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Purpose. Only a few medical terms are used as often, even in a metaphorically
way, as the words placebo and nocebo. Almost any psychologist and psychotherapist
think he/she knows well what by a placebo or nocebo is understood, but usually
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without really being able to explain it exactly and how it works. In addition, most
psychologists and psychotherapists immediately think of clinical trials. However,
many things are attributed to the placebo or nocebo effect that does not really fall
under this concept in terms of a strict scientific terminology. Therefore, the following
article summarizes the ongoing debate on placebo/nocebo effects by citing the current
scientific literature.

Methods. To realize the purpose of the study, we used the methods of
theoretical scientific research.

Results. In summary patients are more prone to develop nocebo effects are
those with alternative or negative healthcare beliefs or experiences or unrealistic
perceptions about treatment; managing these factors is a core strategy to counteract
the nocebo effect.

Conclusions. Healthcare professionals can help to minimise the influence of the
nocebo effect by considering how information about treatments, including benefits
and adverse effects, is framed and communicated. Establishing a positive interaction
from the start and involving patients in decisions about their treatment and ensuring
they understand the cause of their illness and what they can do to manage their
symptoms is likely to lead to better treatment outcomes.

Keywords: placebo, nocebo, healthcare, patients, psychotherapist.

Jxakomyuui C., Eprn M., bapinosa H., I'apoep K., Kouapsu O. Lo
KOK€H ICUXO0JI0T i ICMXoTepaneBT MOBHHEH 3HaTH Npo edekT placebo i nocebo.

Meta. Jlume nekinbka MEAMYHUX TEPMIHIB BUKOPUCTOBYIOTHCS TaK YacTo,
HaBiTh y MeTadhOpUYHOMY ILIaHI, SK CJoBa Ianedo ta Houebo. Maibke Oyab-sKuii
TICUXOJIOT 1 TICUXOTEpaneBT BBaXkae, 110 BiH / BOHA JI0Ope 3HAE, IO PO3YyMIIOTH Mij
MOHATTIMU TIIane6o abo Houebo, ane, 3a3BUYaid, HE MOXKYTh IMOSCHHUTH, SIK caMme I1e
mpaifoe. KpiM  Toro, OIIBIIICT, TICMXOJOTIB Ta TICUXOTEPANEBTIB  Opa3zy
3aMHUCIIOIOTBCS TIPO KITIHIYHI BunpoOyBaHHs. OpHak OaraTto peuel MPHUITHUCYIOTh
edexTy manebo abo Hoiebo, SKUM HAacOpaBl HE MIAMAAAE Mifd 10 KOHIEMIII 3
TOYKH 30py CYBOpPOi HAyKOBOi TepMiHousorii. ToMy HacTymHa CTaTTS MHiJACYMOBYE
MOTOYHI JUCKYCii moA0 e(ekTiB Imianedo / Houebdo, MOCHUIAIOYMCh Ha Cy4acHy
HayKOBY JIITEpaTypy.

Metoau. [{ns peamizaiii MeTU AOCHIPKEHHS MU BUKOPUCTOBYBAJIU METOIU
TEOPETUIHOTO HAYKOBOTO JIOCIIKEHHS.

Pe3yabratu. TakuM 4MHOM, MAlliEHTH OUIBII CXHJIbHI JO PO3BUTKY €(EeKTiB
HOIEOO - 1€ Ti, XTO Mae€ aabTEepHATHUBHI a00 HETaTUBHI NEPEKOHAHHS B Tally3i
OXOpPOHU 37IOPOB's a00 JOCBiA a00 HepeadbHE CHPHUHATTS JIIKYBaHHS; yNPaBIIIHHS
MU (pakTOpaMu € OCHOBHOIO CTpaTETi€r0 MPOTUIIT eheKTy HO1eoo.

BucnoBku. MeauuHi TpamiBHUKH MOXXYTh JIOMIOMOTTH MIiHIMI3yBaTH BILIWB
edekTy Hole00, BUKOPUCTOBYIOUH croci0 popmyBaHHs Ta mepenadl iHpopmaiii mpo
JTIKyBaHHs, BKIIOYAIOYHM TIEpeBarM Ta HECHpUATINBI edexktu. BcraHoBieHHS
MO3UTHBHOI B3a€MO/II1 3 CAMOT'0 MOYATKY Ta 3aJIy4EHHS MAII€HTIB 10 PIIEHb 00 1X
JIKyBaHHS Ta 3a0€3MeUeHHs PO3YMIHHS HUMH MPUYMHM iXHBOT XBOPOOU Ta TOTO, L0
BOHU MOXXYTbh 3pOOHTH JJIS JIIKyBAHHS CBOIX CHMIITOMIB, IIBUJIIE 32 BCE, MPU3BEIC
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710 KpaluX pe3yJibTaTiB JIKyBaHHS.
KawuwoBi ciaoBa: 1maneb6o, Houebo, OXOpoHa  370pOB’s,  IAIlI€HT,
TICUXOTEPaIeBT.

Jxaxkomynuu C., Ipra M., bapunosa H., I'apéep Kuayc, Kouapsn A. Uro
KAKIbIA NCHUXOJIOT W TCHUXOTepameBT J0J:KeH 3HATh 00 3¢dekrte placebo u
nocebo.

Heap. JIuie HECKOJIBKO MEAUIIMHCKUX TEPMHUHOB HCIOJB3YIOTCA TaK 4acTo,
Jaxke B MeTaopuueckoM IUIaHe, Kak cioBa Ianedo u Houebo. [loutun mroboi
MICUXOJIOT ¥ MCUXOTEPAIeBT CYUTAET, YTO OH / OHA XOPOILIO 3HAET, YTO MOHUMAIOT
M0J1 MOHATUAMM TUIane00 WiIM Houe0o, HO, KaK MPaBHIIO, HE MOTYT OOBIACHUTDH, KaK
310 pabdotaer. Kpome TOro, OOJBIIMHCTBO TCUXOJIOTOB U IMCUXOTEPANIEBTOB Cpaszy
3alyMBIBAIOTCS O KJIMHUYECKUX HCHObITaHUAX. OJHAKO MHOTO€ MPUIUCHIBAIOT
spdekry miaanedo win HOIe0o, KOTOPbIM Ha CaMOM Jelie He NMOANAJaeT MOJ 3Ty
KOHUEMIUIO C TOYKU 3pEHMsI CTPOroi HaydHo# TepmuHooruu. [lostomy crienyromas
CTaThsl TOJBITOXKUBAET TEKyIIHe JUCKyccuu o 3Pdekrax mianedo / Houebo,
CCBLJIAsICh HA COBPEMEHHYIO HAYYHYIO TUTEPaATypy.

Metoapbl. [[ns peamu3anuy LeNId UCCIEAOBAHUS Mbl MCIOJIb30BAIM METOIBI
TEOPETUIECKOTO HAyYHOTO aHAIN3a.

Pesyabtarbl. Takum o00pa3om, mnamueHThl 0ojie€ CKIOHHBI K PAa3BUTHIO
3¢ dexToB HOLEOO - 3TO TE, KTO UMEET albTEPHATUBHBIC NN HETATHUBHBIE YOSKICHUS
B 00JIaCTH 3ApaBOOXPAHEHHs] WM OMNBIT WIM HEpPEaTbHO BOCHPUATHE JICUCHUS;
yOpaBJICHUS] 3TUMH (paKTOpaMu SIBJISIETCS OCHOBHOM CTpaTerued MpOTUBOJCHCTBUS
addekra HO1EO0.

BoiBoabl. Meauimackue paOOTHUKKA MOTYT TIOMOYb MUHUMHU3UPOBATH BIMSIHUE
s dexra HOIEOO, UCTIONB3Ysl cocod (hopMUpOBaHMS U TepeAadn MHGOPMAIUH O
JICYCHUH, BKIIIOYAsl MpEuMyInecTBa W HeOmaronpusitHble d(OQEeKThl. Y CcTaHOBIECHUE
MO3UTUBHOTO B3aWMOJIEWCTBUSA C CAMOI0 Hayaja W MPHUBJICYCHUS MAIUEHTOB C
pEIICHUSMHU TI0 UX JICUEHUIO B 00ecTiedeHns] MOHUMAaHUS UMW TMPUYUHBI UX 00JIe3HH
¥ TOTO, YTO OHHU MOTYT CHAENaTh IS JICUYESHUS CBOMX CHMIITOMOB, CKOpPEE BCETO,
MpUBENET K JIyUIIUM pe3yIbTaTaM JICUCHHS.

KawueBble ciaoBa: 1manedo, Homebo, 3ApaBoOXpaHEHUE, MAlUEHT,
MICUXOTEPAIIeBT.

Introduction

As long ago in the ancient near east, the sick were cured by talking to
them. The first historical tradition of the ,,Placebo* effect comes from
Plato. Plato was convinced that words could have the power to heal the
sick. Placebo is Latin for | shall be pleasing. It was originally used as a
name for the Vespers in the Office of the Dead, taken from a phrase used
in it, a quote from the Vulgate's Psalm 116:9.

In the Cambridge dictionary we find e.g. that placebo is a substance

70



Ilcuxonoziuni nepcnekmueu, Bun. 37, 2021, 68-82

given to someone who is told that it is a particular medicine, either to
make that person feel as if they are getting better or to compare the effect
of the particular medicine when given to others. The opposite 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. Therefore, nocebo was used to describe an inactive
substance or ineffective procedure that was designed to arouse negative
expectations (Hauser, Hansen, Enck, 2021).

Jiitte (2011) underlines that the term placebo is known nowadays in
the medical terminology for not more than nearly 200 years. It was not
until the second third of the 18th century that this phenomenon, or at least
one aspect of it, was described with the word "placebo” (Jiitte, 2011).
However, what is understand today as the placebo effect was not only
known to doctors but also to non-physicians but rather as a phenomenon.
The first controlled clinical trials were designed in the early 19th century
by physicians who either wanted to proof that homeopathy was effective
or that this new healing method was rather only nonsense. It was not until
the discovery of the Paul Martini (1932), professor of medicine at the
University of Bonn, that medical methodology discovered the placebo as a
control in drug trials.

In 1955, Henry K. Beecher published the classic work entitled "The
Powerful Placebo." Since that time the placebo effect has been considered
a scientific fact. Beecher was the first scientist to quantify the placebo
effect. He claimed that in 15 trials with different diseases, a placebo alone
satisfactorily relieved 35% of 1082 patients. This publication is still the
most frequently cited placebo reference (Kienle, 1997).

By the late 1950s, Beecher had completely reshaped his views on
experimental research. He published his first article on research ethics in
1959, continued expressing dismay at the weak safeguards for
experimental subjects, and established himself as an authority with his
1966 New England Journal article. When he died, that journal eulogized
him as “one of the pioneers in the development of programs designed to
protect the rights of patients and of volunteers engaged in various human
studies.”

Only in a 1965 lecture had Beecher ever hinted publicly that he felt
“obliged to say that, in years gone by, work in my laboratory could have
been criticized” for its ethical flaws (El-hai, 2017).

Methods. The following article summarizes the ongoing debate on
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placebo/nocebo effects by citing the current scientific literature.

Results and discussion.

General description regarding the Placebo and Nocebo effect

In modern scientific literature, a broader concept of placebo is used
today. Placebo is understood as the administration of a placebo
pharmacognosy or the use of a placebo procedure, as well as the influence
of the treatment environment, the expectations of the client and the doctor,
and the associated successful therapist-client interaction (Jiitte 2011).

Real or pure placebos are ,medicines” that only contain a
pharmacologically ineffective substance or colorants according to Jiitte
(2011). An active placebo is a pharmacologically active substance, which,
however, does not contain any specific effects for the specific case. Only
typical side effects are induced. It is only used in clinical trials.

Pseudo-placebos, also called "unclean placebos or "impure
placebos", are pharmacodynamically active substances which, however, do
not have any specific effect on the disease, either because the dosage is too
low or because the disease being treated does not respond to them
according to the prevailing medical theory underlines Jiitte (2011). This
placebo variant rarely plays a part in research, while it is of great relevance
in daily practice, since pure placebos can only be used in exceptional
cases. In contrast to pure placebos, pseudo-placebos can cause specific
adverse therapeutic effects due to the pharmacodynamics of the substance
used.

In daily routine the balancing between pure placebo and pseudo-
placebo regarding the side effect profile of the pseudo-placebo, as well as
ethical and legal aspects, should be taken into account.

Let us say now some more words about the nocebo effect and it's
implications. A range of studies have identified that a patient’s
expectations about a treatment is a key factor in influencing rates of
adverse effects and medicine adherence.

The nocebo effect, in contrast, is less well known, and derives from
Latin for “I will harm”. It describes a reduction in treatment efficacy, a
worsening of symptoms or new onset adverse effects experienced
independently from the action of an active treatment component. This is
due to the expectation or perception that the treatment will cause harm. For
example, in the study above, when patients were given negative
expectations about treatment (i.e., told the opioid would make them more
sensitive to pain after the initial effect wore off), the analgesic effect of the
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opioid was completely eliminated (Bingel, Wanigasekera, Wiech, et al.,
2011).

It has been suggested that a significant proportion of adverse effects of
medicines are attributable to the nocebo effect (The nocebo effect:...,
2019). One explanation of how nocebo-induced symptoms can occur is
that because the patient is anticipating that their treatment will result in
negative effects, they are likely to have a heightened awareness or
sensitivity towards normal day-to-day symptoms, e.g. aches, pains, fatigue,
mood changes, and sensory changes (Kaptchuk, Miller, 2015). These
symptoms are then attributed to the treatment and considered as an adverse
effect. Natural fluctuations in a disease process or symptoms can also be
attributed as adverse effects of a treatment if they coincide with the
initiation of a different medicine (or brand) or a change in treatment
approach.

Hauser et al (2021) state that physicians face an ethical dilemma, as
they are required not just to inform patients of the potential complications
of treatment, but also to minimize the likelihood of these complications,
l.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 desirable so that
physicians can better exploit the power of words to patients’ benefit, rather
than their detriment (Hauser, Hansen, Enck, 2021).

Colloca (2018) underlines that the phenomenon known as the nocebo
effect describes the effects of negative expectancies. This is according to
Colloca in contrast to positive expectations that trigger placebo effects. In
evolutionary terms, nocebo and placebo effects coexist to favour
perceptual mechanisms that anticipate threat and dangerous events (nocebo
effects) and promote appetitive and safety behaviours (placebo effects)
(Colloca, 2018).

The efficacy of placebo has been demonstrated for subjective
symptoms such as pain and nausea. Nocebo (and placebo) effects engage a
complex set of neural circuits in the central nervous system that modulate
the perception of touch, pressure, pain and temperature. Colloca states that
nocebo effects contribute to perceived side effects and may influence
clinical outcomes and patients’ adherence to medication. Therefore,
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according to Colloca we should consider how to avoid them in clinical
trials and practices. For example, nocebo effects might be reduced by
tailoring patient-clinician communication to balance truthful information
about adverse events with expectations of outcome improvement,
exploring patients’ treatment beliefs and prior negative therapeutic history,
and paying attention to framing (ie, treatment description) and contextual
effects (ie, price). Through an understanding of the physiological
mechanisms, strategies could be developed to reduce nocebo effects
(Colloca, Miller, 2011).

Nocebo effects can also arise from a variety of circumstances. There
are various factors that influence a patient’s attitude towards their
treatment, including:

e Healthcare beliefs, such as views on whether medicines are
harmful, preferences for complementary or alternative medicines;

e Perceived personal sensitivity to the effects of medicines;

e Perceived severity of their condition, baseline symptoms and co-
morbidities;

e Previous healthcare experiences, including adverse treatment
reactions;

e Level of anxiety;

e Interactions with HealthCare professionales;

e Medicines information, e.g. consumer medicine sheets, package
inserts, patient websites;

e Health literacy, e.g. interpretation of written or verbal adverse
effect information;

e Mainstream and social media;

e Views and experiences of family, friends and others (Arnold,
Finniss, Kerridge, 2014).

Psychological mechanisms

Placebo and nocebo are meanwhile being used in another sense: The
effects of every medical treatment, for example administration of drugs or
psychotherapy, are divided into specific and non-specific as we stated
above. Specific 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
(Hauser, Hansen, Enck, 2021).

Placebo and nocebo effects are also seen as psychobiological
phenomena that arise from the therapeutic context in its entirety, including
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sham treatments, the patients’ treatment expectations and previous
experience, verbal and non-verbal communications by the person
administering the treatment, and the interaction between that person and
the patient. 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 response” 1s 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.

The proven mechanisms of the placebo response include learning by
Pavlovian conditioning and reaction to expectations aroused by verbal
information or suggestion. Learning experiments with healthy probands
have shown that worsening of symptoms of nausea (caused by spinning on
a swivel chair) can be conditioned. Expectation-induced cutaneous
hyperalgesia could be produced experimentally through verbal suggestion
alone. Social learning by observation led to placebo analgesia on the same
order as direct experience by conditioning. 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 informed 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 information reported stronger pain
and performed fewer leg flexions than the group with neutral instruction
(Hauser, Hansen, Enck, 2021).

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 experiences.

Sex or gender 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 symptoms of nausea, women were more
susceptible to conditioning and men to generated expectations.
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 optimize
the therapeutic context accordingly (Hauser, Hansen, Enck, 2021).

The nocebo effect is a decrease in subjective benefit, a worsening of
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symptoms or onset of adverse effects due to an expectation or perception
of harm associated with a medicine or other treatment. The nocebo effect
Is influenced by factors such as healthcare beliefs, previous experiences,
health professional interactions, written and verbal information about
medicines, mainstream and social media and social modelling (modified
behaviour due to observation of others response to treatment). Medicine
adherence, treatment outcomes and future health decisions are affected by
the perception of adverse effects. Nocebo effects are more common in
patients with increased levels of anxiety who report high levels of baseline
symptoms. The nocebo effect can be minimised by reducing negative
expectations and anxiety about treatment, and placing discussion about the
likelihood of adverse effects into the context of treatment benefit (Olesen,
2015).

The wverbal and non-verbal communications contain numerous
unintentional negative suggestions that may trigger a nocebo response.
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 suggestible. This state of
consciousness leaves those affected vulnerable to misunderstandings
arising from literal interpretations, ambiguities, and negative suggestion
(Petrie, Rief, 2019).

Strategies to reduce the nocebo effect

Depending on the individual situation, it may be appropriate to
directly discuss the nocebo effect with patients and how this might affect
their treatment experience. Avoid unintended negative suggestion in
everyday clinical practice (according to Hauser et al (2021))

. Causing uncertainty

“This treatment/medication may help.”

“Let’s try this treatment/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

76



Ilcuxonoziuni nepcnekmueu, Bun. 37, 2021, 68-82

“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’1l just fetch something from the *poison cabinet’ (secure storage for
anaesthetics), 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)

. Ineffective negation and trivialization

“You don’t need to worry.”

“It’s just going to bleed a bit.”

Further strategies to reduce the incidence or impact of nocebo and
adverse effects are (Bingel, 2014; Chavarria, Vian, Pereira, et al., 2017;
Howick, 2012):

e Consider how patients perceive their condition, their
understanding of what causes it, why they think it happened when it did

e Ask the patient about how severe they think their condition is,
how long they think it will persist, what symptoms they are most affected
by and what makes it worse or better.

e Establish what outcome the patient wants; what are the main
symptoms/problems they want help with? What do they expect from
treatment?

e From the healthcare professional’s perspective: empathise, ensure
you have understood their beliefs or opinions, explain back your
perceptions of the problem

e Discuss treatment options, including non-pharmacological or no
treatment approaches if appropriate. Establish the patient’s preference for
treatment. This provides patients with a sense of control and ownership
over their management plan.
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e Ask patients what they understand about the effects and benefits
of their treatment; this establishes the patient’s attitude and perceptions
towards the treatment.

e Consider the patient’s previous experiences, €.g. using the same
medicine or another medicine for the same condition, have they
experienced adverse medicine effects or had other negative healthcare
experiences

e Consider how adverse effects are communicated (see: “Phrasing
and framing the risks of adverse effects”). Balance the risk of adverse
effects with the treatment benefit and use positive framing when
discussing risk, e.g. the percentage of patients who improve with treatment
and remain free of adverse effects

e Discuss adverse effects that settle over time and strategies for
managing minor adverse effects; this can help to encourage perseverance
with treatment

e Provide reassurance that any problems that arise will be addressed
and ensure patients know when to seek medical treatment for serious
adverse effects

e Ask patients to “teach-back” what has been discussed, i.e. explain
or demonstrate in their own words. Any negative biases or
misunderstandings can be discussed again.

e Focus on benefits of the treatment

e Alleviate anxiety about treatment and medicine

In recent years, the impact of media presentations of health on
individual patient’s treatment expectations gained increasing relevance.
Therefore, discussing and possibly correcting negative expectations, which
patients gained by media consumption, in relation to the occurrence of
nocebo effects, need to be considered during treatment as well. To
conclude, the issue of nocebo effects, which occur as a consequence of
informing patients about the prognosis of their symptoms, including the
disclosure of possibly occurring adverse reactions after treatment, is
subject of an ongoing debate.

Nocebo Effects in Psychotherapy

The question arises now which role nocebo effects may play in the
context of psychotherapy. There is as little doubt as much as there is
empirical proof that psychotherapy is an effective intervention for
psychological problems and disorders. However, there is ongoing
controversy about the mechanisms underlying these often impressive, but
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also often overestimated effects, reaching back to the very origins of
psychotherapy research. While this “great psychotherapy debate” vivifies
both psychotherapy research and practice, it finally poses an ethical
challenge for both psychotherapists and psychotherapy scholars. Basically,
the lack of agreed and validated mechanisms impedes the attempt to
inform patients about how changes of psychotherapy are brought about.
Thus, even though patients can readily be furnished with possible and
expectable benefits, costs and strains, the situation becomes more complex
and less certain with regard to the specific mechanisms and determinants
of change (Gaab, Locher, Trachsel, 2021).

Interestingly and relevant the possible negative effects of
psychotherapy were common lore in the 1960s as Barlow points out,
“Being awakened to the possibility that one could inflict dire harm on
patients during each visit to the consulting room (or even on the way to it)
was an ever-present source of anxiety during those early years for many of
us” . This “dire harm” could consist of the “Pavlovian construct of
transmarginal inhibition or a state of complete shutdown of the organism,”
being inflicted through “intense experiences”. Accordingly, although
psychotherapy of course can have negative consequences, such as negative
side effects but also no improvement of symptoms or even symptom
worsening, these are regrettably underreported and underinvestigated in
psychotherapy research. Recently, however, symptom deterioration in
waiting-list control groups has been described as possibly being caused by
the same mechanisms that cause nocebo effects (36): The authors argue
that negative expectations regarding the hypothesized inactive control
treatment and the assumption that patients give up their coping strategies
while waiting for a promised effective treatment have been described to
explain the observed symptom deterioration. Following a similar line of
argumentation, we discuss two examples to illustrate two possible
associations between psychotherapy and nocebo effects, and we analyse
whether symptom deterioration or no improvement observed in
psychotherapy may be related to nocebo mechanisms.

In the context of chronic primary pain, we identified relevant nocebo
mechanisms that may occur during treatment of chronic pain, including
mainly the creation of negative expectations. Thus, patients with chronic
pain may reflect a population with a particularly high risk for the
occurrence of nocebo effects. However, this is also valid for other patient
populations with symptoms e.g., medically unexplained symptoms or
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mental disorders, such as depression. This highlights the need for a
flexible treatment approach, to address patients with pre-existing treatment
experiences, their negative expectations and motivations, and their
subjective illness and healing narratives. Negative treatment expectations
have been demonstrated to be related to negative treatment effects in other
domains of health care. The highly individualized approaches of most
psychotherapeutic treatments offer the possibility to address these issues.
Thus, psychotherapy may be seen as a means to reduce nocebo effects in
the treatment of chronic pain.

At least some of the mechanisms that are assumed to be the cause of
no improvement or even deterioration of symptoms after debriefing of
trauma survivors are the same that underlie nocebo effects—most
importantly, the creation of expectations regarding the occurrence of
PTSD symptoms. Accordingly, just as it has been discussed in the context
of other health care settings, debriefing of patients regarding possibly
occurring symptoms may contribute to nocebo effects in the context of
psychotherapy as well (Locher, Koechlin, Gaab, Gerger, 2019).

In terms of recommendations for clinical practice, for Locher et al
(2019) the most relevant question 1s, “How can the occurrence of nocebo
effects best be avoided within an ethical framework?” In the context of
psychotherapeutic treatments, this essentially involves:

e first, to speak openly and honestly about the possible occurrence
of nocebo effects in the course of psychotherapy;

e second, to address possible adverse responses to
psychotherapeutic treatment;

e third, with respect to the importance of the narrative, the choice of
words should be carefully considered in treatment settings, taking into
account the patient’s own background and understanding (i.e., the patient’s
subjective illness narrative).

Conclusions.

In summary patients are more prone to develop nocebo effects are
those with alternative or negative healthcare beliefs or experiences or
unrealistic perceptions about treatment; managing these factors is a core
strategy to counteract the nocebo effect. Healthcare professionals can help
to minimise the influence of the nocebo effect by considering how
information about treatments, including benefits and adverse effects, is
framed and communicated. Establishing a positive interaction from the
start and involving patients in decisions about their treatment and ensuring
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they understand the cause of their illness and what they can do to manage
their symptoms is likely to lead to better treatment outcomes.

Particularly psychiatric patients are not only treated with
pharmacotherapy but often with different forms of psychotherapy. The role
and mechanisms of the placebo effect in psychotherapy has been
repeatedly discussed, and Enck and Zipfel (2019) point to the challenges
of disentangling specific effects of the different psychotherapeutic
approaches including unspecific and the placebo effect. This is even more
challenging when considering that many psychotherapeutic approaches are
equally effective and there is still a debate within psychotherapy research
about the specific, common and unspecific factors. Enck and Zipfel
encourage psychotherapy researchers as well as therapists to understand
that the placebo effect exists and provide a framework that acknowledges
context, common, and specific factors for further research (Weimer et al.,
2020).

We conclude in accordance with Weimer et al (2020) that placebo and
nocebo effects are a complex phenomenon. There is still a debate about the
role of placebo and nocebo effects in psychotherapy and their relation to
common and context factors. In contrast, context factors such as the
patient-provider interaction have already been acknowledged as part of the
placebo effect in other treatments. Research about the placebo effect on
depression, anxiety, and pain reveals a high placebo effect showing
symptom improvement and neurophysiological changes in the brain.
Recent studies aim to harness the placebo effect to improve functions that
are related to mental disorders, such as cognitive functioning or appetite
regulation, and may be an interesting research area for further studies.
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