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How do placebo effects and patient-clinician
relationships influence behaviors and

clinical outcomes?

Luana Colloca®P:

lacebo effects modulate clinical outcomes, result from

the patient, proxy, and provider’'s expectancies, and
depart from confounding factors such as regression to the
mean, spontaneous remission, and symptoms’ fluctuations.
From a psychological perspective, placebo effects have been
attributed to verbal suggestions and anticipation of thera-
peutic benefits, previous therapeutic experiences, observa-
tion and social learning, contextual cues, and interpersonal
patient-clinician interactions.”

This theme issue covers both theoretical and original research
articles exploring how often overlooked aspects of patient’s medical
encounters and experiences can influence health outcomes through
the placebo and nocebo effects in pain medicine. Namely, the 5
articles and 3 reviews included in this special issue illustrate how
a variety of factors, ranging from perception of competence and
warmth before a surgical procedure’ to psychological changes
occurring as a result of treatment framing,® alter pain experience and
placebo effects. Other factors discussed include the role of
expectations, desire for pain relief, and anxiety in pain-relieving
intervention such as medial branch radiofrequency neurotomy low
back pain patients,® an online method of placebo manipulation,'”
and operant conditioning with avoidance movements.'® The reviews
describe the need for encouraging education about contextual and
placebo effectsin nursing,15 strategies to minimize nocebo effects, 2
and relevance of placebo effects for central nervous system (CNS)
disorders.™® Together, this collection of innovative studies provides
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a diverse snapshot of the clinical relevance of placebo and nocebo
effects and, most importantly, how health practitioners might
hamess them to improve health outcomes.

Patient—clinician interactions can influence patients’ perception of
health pain outcomes through placebo and nocebo effects.* How-
ever, it remained unknown how the patient’s perception of warmth
and competence of the clinician can affect clinical pain outcomes.
Patients’ feelings of surgeons’ warmth and competence assessed
immediately before wisdom tooth extraction surgery influenced the
patients’ postsurgical experiences of trust and acute pain; when
patients perceived the surgeon as highly competent, but not warm,
they experienced higher trust and lower pain during surgery.’ Thus,
a key aspect of the patient—clinician interactions is competence of
health practitioners while interacting with their patients and the im-
pression they create.

Another important feature of the clinical encounter is how
treatments are presented to patients.? Disclosure and framing
effects can eventually change treatment efficacy expectations,
pain experience expectations, anxiety, positive and negative affect,
and autonomic responses.® To this end, Geers® designed a study
in which a standard analgesic message, an analgesic treatment
with side-effect message, and a double-blind analgesic message
along with a control treatment message were delivered. They found
that treatment-specific expectations changed as a result of the way
the information is framed compared with the other conditions and
the control message. The fact that treatment messages can
influence participants’ expectations of treatment efficacy can be
relevant for daily clinical practice.

Moreover, preintervention information acquired through web-
sites is ubiquitously present in clinical settings. Investigating the
impact of online delivery of information can have clinically relevant
applications and can contribute to the development and improve-
ment of both therapeutic strategies and tools to help patients
alleviate their pain. In this issue, Pontén'” explored the occurrence
of placebo effects when participants received the information
about the nature of the study and related goals through online
communication. Healthy participants were randomized to either
empathetic or neutral online communication before completing an
in-person placebo analgesia experiment. The online communica-
tion was designed to elicit significant placebo effects as compared
to the control group, in which a sham analgesic device, without any
previous communication was used. Significant placebo effects
were induced by the online video clip as compared to the sham
analgesic device without any previous communication that did not
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induce placebo effects in and of itself. Yet, exploratory analyses did
not suggest any difference in placebo pain ratings between the
empathetic and neutral communication groups, which further
reinforces the idea that warmth and empathy may not be critical
components of placebo effects.

Information conveyed online is relevant. However, participants’
expectations are often shaped and even changed by both
interactions with others and self-experiences.® Along this line,
Janssens'® measured the occurrence and persistence of placebo
and nocebo effects when an operant avoidance learning task was
used. In this study, participants performed movements with distinct
levels of difficulty and intensities of painful stimulation including both
a high cost of avoidance context, whereby pain stimulus intensity
was reduced with increasing movement difficulty, and a low-cost
avoidance context in which those contingencies were reversed.
Movements were then tracked, and participants reported both their
pain expectations and perceived pain intensity while making
differential moverment choices. Placebo and nocebo effects were
tested using a medium-intensity pain stimulus, and in this phase,
the differences in movement choices across contexts disappeared,
despite pain expectations remaining stable. Placebo effects
occurred within the low cost of avoidance context,' suggesting
that operant learning can shape pain-related avoidance behaviour
with acquired pain beliefs that can be resistant to disconfirmation,
despite self-initiated movements and contingencies.

The fact that expectations per se influence patients’ pain ratings,
regardless of the actual interventional experience, poses a chal-
lenge in situations in which placebos are (often incorrectly) used for
diagnostic scopes. ' The occurrence of placebo effects in such an
interventional setting has been carefully investigated by Finniss®
who conducted a clinical trial in which patients underwent
denervation of the lumbar zygapophyseal joints by medial branch
radiofrequency neurotomy to treat chronic low back pain. A control
group with 2 local anaesthetic injections was also studied, and
magnitude and frequency of placebo responses were assessed.
Placebo injections resulted in both large response rate (78%
placebo responders) and effect size (Cohens’ d = 1.85).
Expectation and anxiety were also important in modulating these
therapeutic responses, indicating that pain-related surgical treat-
ment outcomes may have a substantial placebo component.

Mechanisms of placebo analgesia may vary in chronic pain
patients and patients suffering from CNS diseases as compared to
healthy participants.* Matthiesen' focused on placebo analgesia in
chronic pain conditions and diseases such as Alzheimer disease
and Parkinson disease. They offer a clear and concise presentation
of the strengths, weaknesses, and insights of the current un-
derstanding of placebo analgesia in chronic pain patients. Future
mechanistic studies should explore placebo and pain in other
neurological and psychiatric diseases including multiple sclerosis,
autism, substance use disorders, and schizophrenia. Understand-
ing how chronic pain patients respond to placebo treatments, as
opposed to healthy controls, may help improve treatments among
patients experiencing pain in relation to CNS diseases.

Efforts have been made to translate knowledge of nocebo
mechanisms into helpful recommendations to prevent un-
intended nocebo effects in clinical practices. Manai expands
upon concepts that have been reported in the literature®%7:11:1
by further emphasizing the needs for reframing information,
reconsidering patient-physician communication and relation-
ships, and providing education on coping skills to meet patient
expectations.'? These kinds of approaches should be introduced
in the nursing discipline. Knowledge on placebo and nocebo
effects can positively influence nursing education, administration,
clinical practice, and research as outlined by Palese who
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elucidated and debated the contextual factors that can trigger
placebo and nocebo effects and their impact on nursing arena. '®

Overall, this theme issue on Placebo and Pain Research
presents new lines of research on framing effects and placebo
analgesia as well as somewhat underestimated but highly
relevant aspects of patient’s clinical experiences and encounters.
Contextual, nocebo, and placebo effects in clinical settings
deserve increased attention because they offer avenues for
simple, low-cost, and easy-to-implement improvements in pain-
related patients’ health outcomes.

Disclosures

Dr. Colloca reported grants from NIDCR (RO1DE025946), grants
from MPowering the State Grant, personal fees from University of
Michigan, Michigan Head Pain Institute, National Institutes of
Health, Emmi Solution Inc., Cult Health LLC, Elsevier, during the
conduct of the project.

Article history:
Received 23 April 2019
Accepted 26 April 2019

References

[1]1  Ashton-Jdames CE, Forouzanfar T, Costa D. The contribution of patients’
pre-surgery perceptions of surgeon attributes to the experience of trust
and pain during third molar surgery. PAIN Rep 2019:4;e754.

[2] BarnesK, Faasse K, Geers AL, Helfer SG, Sharpe L, Colloca L, Colagiuri
B. Can positive framing reduce nocebo side effects? Current evidence
and recommendation for future research. Front Pharmacol 2019;10:167.

[38] Colloca L. Nocebo effects can make you feel pain. Science 2017;358:44.

[4] Colloca L. The placebo effect in pain therapies. Annu Rev Pharmacol
Toxicol 2019;59:191-211.

[6] Colloca L, Finniss D. Nocebo effects, patient-clinician communication,
and therapeutic outcomes. JAMA 2012;307:567-8.

[6] Colloca L, Miller FG. How placebo responses are formed: a learning
perspective. Philos Trans R Soc Lond B Biol Sci 2011;366:1859-69.

[71 Darnall BD, Colloca L. Optimizing placebo and minimizing nocebo to
reduce pain, catastrophizing, and opioid use: a review of the science and
an evidence-informed clinical toolkit. Int Rev Neurobiol 2018;139:
129-57.

[8] Finniss D, Brooker MNC, Cousins M, Benedetti F. Magnitude, response,
and psychological determinants of placebo effects in chronic low back
pain: a randomised, double-blinded, controlled trial. PAIN Rep 2019;4:
er44.

[9] Geers AL, Fowler SL, Helfer SG, Murray AB. A test of psychological and
electrodermal changes immediately following the delivery of three
analgesic treatment messages. PAIN Rep 2019;4:e693.

[10] Janssens T, Meulders A, Cuyvers B, Colloca L, Vlaeyen JWS. Placebo
and nocebo effects and operant pain-related avoidance learning. PAIN
Rep 2019;4:e748.

[11] Klinger R, Blasini M, Schmitz J, Colloca L. Nocebo effects in clinical
studies: hints for pain therapy. PAIN Rep 2017;2:e586.

[12] Manai M, van Middendorp H, Velduijzen DS, Huizinga TWJ, Evers AWM.
How to prevent, minimize, or extinguish nocebo effects in pain: a narrative
review on mechanisms, predictors, and interventions. PAIN Rep 2019;4:
€699.

[13] Matthiesen ST, Lunde SJ, Kjeer S, Carlino E, Vase L. Placebo analgesia
effects across CNS diseases: what do we know and where do we need to
go? PAIN Rep 2019;4:e717.

[14] Miller FG, Colloca L. The legitimacy of placebo treatments in clinical
practice: evidence and ethics. Am J Bioeth 2009;9:39-47.

[15] Palese A, Rossettini G, Colloca L, Testa M. The impact of contextual
factors on nursing outcomes and the role of placebo/nocebo effects:
a discussion paper. PAIN Rep 2019;4:e716.

[16] Petrie KJ, Rief W. Psychobiological mechanisms of placebo and nocebo
effects: pathways to improve treatments and reduce side effects. Annu
Rev Psychol 2019;70:599-625.

[17] Pontén M, Ljétsson B, Jensen K. Shaping placebo analgesic responses
on the internet: a randomized experimental trial. PAIN Rep 2019;4:e698.



