P. N. (2012).
Warning about side effects can increase their occurrence: An experi-
mental model using placebo treatment for sleep difficulty. Journal of
Psychopharmacology, 26, 1540-1547. http://dx.doi.org/10.1177/
0269881112458730

Colloca, L., & Benedetti, F. (2006). How prior experience shapes placebo
analgesia. Pain, 124, 126—133. http://dx.doi.org/10.1016/j.pain.2006.04
.005

Colloca, L., & Benedetti, F. (2009). Placebo analgesia induced by social
observational learning. Pain, 144, 28-34. http://dx.doi.org/10.1016/j
.pain.2009.01.033

Colloca, L., & Miller, F. G. (2011). The nocebo effect and its relevance for
clinical practice. Psychosomatic Medicine, 73, 598—603. http://dx.doi
.org/10.1097/PSY.0b013e3182294a50

Crichton, F., Dodd, G., Schmid, G., Gamble, G., & Petrie, K. J. (2014).
Can expectations produce symptoms from infrasound associated with
wind turbines? Health Psychology, 33, 360-364. http://dx.doi.org/10
.1037/20031760

Crichton, F., & Petrie, K. J. (2015). Health complaints and wind turbines:
The efficacy of explaining the nocebo response to reduce symptom
reporting. Environmental Research, 140, 449—455. http://dx.doi.org/10
.1016/j.envres.2015.04.016

Dalton, P. (1999). Cognitive influences on health symptoms from acute
chemical exposure. Health Psychology, 18, 579-590. http://dx.doi.org/
10.1037/0278-6133.18.6.579

Danker-Hopfe, H., Dorn, H., Bornkessel, C., & Sauter, C. (2010). Do
mobile phone base stations affect sleep of residents? Results from an
experimental double-blind sham-controlled field study. American Jour-
nal of Human Biology, 22, 613-618. http://dx.doi.org/10.1002/ajhb
21053

Davies, E. C., Green, C. F., Taylor, S., Williamson, P. R., Mottram, D. R.,
& Pirmohamed, M. (2009). Adverse drug reactions in hospital in-
patients: A prospective analysis of 3695 patient-episodes. PLoS ONE, 4,
e4439. http://dx.doi.org/10.1371/journal.pone.0004439

Davis, C., Ralevski, E., Kennedy, S. H., & Neitzert, C. (1995). The role of
personality factors in the reporting of side effect complaints to moclo-
bemide and placebo: A study of healthy male and female volunteers.
Journal of Clinical Psychopharmacology, 15, 347-352. http://dx.doi
.org/10.1097/00004714-199510000-00007

de Frutos Hernansanz, M. J., Lazaro Damas, A., Llinares Gémez, V.,
Azpiazu Garrido, M., Serrano Vazquez, A., & Lépez de Castro, F.
(1994). Adverse reactions to drugs in a health center. Atencion Primaria,
14, 783-786.

de la Cruz, M., Hui, D., Parsons, H. A., & Bruera, E. (2010). Placebo and
nocebo effects in randomized double-blind clinical trials of agents for

Page 000046



n or one of its allied publishers.

ghted by the American Psychological Associa

This document is copyri
This article is intended solely for the personal use of the individual user anc

is not to be disseminated broadly.

1352

the therapy for fatigue in patients with advanced cancer. Cancer, 116,
766-774. http://dx.doi.org/10.1002/cncr.24751

De Peuter, S., Put, C., Lemaigre, V., Demedts, M., Verleden, G., & Van
den Bergh, O. (2007). Context-evoked overperception in asthma.
Psychology & Health, 22, 737-748. http://dx.doi.org/10.1080/
14768320601151702

De Peuter, S., Van Diest, 1., Lemaigre, V., Li, W., Verleden, G., Demedts,
M., & Van den Bergh, O. (2005). Can subjective asthma symptoms be
learned? Psychosomatic Medicine, 67, 454—461. http://dx.doi.org/10
.1097/01.psy.0000160470.43167.e2

Devriese, S., De Peuter, S., Van Diest, I., Van de Woestijne, K. P., & Van
den Bergh, O. (2006). US-inflation in a differential odor-conditioning
paradigm is not robust: Relevance for medically unexplained symptoms.
Journal of Behavior Therapy and Experimental Psychiatry, 37, 314—
332. http://dx.doi.org/10.1016/j.jbtep.2006.03.003

Devriese, S., Winters, W., Stegen, K., Van Diest, 1., Veulemans, H.,
Nemery, B., . . . Van den Bergh, O. (2000). Generalization of acquired
somatic symptoms in response to odors: A Pavlovian perspective on
multiple chemical sensitivity. Psychosomatic Medicine, 62, 751-759.
http://dx.doi.org/10.1097/00006842-20001 1000-00003

Devriese, S., Winters, W., Van Diest, 1., De Peuter, S., Vos, G., Van de
Woestijne, K., & Van den Bergh, O. (2004). Perceived relation between
odors and a negative event determines learning of symptoms in response
to chemicals. International Archives of Occupational and Environmen-
tal Health, 77, 200—204. http://dx.doi.org/10.1007/s00420-003-0488-8

Dinnerstein, A. J., & Halm, J. (1970). Modification of placebo effects by
means of drugs: Effects of aspirin and placebos on self-rated moods.
Journal of Abnormal Psychology, 75, 308-314. http://dx.doi.org/10
.1037/h0029313

Drici, M. D., Raybaud, F., De Lunardo, C., Iacono, P., & Gustovic, P.
(1995). Influence of the behaviour pattern on the nocebo response of
healthy volunteers. British Journal of Clinical Pharmacology, 39, 204—
206. http://dx.doi.org/10.1111/j.1365-2125.1995.tb04434.x

Enck, P., Bingel, U., Schedlowski, M., & Rief, W. (2013). The placebo
response in medicine: Minimize, maximize or personalize? Nature Re-
views Drug Discovery, 12, 191-204. http://dx.doi.org/10.1038/nrd3923

Faasse, K., Cundy, T., Gamble, G., & Petrie, K. J. (2013). The effect of an
apparent change to a branded or generic medication on drug effective-
ness and side effects. Psychosomatic Medicine, 75, 90-96. http://dx.doi
.org/10.1097/PSY.0b013e3182738826

Faasse, K., Grey, A., Jordan, R., Garland, S., & Petrie, K. J. (2015). Seeing
is believing: Impact of social modeling on placebo and nocebo respond-
ing. Health Psychology, 34, 880-885. http://dx.doi.org/10.1037/
hea0000199

Faasse, K., & Petrie, K. J. (2013). The nocebo effect: Patient expectations
and medication side effects. Postgraduate Medical Journal, 89, 540—
546. http://dx.doi.org/10.1136/postgradmed;j-2012-131730

Fillmore, M., & Vogel-Sprott, M. (1992). Expected effect of caffeine on
motor performance predicts the type of response to placebo. Psychop-
harmacology, 106, 209-214. http://dx.doi.org/10.1007/BF02801974

Flaten, M. A. (1998). Information about drug effects modify arousal. An
investigation of the placebo response. Nordic Journal of Psychiatry, 52,
147-151. http://dx.doi.org/10.1080/08039489850139012

Flaten, M. A., Aasli, O., & Blumenthal, T. D. (2003). Expectations and
placebo responses to caffeine-associated stimuli. Psychopharmacology,
169, 198-204. http://dx.doi.org/10.1007/s00213-003-1497-8

Flaten, M. A., & Blumenthal, T. D. (1999). Caffeine-associated stimuli
elicit conditioned responses: An experimental model of the placebo
effect. Psychopharmacology, 145, 105-112. http://dx.doi.org/10.1007/
s002130051038

Flaten, M. A., Simonsen, T. C., & Olsen, H. (1999). Drug-related infor-
mation generates placebo and nocebo responses that modify the drug
response. Psychosomatic Medicine March/April, 61, 250-255.

Exhibit A40-4

WEBSTER, WEINMAN, AND RUBIN

Gavrylyuk, G., Ehrt, O., & Meissner, K. (2010). Lack of expectancy-
induced placebo effects on pupil size and accommodation. Zeitschrift fiir
Medizinische Psychologie, 19, 154-160.

Geers, A. L., Helfer, S. G., Kosbab, K., Weiland, P. E., & Landry, S. J.
(2005). Reconsidering the role of personality in placebo effects: Dispo-
sitional optimism, situational expectations, and the placebo response.
Journal of Psychosomatic Research, 58, 121-127. http://dx.doi.org/10
.1016/j.jpsychores.2004.08.011

Geers, A. L., Helfer, S. G., Weiland, P. E., & Kosbab, K. (2006). Expec-
tations and placebo response: A laboratory investigation into the role of
somatic focus. Journal of Behavioral Medicine, 29, 171-178. http://dx
.doi.org/10.1007/s10865-005-9040-5

Geers, A. L., Kosbab, K., Helfer, S. G., Weiland, P. E., & Wellman, J. A.
(2007). Further evidence for individual differences in placebo respond-
ing: An interactionist perspective. Journal of Psychosomatic Research,
62, 563-570. http://dx.doi.org/10.1016/j.jpsychores.2006.12.005

Geers, A. L., Weiland, P. E., Kosbab, K., Landry, S. J., & Helfer, S. G.
(2005). Goal activation, expectations, and the placebo effect. Journal of
Personality and Social Psychology, 89, 143—159. http://dx.doi.org/10
.1037/0022-3514.89.2.143

Geers, A. L., Wellman, J. A., Fowler, S. L., Rasinski, H. M., & Helfer,
S. G. (2011). Placebo expectations and the detection of somatic infor-
mation. Journal of Behavioral Medicine, 34, 208-217. http://dx.doi.org/
10.1007/s10865-010-9301-9

Gibbons, F. X., Carver, C. S., Scheier, M. F., & Hormuth, S. E. (1979).
Self-focused attention and the placebo effect: Fooling some of the
people some of the time. Journal of Experimental Social Psychology, 15,
263-274. http://dx.doi.org/10.1016/0022-1031(79)90037-4

Goetz, C. G., Laska, E., Hicking, C., Damier, P., Miiller, T., Nutt, J., . . .
Russ, H. (2008). Placebo influences on dyskinesia in Parkinson’s dis-
ease. Movement Disorders, 23, 700—707. http://dx.doi.org/10.1002/mds
21897

Goldman, A. R., Witton, K., & Scherer, J. M. (1965). The drug-giving
ritual, verbal instructions and schizophrenics ward activity levels. Jour-
nal of Nervous and Mental Disease, 140, 272-279. http://dx.doi.org/10
.1097/00005053-196504000-00003

Hahn, R. A. (1997). The nocebo phenomenon: Concept, evidence, and
implications for public health. Preventive Medicine, 26, 607—611. http://
dx.doi.org/10.1006/pmed.1996.0124

Harrell, P. T., & Juliano, L. M. (2009). Caffeine expectancies influence the
subjective and behavioral effects of caffeine. Psychopharmacology, 207,
335-342. http://dx.doi.org/10.1007/s00213-009-1658-5

Harrell, P. T., & Juliano, L. M. (2012). A direct test of the influence of
nicotine response expectancies on the subjective and cognitive effects of
smoking. Experimental and Clinical Psychopharmacology, 20, 278—
286. http://dx.doi.org/10.1037/a0028652

Héuser, W., Bartram, C., Bartram-Wunn, E., & Télle, T. (2012). Adverse
events attributable to nocebo in randomized controlled drug trials in
fibromyalgia syndrome and painful diabetic peripheral neuropathy: Sys-
tematic review. The Clinical Journal of Pain, 28, 437-451. http://dx.doi
.org/10.1097/AJP.0b013e3182321ad8

Hiuser, W., Hansen, E., & Enck, P. (2012). Nocebo phenomena in med-
icine: Their relevance in everyday clinical practice. Deutsches Arzteblatt
International, 109, 459—-465.

Heatherton, T. F., Polivy, J., & Herman, C. P. (1989). Restraint and internal
responsiveness: Effects of placebo manipulations of hunger state on
eating. Journal of Abnormal Psychology, 98, 89-92. http://dx.doi.org/
10.1037/0021-843X.98.1.89

Higgins, J. P. T., Altman, D. G., Ggtzsche, P. C., Jiini, P., Moher, D.,
Oxman, A. D, . . . the Cochrane Statistical Methods Group. (2011). The
Cochrane Collaboration’s tool for assessing risk of bias in randomised
trials. BMJ: British Medical Journal, 343, d5928. http://dx.doi.org/10
.1136/bmj.d5928

Page 000047



n or one of its allied publishers.

ghted by the American Psychological Associa

This document is copyri
This article is intended solely for the personal use of the individual user anc

is not to be disseminated broadly.

SYSTEMATIC REVIEW OF NOCEBO EFFECT RISK FACTORS

Higuchi, T., Shoji, K., & Hatayama, T. (2002). Smelling lavender and
jasmine with advance information about their psychological effects: An
examination of the placebo effect. Tohoku Psychologica Folia, 61, 1-10.

Jaén, C., & Dalton, P. (2014). Asthma and odors: The role of risk percep-
tion in asthma exacerbation. Journal of Psychosomatic Research, 77,
302-308. http://dx.doi.org/10.1016/j.jpsychores.2014.07.002

Jensen, M. P., & Karoly, P. (1991). Motivation and expectancy factors in
symptom perception: A laboratory study of the placebo effect. Psycho-
somatic Medicine, 53, 144—152. http://dx.doi.org/10.1097/00006842-
199103000-00004

Kam-Hansen, S., Jakubowski, M., Kelley, J. M., Kirsch, I., Hoaglin, D. C.,
Kaptchuk, T. J., & Burstein, R. (2014). Altered placebo and drug
labeling changes the outcome of episodic migraine attacks. Science
Translational Medicine, 6, 218ra5. http://dx.doi.org/10.1126/sci-
translmed.3006175

Kaptchuk, T. J., Stason, W. B., Davis, R. B., Legedza, A. R., Schnyer,
R. N., Kerr, C. E., . . . Goldman, R. H. (2006). Sham device v inert pill:
Randomised controlled trial of two placebo treatments. British Medical
Journal: British Medical Journal, 332, 391-397. http://dx.doi.org/10
.1136/bmj.38726.603310.55

Kennedy, W. P. (1961). The nocebo reaction. Medicina Experimentalis
International Journal of Experimental Medicine, 95, 203-205.

Kirsch, 1. (1997a). Response expectancy theory and application: A decen-
nial review. Applied & Preventive Psychology, 6, 69-79. http://dx.doi
.org/10.1016/S0962-1849(05)80012-5

Kirsch, I. (1997b). Specifying nonspecifics: Psychological mechanisms of
placebo effects. In A. Harrington (Ed.), The placebo effect: An interdis-
ciplinary exploration (pp. 166—186). Cambridge, MA: Harvard Univer-
sity Press.

Kirsch, 1., & Weixel, L. J. (1988). Double-blind versus deceptive admin-
istration of a placebo. Behavioral Neuroscience, 102, 319-323. http://
dx.doi.org/10.1037/0735-7044.102.2.319

Koteles, F., & Babulka, P. (2014). Role of expectations and pleasantness of
essential oils in their acute effects. Acta Physiologica Hungarica, 101,
329-340. http://dx.doi.org/10.1556/APhysiol.101.2014.3.8

Kuenzel, J., Blanchette, 1., Zandstra, E. H., Thomas, A., & El-Deredy, W.
(2012). Awareness changes placebo effects for feeling relaxed, but not
for liking. Journal of Marketing Communications, 18, 379-396. http://
dx.doi.org/10.1080/13527266.2010.548009

Liccardi, G., Senna, G., Russo, M., Bonadonna, P., Crivellaro, M., Dama,
A., ... Passalacqua, G. (2004). Evaluation of the nocebo effect during
oral challenge in patients with adverse drug reactions. Journal of Inves-
tigational Allergology & Clinical Immunology, 14, 104-107.

Link, J., Haggard, R., Kelly, K., & Forrer, D. (2006). Placebo/nocebo
symptom reporting in a sham herbal Supplement trial. Evaluation &
the Health Professions, 29, 394-406. http://dx.doi.org/10.1177/
0163278706293403

Lombardi, C., Gargioni, S., Canonica, G. W., & Passalacqua, G. (2008).
The nocebo effect during oral challenge in subjects with adverse drug
reactions. European Annals of Allergy and Clinical Immunology, 40,
138-141.

Lorber, W., Mazzoni, G., & Kirsch, 1. (2007). Illness by suggestion:
Expectancy, modeling, and gender in the production of psychosomatic
symptoms. Annals of Behavioral Medicine, 33, 112-116. http://dx.doi
.org/10.1207/s15324796abm3301_13

Lotshaw, S. C., Bradley, J. R., & Brooks, L. R. (1996). Illustrating
caffeine’s pharmacological and expectancy effects utilizing a balanced
placebo design. Journal of Drug Education, 26, 13-24. http://dx.doi.org/
10.2190/UUCL-E5V6-XC25-5MC6

Mazzoni, G., Foan, L., Hyland, M. E., & Kirsch, I. (2010). The effects of
observation and gender on psychogenic symptoms. Health Psychology,
29, 181-185. http://dx.doi.org/10.1037/a0017860

Meulders, A., Fannes, S., Van Diest, 1., De Peuter, S., Vansteenwegen, D.,
& Van den Bergh, O. (2010). Resistance to extinction in an odor-20%

Exhibit A40-4

1353

CO2 inhalation paradigm: Further evidence for a symptom learning
account of multiple chemical sensitivity. Journal of Psychosomatic
Research, 68, 47-56. http://dx.doi.org/10.1016/j.jpsychores.2009.03.009

Mikalsen, A., Bertelsen, B., & Flaten, M. A. (2001). Effects of caffeine,
caffeine-associated stimuli, and caffeine-related information on physio-
logical and psychological arousal. Psychopharmacology, 157, 373-380.
http://dx.doi.org/10.1007/s002130100841

Moher, D., Liberati, A., Tetzlaff, J., & Altman, D. G., & the PRISMA
Group. (2009). Preferred reporting items for systematic reviews and
meta-analyses: The PRISMA statement. PLoS Medicine, 6, €1000097.
http://dx.doi.org/10.1371/journal.pmed. 1000097

Molcin, J., Heretik, A., Novotry, V., Vajidi¢kovd, K., & Zucha, I. (1982).
Perceived effect of placebo unrelated to the effect imputed to a fancied
drug. Activitas Nervosa Superior, 24, 270-271.

Mrnia, B., & Skiivdnek, A. (1985). Placebo effect on healthy volunteers-
athletes. Activitas Nervosa Superior, 27, 42—43.

Myers, M. G., Cairns, J. A., & Singer, J. (1987). The consent form as a
possible cause of side effects. Clinical Pharmacology and Therapeutics,
42, 250-253. http://dx.doi.org/10.1038/clpt.1987.142

Neukirch, N., & Colagiuri, B. (2015). The placebo effect, sleep difficulty,
and side effects: A balanced placebo model. Journal of Behavioral
Medicine, 38, 273-283.

Nevelsteen, S., Legros, J. J., & Crasson, M. (2007). Effects of information
and 50 Hz magnetic fields on cognitive performance and reported
symptoms. Bioelectromagnetics, 28, 53—63. http://dx.doi.org/10.1002/
bem.20265

NICE. (2009). Medicines adherence: Involving patients in decisions about
prescribed medicines and supporting adherence. Retrieved from http://
www.nice.org.uk/guidance/cg76/resources/guidance-medicines-
adherence-pdf

Ossege, M., Sycha, T., Aigner, M., Schmetterer, L., Eichler, H. G., Miiller,
M., . . . Bauer, P. (2005). Effect of information on reported adverse
events in a placebo-controlled trial. Drug Safety, 28, 81-87. http://dx
.doi.org/10.2165/00002018-200528010-00006

Papoiu, A. D. P., Wang, H., Coghill, R. C., Chan, Y. H., & Yosipovitch,
G. (2011). Contagious itch in humans: A study of visual ‘transmission’
of itch in atopic dermatitis and healthy subjects. The British Journal of
Dermatology, 164, 1299-1303. http://dx.doi.org/10.1111/j.1365-2133
.2011.10318.x

Penick, S. B., & Fisher, S. (1965). Drug-set interaction: Psychological and
physiological effects of epinephrine under differential expectation. Psy-
chosomatic Medicine, 27, 177-182. http://dx.doi.org/10.1097/
00006842-196503000-00010

Pennebaker, J. W., & Skelton, J. A. (1981). Selective monitoring of
physical sensations. Journal of Personality and Social Psychology, 41,
213-223. http://dx.doi.org/10.1037/0022-3514.41.2.213

Petersen, G. L., Finnerup, N. B., Colloca, L., Amanzio, M., Price, D. D.,
Jensen, T. S., & Vase, L. (2014). The magnitude of nocebo effects in
pain: A meta-analysis. Pain, 155, 1426—1434. http://dx.doi.org/10.1016/
j-pain.2014.04.016

Petrie, K. J., Broadbent, E. A., Kley, N., Moss-Morris, R., Horne, R., &
Rief, W. (2005). Worries about modernity predict symptom complaints
after environmental pesticide spraying. Psychosomatic Medicine, 67,
778-782. http://dx.doi.org/10.1097/01.psy.0000181277.48575.a4

Petrie, K. J., Faasse, K., Crichton, F., & Grey, A. (2014). How common are
symptoms? Evidence from a New Zealand National Telephone Survey.
British Medical Journal Open, 4, €005374. http://dx.doi.org/10.1136/
bmjopen-2014-005374

Petrie, K. J., Moss-Morris, R., Grey, C., & Shaw, M. (2004). The relation-
ship of negative affect and perceived sensitivity to symptom reporting
following vaccination. British Journal of Health Psychology, 9, 101—
111. http://dx.doi.org/10.1348/135910704322778759

Popay, J., Roberts, H., Sowden, A., Petticrew, M., Arai, L., Britten, N, . . .
Duffy, S. (2006). Guidance on the conduct of narrative synthesis in

Page 000048



n or one of its allied publishers.

ghted by the American Psychological Associa

This document is copyri
This article is intended solely for the personal use of the individual user anc

is not to be disseminated broadly.

1354

systematic reviews: Final report. Swindon, UK: ESRC Methods Pro-
gramme.

Price, D. D., Milling, L. S., Kirsch, I., Duff, A., Montgomery, G. H., &
Nicholls, S. S. (1999). An analysis of factors that contribute to the
magnitude of placebo analgesia in an experimental paradigm. Pain, 83,
147-156. http://dx.doi.org/10.1016/S0304-3959(99)00081-0

Put, C., Van den Bergh, O., Van Ongeval, E., De Peuter, S., Demedts, M.,
& Verleden, G. (2004). Negative affectivity and the influence of sug-
gestion on asthma symptoms. Journal of Psychosomatic Research, 57,
249-255. http://dx.doi.org/10.1016/S0022-3999(03)00541-5

Read, J. C. A., & Bohr, I. (2014). User experience while viewing stereo-
scopic 3D television. Ergonomics, 57, 1140—1153. http://dx.doi.org/10
.1080/00140139.2014.914581

Rodriguez-Mongui6, R., Otero, M. J., & Rovira, J. (2003). Assessing the
economic impact of adverse drug effects. PharmacoEconomics, 21,
623-650. http://dx.doi.org/10.2165/00019053-200321090-00002

Rubin, G. J., Cleare, A. J., & Wessely, S. (2008). Psychological factors
associated with self-reported sensitivity to mobile phones. Journal of
Psychosomatic Research, 64, 1-9. http://dx.doi.org/10.1016/j.jpsychores
.2007.05.006

Schneider, R., Griiner, M., Heiland, A., Keller, M., Kujanova, Z., Peper,
M., . . . Walach, H. (2006). Effects of expectation and caffeine on
arousal, well-being, and reaction time. International Journal of Be-
havioral Medicine, 13, 330-339. http://dx.doi.org/10.1207/
s15327558ijbm1304_8

Schweiger, A., & Parducci, A. (1981). Nocebo: The psychologic induction
of pain. The Pavlovian Journal of Biological Science, 16, 140—143.

Slanska, J., Tikal, K., Hvizdosova, J., & Benesova, O. (1974). Placebo
effect related to the type of indoctrination and some personality traits.
Cesko-Slovenskd Psychiatrie, 70, 174-179.

Stegen, K., Neujens, A., Crombez, G., Hermans, D., Van de Woestijne,
K. P., & Van den Bergh, O. (1998). Negative affect, respiratory reac-
tivity, and somatic complaints in a CO2 enriched air inhalation para-
digm. Biological Psychology, 49, 109-122. http://dx.doi.org/10.1016/
S0301-0511(98)00030-1

Stegen, K., Van Diest, 1., Van de Woestijne, K., & Van den Bergh, O.
(2000). Negative affectivity and bodily sensations induced by 5.5% CO2
enriched air inhalation: Is there a bias to interpret bodily sensations
negatively in persons with negative affect? Psychology & Health, 15,
513-525. http://dx.doi.org/10.1080/08870440008402010

Stewart-Williams, S. (2004). The placebo puzzle: Putting together the
pieces. Health Psychology, 23, 198-206. http://dx.doi.org/10.1037/
0278-6133.23.2.198

Strohle, A. (2000). Increased response to a putative panicogenic nocebo
administration in female patients with panic disorder. Journal of Psy-
chiatric Research, 34, 439-442. http://dx.doi.org/10.1016/S0022-
3956(00)00039-X

Suchman, A. L., & Ader, R. (1992). Classic conditioning and placebo
effects in crossover studies. Clinical Pharmacology and Therapeutics,
52, 372-377. http://dx.doi.org/10.1038/clpt.1992.157

Sullivan, M. J. L., Lynch, M. E., Clark, A. J., Mankovsky, T., & Sawynok,
J. (2008). Catastrophizing and treatment outcome: Differential impact on
response to placebo and active treatment outcome. Contemporary Hyp-
nosis, 25, 129-140. http://dx.doi.org/10.1002/ch.365

Symon, A., Williams, B., Adelasoye, Q. A., & Cheyne, H. (2015). Nocebo
and the potential harm of ‘high risk’ labelling: A scoping review.
Journal of Advanced Nursing, 71, 1518-1529. http://dx.doi.org/10
1111/jan.12637

Szemerszky, R., Domotor, Z., Berkes, T., & Koteles, F. (2016).
Attribution-based nocebo effects: Perceived effects of a placebo pill and
a sham magnetic field on cognitive performance and somatic symptoms.
International Journal of Behavioral Medicine, 23, 204-213. http://dx
.doi.org/10.1007/s12529-015-9511-1

Exhibit A40-4

WEBSTER, WEINMAN, AND RUBIN

Szemerszky, R., Kételes, F., Lihi, R., & Bardos, G. (2010). Polluted places
or polluted minds? An experimental sham-exposure study on back-
ground psychological factors of symptom formation in ‘Idiophatic En-
vironmental Intolerance attributed to electromagnetic fields.” Interna-
tional Journal of Hygiene and Environmental Health, 213, 387-394.
http://dx.doi.org/10.1016/j.ijheh.2010.05.001

Tippens, K. M., Purnell, J. Q., Gregory, W. L., Connelly, E., Hanes, D.,
Oken, B., & Calabrese, C. (2014). Expectancy, self-efficacy, and pla-
cebo effect of a sham supplement for weight loss in obese adults.
Journal of Evidence-Based Complementary & Alternative Medicine, 19,
181-188. http://dx.doi.org/10.1177/2156587214528513

Van den Bergh, O., Kempynck, P. J., van de Woestijne, K. P., Baeyens, F.,
& Eelen, P. (1995). Respiratory learning and somatic complaints: A
conditioning approach using CO2-enriched air inhalation. Behaviour
Research and Therapy, 33, 517-527. http://dx.doi.org/10.1016/0005-
7967(94)00080-4

Van den Bergh, O., Stegen, K., & Van de Woestijne, K. P. (1997).
Learning to have psychosomatic complaints: Conditioning of respiratory
behavior and somatic complaints in psychosomatic patients. Psychoso-
matic Medicine, 59, 13-23. http://dx.doi.org/10.1097/00006842-
199701000-00003

Van den Bergh, O., Stegen, K., & Van de Woestijne, K. P. (1998). Memory
effects on symptom reporting in a respiratory learning paradigm. Health
Psychology, 17, 241-248. http://dx.doi.org/10.1037/0278-6133.17.3.241

Van den Bergh, O., Stegen, K., Van Diest, 1., Raes, C., Stulens, P., Eelen,
P, . . . Nemery, B. (1999). Acquisition and extinction of somatic
symptoms in response to odors: A Pavlovian paradigm relevant to
multiple chemical sensitivity. Occupational and Environmental Medi-
cine, 56, 295-301. http://dx.doi.org/10.1136/0em.56.5.295

Van Diest, 1., De Peuter, S., Piedfort, K., Bresseleers, J., Devriese, S., Van
de Woestijne, K. P., & Van den Bergh, O. (2006). Acquired lighthead-
edness in response to odors after hyperventilation. Psychosomatic Med-
icine, 68, 340-347. http://dx.doi.org/10.1097/01.psy.0000204782
49159.79

Vase, L., Baram, S., Takakura, N., Yajima, H., Takayama, M., Kaptchuk,
T.J.,...Svensson, P. (2013). Specifying the nonspecific components of
acupuncture analgesia. Pain, 154, 1659-1667. http://dx.doi.org/10
.1016/j.pain.2013.05.008

Vits, S., Cesko, E., Benson, S., Rueckert, A., Hillen, U., Schadendorf, D.,
& Schedlowski, M. (2013). Cognitive factors mediate placebo responses
in patients with house dust mite allergy. PLoS ONE, 8, €79576. http://
dx.doi.org/10.1371/journal.pone.0079576

Vogtle, E., Barke, A., & Kroner-Herwig, B. (2013). Nocebo hyperalgesia
induced by social observational learning. Pain, 154, 1427-1433. http://
dx.doi.org/10.1016/j.pain.2013.04.041

Walach, H., Schmidt, S., Bihr, Y. M., & Wiesch, S. (2001). The effects of
a caffeine placebo and experimenter expectation on blood pressure, heart
rate, well-being, and cognitive performance. European Psychologist, 6,
15-25. http://dx.doi.org/10.1027//1016-9040.6.1.15

Walach, H., Schmidt, S., Dirhold, T., & Nosch, S. (2002). The effects of a
caffeine placebo and suggestion on blood pressure, heart rate, well-being
and cognitive performance. International Journal of Psychophysiology,
43, 247-260. http://dx.doi.org/10.1016/S0167-8760(01)00188-X

Walach, H., & Schneider, R. (2009). Does the presence of a pharmaco-
logical substance alter the placebo effect?—results of two experimental
studies using the placebo-caffeine paradigm. Human Psychopharmacol-
ogy: Clinical and Experimental, 24, 549-558. http://dx.doi.org/10.1002/
hup.1054

Wells, R. E., & Kaptchuk, T. J. (2012). To tell the truth, the whole truth,
may do patients harm: The problem of the nocebo effect for informed
consent. The American Journal of Bioethics, 12, 22-29. http://dx.doi
.org/10.1080/15265161.2011.652798

Wendt, L., Albring, A., Benson, S., Engler, H., Engler, A., Hinney, A., . ..
Schedlowski, M. (2014). Catechol-O-methyltransferase Vall58Met

Page 000049



This document is copyrighted by the American Psychological Association or one of its allied publishers.
This article is intended solely for the personal use of the individual user and is not to be disseminated broadly.

SYSTEMATIC REVIEW OF NOCEBO EFFECT RISK FACTORS

polymorphism is associated with somatosensory amplification and no-
cebo responses. PLoS ONE, 9, el07665. http://dx.doi.org/10.1371/
journal.pone.0107665

Winters, W., Devriese, S., Eelen, P., Veulemans, H., Nemery, B., & Van
den Bergh, O. (2001). Symptom learning in response to odors in a single
odor respiratory learning paradigm. Annals of the New York Academy of
Sciences, 933, 315-318. http://dx.doi.org/10.1111/j.1749-6632.2001
.tb05834.x

Winters, W., Devriese, S., Van Diest, 1., Nemery, B., Veulemans, H.,
Eelen, P., . . . Van den Bergh, O. (2003). Media warnings about
environmental pollution facilitate the acquisition of symptoms in re-
sponse to chemical substances. Psychosomatic Medicine, 65, 332-338.
http://dx.doi.org/10.1097/01.PSY.0000041468.75064. BE

Wise, R. A., Bartlett, S. J., Brown, E. D., Castro, M., Cohen, R., Holbrook,
J. T., . .. the American Lung Association Asthma Clinical Research
Centers. (2009). Randomized trial of the effect of drug presentation on
asthma outcomes: The American Lung Association Asthma Clinical

Exhibit A40-4

1355

Research Centers. The Journal of Allergy and Clinical Immunology, 124,
436-444, el—e8. http://dx.doi.org/10.1016/.jaci.2009.05.041

Witthoft, M., & Rubin, G. J. (2013). Are media warnings about the adverse
health effects of modern life self-fulfilling? An experimental study on
idiopathic environmental intolerance attributed to electromagnetic fields
(IEI-EMF). Journal of Psychosomatic Research, 74, 206-212. http://dx
.doi.org/10.1016/j.jpsychores.2012.12.002

Zimmermann-Viehoff, F., Meissner, K., Koch, J., Weber, C. S., Richter, S.,
& Deter, H. C. (2013). Autonomic effects of suggestive placebo inter-
ventions to increase or decrease blood pressure: A randomized con-
trolled trial in healthy subjects. Journal of Psychosomatic Research, 75,
32-35. http://dx.doi.org/10.1016/j.jpsychores.2013.03.011

Received February 16, 2016
Revision received June 24, 2016
Accepted June 26, 2016 =

E UNITED STATES wnership, UNITED STATES rership,
POSTAL SERVICE s (All Periodicals Publications ester POSTAL SERVICE s (All Py tions)
= Tr R T et oo Cor Vo Copnct o
sycholoy cholo g e
“:““ Paychology 0 fiealth Peychology August 201 Health Psychology Fraceding 13 onns | Newvet 0 Pl Dot
Mor $133 Indiv $200 oo e o o Pas e o »
Monthly Inst §1177
i Coren oo P> o . [ ——— N 3265
750 First Street, NE, Washington, DC 20002-4242 e e
"8 L T [ ——— N 3280
i s ok st pot g e g | 3039 2893 5
wrus
750 First Street, NE, Washington, DC 20002-422 ol 100% 1007,
T = 2 Hem
et e e g 2 |of e 376 363
Amecican Poychological Assoctation T r——r—
50 First Street, NE 4 19| 5. Frsec 13 9 o it o
ecenber 201
P Healthcare Delivery Science TS e——— e _DECEDEE 2016 L potn
Stal for Children @ m » 3428 3265
4, Roon 281, Wilmington, DE 19803 Fre =
ot 10/ 12 /206
P
A B e e I e e T T e T
- ) ke S vt i s e e o it
e T e pm—pm—— M is

American

Association [750 First Street, NE

Washi DC_20002-4242

3444 3280

39 320

3838 3600

100% 1002

T e,

s e

Page 000050





