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SAMANFATTNING 

Bakgrund: Placeboeffekten är ett missförstått fenomen och dess inverkan hos patienter oftast 

underskattad och ibland även nedvärderad hos sjukvårdspersonal. Mer kunskap kring 

placeboeffekten, inom sjukvården, är önskvärd för att fullt ut förstå dess effekter i den kliniska 

vardagen och för att använda den till fördel för patienten.  

Många anser att sjuksköterskan är i en ovanligt fördelaktig position för att observera och applicera 

placebo effekten. Den befintlig forskning på placebons effekt och svar som gjorts hittills är mycket 

sparsam inom sjuksköterskans forskning och teoretiska ram. Viss befintlig forskning kan dock  

appliceras inom sjuksköterskans praxis. Syfte: Syftet med arbetet är att ur en sjuksköterskas 

perspektiv beskriva situationer där placeboeffekten kan påverka vården av en patient. Metod: 

Litteratursammanställning av befintliga, kliniska studier som granskas genom innehållsanalys. 

Resultat: Genomgående teman som uppkom vid innehållsanalysen var: Emotional state, 

Expectation and Conditioning, Conscious observation och Social learning and Patient-caregiver 

relationship. Många interventioner kunde tolkas genom omvårdnadsteoretikerns Hildegard Peplaus 

verk. Slutsats: Placeboeffekten kan användas av sjuksköterskor för att förbättra resultatet av en 

patientens behandling. Genom att ytterligare undersöka placeboeffekten inom omvårdnadsforskning 

kan resultatet komma att gynna patienten mer och vara mer direkt kliniskt applicerbar än dagens 

befintliga forskning som till stor del utförts av andra yrkeskategorier. 

Sökord: Placeboeffekt, Placebosvar, Sjuksköterska, Klinisk relevans. 



ABSTRACT 
Background: The placebo effect and the placebo response is a misunderstood phenomenon and 

their potential is wildly underestimated. Most people, including health care professionals, consider 

the placebo effect to be a “make believe” effect which only affects gullible people.  

It is argued that the nurse is in an unusually advantageous position to observe and facilitate the 

placebo effect and make use of the benefits for the patients. Observation of said response is made 

by many authors but there is little to no research on the placebo effect from a nursing standpoint. 

Some of the research results can however be translated to the nurse profession and used in clinical 

settings. Aim: The purpose is to describe areas where the placebo effect may affect nursing of the 

patient. Method: A literature review format was chosen to comprise existing knowledge on the 

placebo effect, which can be applied for nursing. Results: Themes that arose from examination of 

chosen literature included: Emotional state, Expectation and Conditioning, Conscious observation 

and Social learning and Patient-caregiver relationship. Many of the observed interventions could be 

applied using the nursing philosophy of Hildegard Peplau. Conclusion: The placebo effect can be 

used by the nurse to improve the result of the patient´s treatment. If placebo becomes a focus in 

nursing research the results could be more applicable to benefit patients than if researched by other 

professional groups. 

Keywords: Placebo effect, Placebo response, Nurse, Nursing, Clinical application,  
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INTRODUCTION 

Placebo: What it is and what it is not. 

In modern medicine placebo refers to an inert substance, administered to participants of clinical 

trials, as a control to the active medicine researched. In reality this expression incorporates the 

effect of pharmacology free treatment. Therefore to distinguish between them, researchers refer to 

the classic “sugar pill” as a placebo but the phenomenon of self healing as the placebo effect or 

placebo response (Brown, 2013). In layman terms placebo is used to describe an illusion of feeling 

better, a fabrication of the mind, almost as being tricked and only affecting gullible people 

(Steinbook, Jones & Ainslie, 1965; Shapiro, Struening, & Shapiro, 1979). This attitude belittles the 

actual potential of what is referred to as the placebo response. The placebo reaction phenomenon is 

tangible and can be observed and measured using the classical methods from natural sciences. The 

placebo reaction has been quantified and studied in this manner for the last 15 years (Carlino, Pollo 

& Benedetti, 2011). 

In later years the placebo response has been a focus of research, not just a by-product, and 

physiological mechanisms have been proven to support an actual biological effect in the human 

body (Levine, Gordon, & Fields, 1978). In modern healthcare it is appropriate to rebrand the phrase 

placebo and use it to describe a positive effect in the patient, taking in account the biological, 

psychological and perceived improvements in health, which is not due to an active substance. These 

improvements can range from diminishing of symptoms to total health recovery, (Kirch, 2013). It is 

important to note that the placebo effect can be present in conjunction while receiving an active 

medicine or procedure (Miller & Miller, 2015).  

Among laymen but even more alarmingly among clinical professionals, there is an attitude that 

people that show positive effects by placebo have been tricked, are gullible and that this would 

result in an unauthentic improvement in health, even though there has been evidence of the 

physiological effect of placebo since 1978 (Levine, Gordon, & Fields, 1978). The possible 

advantages of understanding placebo for the nurse seem to be numerous. As placebo and nocebo 

responses are present in the entire healthcare process the knowledge of this phenomenon can be a 

tool to optimize the treatment outcome among patients (Miller & Miller, 2015). 
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There are several factors that alone or in concert play an important role in a patients´ placebo 

response. Some are personal and individual such as the patients´ psychological state, expectations 

and needs, personality and cultural background. Some are a direct effect of the caregiver such as 

communication of information about the patient's condition, the therapist's attitudes and 

expectations and even the treatment setting. Furthermore it has been shown that attaining the 

placebo response can be learned (Connelly, 1991).  

Placebo- a physiological response 

The placebo response is a psychobiological phenomenon with different mechanisms working in 

different situations. There exists not a single placebo effect but several, all of which seem to have 

different biological pathways (Benedetti, Mayberg, Wager, Stohler, & Zubieta 2005). In later years 

research has shown that in some cases the placebo is as effective as the drug itself in certain medical 

trials. Important to note is that the placebo response is not only a subjective phenomenon but has 

proven physiological effects (Connelly, 1991). In the different pain receptor pathways, such as 

endogenous opioid system, endocanaboid system and even the dopamine system, it is clearly visible 

with medical imaging that the same nerve cells affect the same centers in the brain through medical 

stimulation and by verbal suggestions (Fischer & Greenberg, 1997; Haour, 2005; Benedetti, 2012; 

Bingel, Tracey & Wiech, 2012). 

Pavlovian conditioning, or classical conditioning as it is also referred to, is when a reaction to a 

stimulus is learned to be evoked to a different stimulus. This was the case when Pavlov noticed that 

his dogs had an increased saliva production at the sight of food. He then rang a bell in connection to 

feeding the dogs and noticed that after learning this procedure the dogs´ saliva production increased 

by the sound of the bell alone (Pavlov, 1949). 

In one study subjects were told they would receive a drug which would cause an increase or 

decrease in growth hormone and cortisol and then given an inherent substance. The subjects 

hormonal levels did not change. But if the participants where preconditioned with Sumatripan (a 

drug that stimulates growth hormone and inhibits cortisol) then at a later time when given an inert 

substance believed to be Sumatripan hormonal changes were found (Bendetti et al., 2003). Another 

study showed similar results using a flavoured drink and cyclosporin A (an immune depressant) 

(Alder, 2003).  
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Nocebo response 

The nocebo response was in early descriptions and sometimes still today, referred to as negative 

placebo effect. The term nocebo was coined by Kennedy (1961) meaning “I shall harm” being the 

antonym of placebo. The nocebo response describes the negative effects and symptoms that derives 

from negative expectations, conscious and unconscious. Interestingly Kennedy stated that there was 

no such ting as a nocebo effect but rather a nocebo response bringing to light that the response is a 

result of the person and not an external phenomenon. A well documented and recognized syndrome 

due to the nocebo response is Takotsubo cardiomyopathy where sudden weakening of the cardiac 

muscle is induced not by introduction of a potent drug but by an emotional reaction (Dote, Sato, 

Tateishi, Uchida & Ishihara 1990). 

The patients role in the placebo reaction 

There have been numerous studies conducted with the purpose to find a personality type or 

emotional state, which can predetermine if a person is susceptible to placebo treatment or not. In the 

1950s and 1960s researchers were of the opinion that people that respond favourably to placebo 

treatments had suggestible personality traits and this had a negative undertone. This train of thought 

has no empirical proof (Steinbook, Jones & Ainslie, 1965; Shapiro, Struening, & Shapiro, 1979). It 

seems that suggested placebo response is more tied to situational factors than personality types (De 

Pascalis, Chiaradia & Carotenuto, 2002). However, people with extrovert personalities have shown 

more aptitude to respond well to placebo-based treatments but only when the therapy was 

conducted in an empathetic and welcoming manner (Kelley et al, 2009). In a number of occasions it 

has come to light that people who react well to placebo treatments later have a more favourable 

effect of active medicine (Moertel, Taylor, Roth & Tyce, 1976; Shapiro & Shapiro, 1997). 

Seen through the psychoanalytic theory the personality that reacts well to placebos are patients that 

can have a positive relationship with the caregiver which then has a positive influence of the active 

medication and in the same manner the placebo reaction (Benson & Epstein, 1975; Brody & Brody, 

2000a). To which degree the patient is able to form a positive relationship with their caregiver is 

dependent on early relationships with the parents (Forrer, 1964; Vallance, 2006). It was suggested 

that the dynamic of the authoritarian doctor and passive patient is changing to where the patients are 

more active in their health. Therefore the placebo reaction is more focused on the patients activating 

their internal resources to get better (Fisher & Greenberg, 1997). 
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The caregivers role in the placebo reaction 

In the 1950s, when testing a new antipsychotic drug, researchers found that patients reacted 

differently in spite of identical active ingredients and surroundings. The differences could be linked 

to the doctors that administered the drugs. The study showed that subjects of doctors positively 

inclined to the treatment reported 77% positive effects (ranging from little to substantial). In the 

negatively inclined doctor group only 10% reported any improvements (Feldman, 1956). A similar 

study was conducted on patients with depression and anxiety. The group led by positively inclined 

doctors showed most improvement (Whitehorn & Betz, 1960).  

In a famous study a group of patients facing surgery were divided into two groups, one where the 

anaesthesiologist informed the patients with empathy and detailed information while the other 

group was just given general information about the surgery. The group that received the most 

attention required less anaesthesia and generally seemed less in pain (Egbert, Battit, Welch and 

Barlett, 1964). It has been said that the caregiver herself must believe in the treatment for it to have 

full effect. Verbally conveying a positive outcome to patients where the caregiver actually does not 

believe in the treatment has sown to be less effective. In a study, two groups were given the same 

information about receiving an anaesthetics or a placebo while undergoing oral surgery. The doctors 

however were divided into two groups believing they only administered placebo or believing they 

might administer ether one as a blind study. In fact all patients received anaesthetics. The group 

where the doctors believed to administer anaesthetics found a significant decrease in reported pain 

from the patients (Gracely, Dubner, Deeter & Wolskee, 1985). The non-verbal communication is 

very important, a sympathetic physical touch from the caregiver can give strength to the patient, 

pain relief, lessen anxiety and even lower blood pressure and heart rate (Oh & Park, 2004; 

Benedetti, 2011; Moon & Cho, 2001). 

How consultations are conducted is the focus for many studies, as this is the time doctors interact 

with the patients, but in modern medicine time allowed for each consultation is limited. One study 

showed the importance of not rushing through a consultation, where it was shown that as 

consultation time got longer the subscribed medication decrease and had a positive effect in the way 

of fewer revisits from patients (Wilson, 1985; Morrell, Evans, Morris & Roland, 1986).  
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Professionals in healthcare generally have little knowledge of the placebo/nocebo response and 

underestimate its influence over the patients (Conelly, 1991; Berthelot, Maugars, Abgrall & Prost, 

2001). Nevertheless nurses and medical doctors use placebos as part of their art. Though reasoning 

around the use of the placebo reaction and expectancy of the result varies, placebos are a part of 

healthcare (Goodwin, Goodwin & Vogel, 1979; Fässler, Meissner, Schneider & Linde, 2010). Also 

there is a correlation between a positive attitude towards placebo and research activity among 

physicians meaning that well informed healthcare workers are more positive towards the effects of 

the placebo reaction (Shapiro & Struening, 1973). 

The possible advantages of understanding placebo for the nurse 

It has been shown that nurses use the placebo reaction, knowingly and unknowingly, to various 

degrees and also that the general knowledge of the subject is lacking. Numerous benefits of proper 

use of the placebo effect have been presented, yet the subject is poorly researched and furthermore, 

research of the placebo reaction within nursing seems to be non existent (Connelly, 1991; Miller & 

Miller, 2015). Deeper understanding of the reaction and set categorical uses could be beneficial for 

nurses in the task of optimal care for the patient.  

Nursing theory 

The works of Hildegard Peplau focuses on the interpersonal relations between nurses and patients. 

Four different stages of the nurse client relationship are described by Peplau. The phase of 

orientation which is the initial phase where a professional relationship is cultivated. The phase of 

identification is as  implied that the patient identifies the adversity to be overcome. The phase of 

exploration is when the patient and nurse work together to improve health and the phase of 

resolution is when the health goals are met and the relationship changes to where the patient can be 

self reliant and is no longer dependent of the nurse (Peplau, 1991). Peplau describes the different 

roles, which the nurse assume in the relationship between herself and the patient. The six different 

roles are described as the 1) role of stranger. The beginning of the nurse -patient relationship where 

the nurse should have an untainted impression of the patient and as approached as an equal. 2) The 

role of resource person is when the nurse is a source of information and answer questions the 

patients might have about their care. 3) The teaching role which is divided in to two parts, the 

instructional and experimental. The instructional part is giving the patient a wide range of 

information while the experimental part is the adjustment of information based on the patient´s 
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experience and knowledge. 4) The role of leadership in nursing is the position where the nurse 

helps the patient meet the goal of the treatment. 5) The surrogate role is when the patient associates 

the nurse to previous relationships and finally 6) the role of counsellor is when the nurse keeps the 

patient aware of the current situation and encourages change (Peplau, 1991).   

Problem definition 

The placebo response and effect has a significant consequence for the patient population yet there 

has been little research in what causes the placebo and nocebo effect and even less research from 

the nurse point of view. Possessing knowledge about the placebo effect and minimize the nocebo 

effect could be a useful addition to the nursing practice (Conelly 1991; Miller & Miller, 2015). 

Purpose 

The purpose is to describe areas where the placebo effect may affect nursing of the patient. 

METHOD 

Design  

To attempt to describe existing knowledge of the subject a literature review format was chosen 

(Polit & Beck, 2012).  

Sample 

The data collection was mainly conducted using databases, namely Pubmed, PsychInfo, SCOPUS 

and AMED. Due to the scarcity of research in this area no MeSH term matches the purpose of this 

paper and a number of combinations of terms were used, many which gave no result. To attempt to 

obtain saturation other creative ways were used to find articles, as recommended by Polit and Beck 

(2012), by searching through references of found articles and articles recommended by colleagues 

and experts in the field. This resulted in a total of 17 articles. During the searching process a 

librarian was consulted at two occasions. 
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Criteria for inclusion  

Only articles with clinical trials were included in the articles that comprised the analysis. All articles 

were restricted to been published within the last eight years (2008-2016).  To avoid bias, all articles 

where the title and then abstract corresponded to the research question were included in the primary 

selection and then underwent further scrutiny. Literature review articles were excluded together 

with articles, which relied on historical anecdotes. 

Table 1. Search method using databases 

!  

Searches in PsychInfo and SCOPUS yielded no articles that were used in the study.   

Manual search included articles found in reference lists, articles recommended by peers and experts 

and articles found in nursing journals. 

Ethical considerations 

The administration of placebos has mainly been without the patient´s knowledge, which can present 

an ethical dilemma. All procedures in the articles included in this paper have either been previously 

approved by an ethical committee or discussed by the author with a former member of an ethical  

Search term Search 
result

Included articles

placebo effect AND 
phenomology

6 Placebo versus “Standard” Hypnosis 
Rationale: Attitudes, Expectancies, Hypnotic 
Responses, and Experiences

nocebo 
hyperalgesia

30 The role of learning in nocebo and placebo 
effects

Responding to nocebos through observation: 
Social contagion of negative emotions

Facilitation of Pain in the Human Spinal 
Cord by Nocebo Treatment

nocebo effect AND 
placebo effect AND 
medication efficancy

6 You Can’t Always Get What You Want: The 
Influence of Choice on Nocebo and Placebo 
Responding

AMED placebo effect NOT 
placebo-controlled

271 Seeing facial expressions enhances placebo 
analgesia
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committee to ensure the protection of human rights and have been judged with regards to the three 

major principals of the Belmont Report namely, beneficence, respect for human dignity and justice 

(Polit & Beck, 2012). All articles that where within the inclusion criteria were included in the study, 

regardless of the result, as an aim to avoid bias. The ethical guidelines of Codex (2016) were 

followed which includes but are not limited to the EU standards and the declaration of Helsinki. 

Analysis 

Analysis of findings 

All articles were reviewed with the aim of finding methods to enhance the placebo effect, which can 

be utilized by nurses within the scope of her mandate and ethical guidelines and/or give 

understanding of the effect. The results where highlighted in articles that could give empirical proof 

of searched aim.  

Thematic analysis was used during the detailed review of the articles where different themes were 

identified and relationships between the study results were noted. This was done in several phases. 

Phase 1) familiarization of data, articles were read and reread. Phase 2) initial coding, coding each 

article based on the content in the article. Phase 3) coding, finding overlapping and similar themes 

from initial coding. Phase 4) defining themes and selecting what is relevant for the study. Phase 5) 

rechecking the sample if selected themes sufficiently represent occurring events (Polit & Beck, 

2012). A PhD candidate, whom was not involved in the writing, assessed the themes to help validate 

the codings.  

Quality assurance 

All chosen articles were submitted to a quality protocol using the methods recommended by Statens 

Beredning för Medicinsk och Social Utvärdering, which is an independent, government sanctioned 

authority for quality control of healthcare in Sweden. Each article is judged by aim, sample, design, 

data, analysis and result according to given criteria. With the help of this protocol the author places 

articles into three different groups, high, medium high and low quality. Ethical aspects are included 

in the evaluation. 
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FINDINGS 
The following results are based on the studies presented in the appendix. The nursing theorist 

Hidegard Peplaus work will be used to translate the given results in the discussion, to make the 

information  approachable for nurses. It is with these premises that the themes were selected and 

later approached in the discussion. The themes which arose during examination of the articles were: 

emotional state, expectation and conditioning, conscious observation and social learning and 

patient-caregiver relationship. 

Emotional state 

Pain is a subjective experience and influenced by both physiological and psychological 

components. Studies using neuroimaging have shown that cognition can influence the sensory 

perception. Using neuroimaging, a physiological influence in the brain was observed which showed 

that during sad conditions the pain perception was higher than in neutral and happy context. The 

anterior cingulate cortex (ACC) is an important region of the cerebellum for pain perception both 

for emotional and cognitive response. The ACC is activated in the anticipation of pain. The lesions 

in the ACC affect the sensitivity to physical pain stimuli. It is also known that the ACC is more 

involved in the emotional evaluation of pain than just the sensory experience. The primary 

somatosensory cortex is also affected  by sadness (Yoshio et al., 2010; Yoshio et al., 2012).  

To differentiate the influence of mood and attention on pain, subjects brain activity was observed 

using magnetic resonance imaging (MRI). The authors had previously found that mood is more 

responsible for experiencing unpleasantness in conjunction to pain and that attention altered mainly 

pain intensity. Heat induced pain and pleasant/unpleasant odours were used as stimuli. The MRI 

result showed that emotional modulation and attention modulation had different neural circuitry and 

that mood modulation had a larger impact for activation in the brain (Villemure & Bushnell, 2009). 

Emotions affect pain perception. To map the brain mechanisms, a study used functional magnetic 

resonance imaging (f MRI) and psycho-physiological methods to visualize the neural mechanisms 

in emotional affected pain analgesia. When pain and emotions were mapped out it was clear there 

was an interaction and that emotions indeed affect pain perception (Roy et al., 2009). 
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Expectation and Conditioning 

The influence of nocebo, in the form of hyperalgesic and allodynic responses was mapped out when 

subjects received electrical stimulus. Both low and high tactile stimulus was rated as pain and low 

intensity pain rated as high intensity pain. When preconditioned to expect an increase in pain the 

subjects responded in a similar magnitude of hyperalgesia. Placebos analgesic effect on the other 

hand, has a greater effect when preconditioned compared to verbal suggestion. Therefore it was 

suggest that learning is not as important in the nocebo response as it is in placebo response 

(Colloca, Sigaudo & Benedetti, 2008). 

To further understand the nocebo influence of pain, a study using heat as pain stimulus on the 

forearm of subjects together with a nocebo cream, having the subjects believe to contain capsaicin, 

was conducted. The perceived pain was measured using visual analogue scale (VAS) and showed 

that the nocebo treatment increased perceived pain and lowered pain threshold. What more was 

observed, using functional magnetic resonance imaging (f MRI), was an increase in pain related 

activation in the cervix which corresponds to the dermatomes subjected to heat stress. This result 

indicates that nocebo induced pain was amplified even before neuron signals reached the cognitive 

part of the brain. The authors hypothesized that the spinal cord was modulated by the brain by 

psychosocial context and subjects prior experience (Geuter & Büchel, 2013). 

A study on the effect of expectancy on idiopathic Parkinson´s disease was conducted. Patients with 

surgically implantated electrodes with Parkinson´s disease constitutes this study, where motor 

performance was measured to track the effect of suggested placebo. The control group received no 

treatment and received no instructions. This group showed no significant changes in motor 

performance. The second group was told the stimulation of the electrode was going to be turn off, 

but was actually left the same, and a significant slowing of motor performance occurred. The third 

group was told the effect of the stimulator was going to be turned up, but was left the same and no 

nocebo effect was observed. Prior to this experiment all subjects had had the stimulator turned off at 

one point and the slowing of motor movement was recorded in all subjects (Benedetti et al., 2003).  

Two meta analyses have shown that in double blind randomized controlled trials (RCT) patients 

suffering from major depression receiving the placebo treatment have an 80% effect compared to 

that of the actual antidepressants. This was the premises for the following study. Researches 
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examined if an open label placebo pill could yield similar effects. The participants were informed of 

the fact they would receive an inert pill and also the reasoning why it still might be effective. After 

the two-week trial period there were no significant differences between the waiting list and the open 

label placebo group (Kelley, Kaptchuk, Cusin, Lipkin & Fava, 2012). 

In hopes of finding the non-specific components of the pain reliving effect of acupuncture, patients 

who had undergone oral surgery were randomized into a double blind acupuncture or sham 

acupuncture group. The study showed that the main factor for pain relief was the believe they 

received the real acupuncture treatment and the expectation of analgesia (Vase et al., 2013). 

  

An attempt to study the influence of facial expressions on the placebo effect was conducted. First a 

placebo effect was established using Pavlovian conditioning, where a green light was associated 

with analgesia and a red light with no analgesia. The stimulus was administered by a laser to the 

skin of the hand. Pictures of strangers facial expressions were shown in happy, neutral and painful 

expression together with the pre conditioned analgesic placebo. The result was an increase of 

placebo effect of the preconditioned effect when combined with either a negative or positive facial 

expression, where the positive expression was most effective (Valentini, Martini, Lee, Aglioti & 

Iannetti, 2014).   

Assumption based on previous studies researchers wanted to explore if video based social 

observation could produce similar placebo responses as face to face social interaction. A female 

actor was used to demonstrate an analgesic effect during a series of sham pain stimulus. One group 

saw the demonstration live while the other group saw an almost identical session on video. Using a 

visual analogue scale to rate pain, the participants underwent the same procedure as the actor had 

demonstrated. The video group and live group showed similar and significant pain relief. The only 

difference found was that pain relief was strongly correlated to empathy scores in the live group but 

had no significance in the video group (Hunter, Siess & Colloca, 2014). 

Researchers also looked at the impact of social learning in placebo assisted analgesia, by comparing 

verbal suggestion, conditioned pain relief and observed pain relief. All three methods showed 

analgesic properties. The result showed the analgesic effect was similar between the group 

experiencing the pain relief first hand and the group that observer someone else experience pain 
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relief. Also an empathy questionnaire showed correlation between pain relief and higher empathetic 

scoring in the observer group (Colloca & Benedetti, 2009). 

Conscious observation and social learning 

A Pavlovian conditioning was utilized where participants were led to believe that two electrodes on 

the wrist would have an analgesic effect on the painful heat stimulus induced by a laser.  The 

electrodes were said to be activated when a green light would shine. In reality the intensity of the 

laser was decreased when the green light appeared. Later when laser of same intensity was 

delivered, the participants reported a significant analgesic effect for when the green light was lit 

(Colloca & Benedetti, 2009). 

To gain insight of the importance of pre conditioning, 60 healthy volunteers underwent a 

randomized double blind procedure. Subjects were divided into 5 groups with the intension of 

measuring analgesic and hyperalgesic effects. The pain stressor was a tourniquet. Group 1 was the 

control group which received the pain stressor but no treatment for 4 consecutive days. Group 2 

received a saline injection and was told they would it was a pain killer (verbal suggestion aimed for 

placebo effect). Group 3 received an injection of saline but was told to expect increased pain (verbal 

suggestion aimed for nocebo response). Group 4 received ketorolac tromethamine on the second 

and third day and on the fourth received saline but was told they were given ketorolac 

tromethamine (conditioned expectation of analgesia). Group 5 received ketorolac tromethamine on 

the second and third day and saline the fourth day but were told to expect increase in pain 

expectation of hyperalgesia). The result was that solely verbal suggestion with saline treatment gave  

a significant placebo or nocebo reaction according to the suggestion. If preconditioned the verbal 

suggestion had a greater placebo effect than only verbal suggestion alone.  No placebo reaction was 

seen if after conditioning it was paired with negative suggestion (Benedetti et al., 2003). 

In the same study the effect of conditioning was tested for plasma concentration of hormones. One 

group received no treatment and expectedly showed no changes in growth hormone (GH) nor 

changes in cortisol. Other subjects received saline solution and were verbally informed either that 

an increase or decrease would occur of GH or cortisol depending on which group they were 

assigned to. The levels of GH and cortisol was unchanged for all of the above groups indicating that 

verbal suggestion alone does not effect hormonal secretion. Four groups of subjects were 
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preconditioned with sumatriptan which stimulates GH and inhibits cortisol. After the precondition 

period one group received saline solution and was told it was sumatriptan and that an increase of 

GH would occur and another group received the same treatment but was verbally informed that a 

decrease of GH was to be expected. The same was done for cortisol in two other groups. Plasma 

samples showed an increase in GH that mimicked the sumatriptan regardless of what verbal 

instruction was given. The same was found for cortisol decrease. This effect where verbal 

suggestion does not give the desired effect but only a preconditioning phase can be placebo 

manipulated by replicating the treatment (Benedetti et al., 2003).  

Another example is found in a study conducted where patients with a monovalent allergy to house 

dust mites were tested. A skin prick test, subjective symptoms and basophil activation test ex vivo 

was performed. Three groups were formed, one group received an inert pill with 

water, one group received an active pill with an unusual tasting drink and one group received an 

active drug. During this phase all groups showed significant improvement in all three tests. After a 

9 day drug washout, subjects where exposed to the same treatment except the group with the 

unusual tasting drink was given an inert pill. The water and inert pill group showed improvement in 

subjective symptoms and skin prick test but no inhibition of basophil activation. The inert pill group 

receiving the novel drink showed improvements in all three tests, subjective symptoms, skin prick 

test and also inhibition of basophil activation in scores similar to the drug group. This result showed 

that conditioning can effect the immune functions of patients (Goebel, Meykadeh, Kou, 

Schedlowski & Hengge, 2008). 

To examine if conditioning for analgesic effect was possible unconsciously, a study conditioned two 

groups using male faces in conjunction with high and low pain stimuli. One group was told about 

the relationship of picture to pain and the other group was not. When testing 

the placebo and nocebo response correlating to the pictures with new pain stimuli it proved to have 

a significant impact on both groups (Jensen et al., 2012).  

Patient-caregiver relationship 

Researchers wanted to shed light on how a patient are effected by having a choice and not having a 

choice of medication, in terms of placebo and/or nocebo responses. Participants were randomly 

divided into two groups, both told they were receiving a fast acting beta blocker. In reality both 
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groups received an inert pill. Information was given of two beta blockers pills with minor 

differences, such as different binding agent and manufacturing company. In the first group, the 

participants were given a choice in which pill they would take and the other group were randomly 

assigned a pill. The parameters studied were physical symptoms, side effects, anxiety, blood 

pressure and heart rate. The parameters were compared between and within the group. The result 

showed that the no choice group reported a greater number of side effects, showing a stronger 

nocebo response. When given a stressful task the choice groups showed a reduction of heart rate 

while the no choice group showed an increase (Bartley, Faasse, Horne & Petrie, 2016). 

In an attempt to further specify the components responsible for the placebo reaction, a study using 

262 sufferers of irritable bowel syndrome were used. Participants were divided into three groups. 

The control group was on a waiting list and received no treatment. Another group where offered six 

sham acupuncture sessions, and the caregiver was instructed to limit interaction with the patient. 

The last group was also given sham acupuncture but the caregiver followed a predetermined 

protocol, using a model to attain optimal patient and caregiver relationship. Although there was a 

natural progression of symptoms over time, the group receiving sham acupuncture had much better 

results than the waiting list group. The group with sham acupuncture and positive interaction with 

the caregiver gave the most noticeable effect. The results show that factors such as empathy, 

positive expectation, warmth and time spent with caregiver might significantly influence the clinical 

outcome (Kaptchuk et al., 2008). 

In Sweden the effect of positive and neutral patient caregiver communication was studied. Using 

243 participants, 4 groups were created. 2 groups with real acupuncture treatment with 

positive or neutral communication and 2 groups with sham acupuncture with positive and neutral 

communication. The level of relaxation during the treatment was measured. Results show that the 

greatest factor for relaxation was expectancy. The expectancy was easily modified by the caregiver 

using a pre-scripted protocol. (Rosén et al., 2016). 

Discussion 

This literature review was written with the ambition to give nurses knowledge of the self healing 

capabilities among the patients, also known as the placebo response, and tools useable in clinical 

practice. Themes that arose from examination of chosen literature included: Emotional state, 
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Expectation and Conditioning, Conscious observation and social learning and Patient-caregiver 

relationship. 

Result discussion 

Emotional state 

As the articles showed there is an actual physical change in the processing of pain in the cerebrum 

modulated by emotional state (Yasumasa et al. 2010; Yasumasa et al. 2012). Other researchers agree 

that in general, positive emotions act as an analgesic and negative emotions as a hyperalgesia, both 

subjectively but also objectively, in line with the research that was studied (Rhudy et al. 2008). At 

the same time stress, which is considered a negative emotion has pain relieving properties known as 

stress induced analgesia (Flor & Grüsser, 1999; Butler & Finn, 2009). When it comes to anxiety it is 

believed that because it is a negative emotion that affects a persons well being in all aspects, a 

reduction of anxiety leads to a general improved experience (Modell, 1956; Lundh, 1987; Brody & 

Brody, 2000b). So far relieving of negative emotions have been discussed but what kind of emotion 

can be considered a positive emotion? It has been proposed that hope can be that emotion, as hope 

is both expectation and motivation (Snyder et al., 1996; Benedetti, 2011). It should be noted that 

most research in emotionally affected placebo reactions are conducted on pain and pain alteration 

and can therefore not unquestionably be applied to other forms of placebo reactions. As presented a 

difference could be seen on the f MRI of the effect of mood and attention, further validates this 

thought (Villemure & Bushnell, 2009). The nurse is very much in position to affect the patients 

emotional state from basic needs such as warmth and food to more complex needs as feeling 

confidence in the treatment and the judgement of the medical staff. 

The teachings of Hidegard Peplau play very well into this trail of thought. The nurses Counselling 

role (Peplau, 1991) is when the nurse provides guidance and motivation to make changes, 

incorporates what the above authors named as hope, which was a strong positive emotion that 

enables placebo reactions or otherwise named self healing.  

Expectation and Conditioning 

As it is very difficult to differentiate expectation from conditioning, since conditioning leads to 
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expectation of the given effects continuity, it shall be considered together in this paragraph and the 

challenges explained. 

 Already in 1927, Pavlov commented that after dogs where used to receiving morphine, they 

appeared to be affected by the morphine at the sight of the needle, before the injection was 

administered (Pavlov, 1927). Voudouris and colleagues presented a study which showed that ones 

own prior experience (conditioning) had a stronger placebo reaction than expectations from verbal 

suggestion (Voudouris, Peck & Coleman, 1990). The examined study of Colloca and Benedetti 

showed that conditioning and observed conditioning had similar effects on analgesic placebo 

response (Colloca & Benedetti, 2009). It is argued often that the reason verbal suggestion seems 

less effective is because that conditioning gives higher expectation, meaning it is not the 

conditioning itself that is effective. This is the problem researchers face, where conditioning ends 

and where expectations begin. Also multiple authors suggest that if there is lacking motivation 

behind the expectation it is less effective in producing a placebo reaction (Jensen & Karoly, 1991; 

Geers & Helfer, 2005; Hyland, 2011;). One of the studies listed, showed that when it came to 

hormonal effected placebo, verbal suggestion alone had no effect but required conditioning with an 

active substance. When addressing allergic functions, expectations alone had a good effect although 

not as long lasting as the preconditioned effect (Benedetti et al., 2003). Another example of this 

effect is the study of Guo and partners (2010). They could prove that participants conditioned to 

morphine would loose their analgesic effect when receiving naloxolone, but were not affected if 

conditioned to aspirin. This showed that the preconditioned placebo effect of the first example has a 

physical reaction chemically similar to morphine.   

Peplau suggest two nursing roles where the above findings are useful, namely the Resource role and 

the Teaching role of the nurse. The Resource role is when the nurse gives information to the patient 

of different possibilities of treatment, expectations of therapies, medical or therapeutical, and 

decides which type of answer is beneficial to the patient. The expectancy for any therapy can be 

greatly modified depending on how it is presented. This is not to say a nurse should lie or 

exaggerate but rather helping the patient to focus on a positive attitude towards healing. In the 

Teaching role, among other things, a nurse should be sensitive to the patients previous experience 

and build from there. This is a good opportunity for a nurse to strengthen patients previous positive 

experience (conditioning) and to subdue negative expectations (Peplau, 1991).  

�16



Conscious observation and social learning 

Humans are a social beings and observing others is a natural way to learn. Therefore it is not hard 

to imagine that observation of others, affect properties within us that contribute to placebo and 

nocebo reactions. All of the studied articles showed that seeing other humans affected the person. 

An extreme case of socially induced nocebo is mass psychogenic illness or mass hysteria. Sirois 

(1974) managed to find 80 well documented cases of mass psychogenic illness and it is likely more 

common than we realize (Colligan & Murphy, 1979). Colloca and Benedetti (2009) found that 

social observation had an almost equal effect as personal experience, this could have significant 

impact on clinical conduct. Treatments and behaviour towards patients could possibly effect the 

health outcome of other patients and highlights the importance of professional conduct as a nurse at 

all times. Certain treatments may be more efficient in a group setting while others may benefit from 

being more private. Also this could be considered when nurses plan the patients housing during 

care-giving as certain patient groups together or certain individuals on the same ward might not be 

ideal for improving health.  

Patient-caregiver relationship 

The importance for the patient to have a free choice and the positive outcome this had on the 

treatment was shown in one study (Bartley, Faasse, Horne & Petrie, 2016). Further investigation is 

necessary to determine what factors give the positive effect, if its the involvement in ones own 

treatment or the freedom of choice. It is often said that the therapeutic ritual of a treatment itself 

provokes a certain placebo effect (Kaptchuk et al., 2008). Both Rosén and colleges (2016) and 

Kaptchuk, together with his colleges (2008) found that a kind, warm and empathetic interaction 

with the caregiver had positive effects for the patient. As mentioned in the introduction the study 

with the pre operative consolation (Egbert et al., 1964) affected the post operative need for 

analgesia. The subjective and objective pain was clearly correlated to the positive attention the 

caregiver assigned to the patient (Kaptchuk et al., 2008). This sheds new light to the Society of 

Nursing Foundation of Nursing Care Values where it clearly states among other things that each 

patient has a right to be treated as an individual and has a right to be informed in a manned that is 

understandable to the individual patient (Swedish Society of Nursing, 2011). In an attempt to 

identify what constitutes a compassionate patient-caregiver relationship a study examined multiple 

hospitals and could identify several components: communication which included useful and 

understandable information, common ground where empathy for the illness and experiences was 
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mediated with empathy, treating the patient as an individual person and not a diagnosis and finally a 

continuation that implies a long term support (Sanghavi, 2006). 

Hildegard Peplau covers two notions relevant to this in the role the nurse assumes. The resource 

role is when the nurse is an information library for the patients to understand the treatment which 

the patient is undergoing, the choices the patient has and counselling. The teaching role addresses 

relevant information to the patient and also understanding the experience which the patient has 

encountered. Following the steps by the pioneer Peplau the pre mentioned conducts of a nurse are a 

natural approach strengthened by the famous study conducted for medical doctors in 1964. (Egbert, 

Battit, Welch & Barlett, 1964). 

Placebo and the nurse profession 

To care for patients in a professional manner with a holistic view of their illness and treatment, 

knowledge and understanding of the placebo response seems natural and knowledge of the 

physiology of the placebo effect is desirable. When medicine focuses on the measurable and 

quantifiable part of illness, it is short sighted. Doing so, an important part is lost but as nurses we 

focus not only the illness but the perceived wellness of the patient. This attitude among nurses 

facilitate the placebo effect, in many cases without a thought of placebo but only the benefit of the 

patient. As the results show, expectations and anxiety have a significant impact on the treatments 

result. Counselling patients are a natural part of nursing, expressed by among others Peplau. 

Patients trust in medical staff and treatments is also an area where nurses have an operative role. 

With the knowledge of the placebo effect, nurses can use this gained alliance to further benefit 

recovery. There is no need for a placebo to achieve a placebo response, it can work together with 

existing medical treatments and can be worked into conventional treatment for a more positive 

result. The effects of given drugs are reduced if the subjects have low expectations and is enhanced 

with knowledge of the effect of the active substance (Volkow et al., 2003). This is in unison with the 

described Swedish competence requirements for a specialist nurse in psychiatry, where she must 

have extensive knowledge of pharmaceutics and to be able to convey the effects of these to the 

patient. In the cases when patient in pain receive placebo or placebo dosed medication and 

improvement is achieved it is assumed that the patient is faking or that the pain is psychological and 

an increase in dosage is not indicated (Brown 2013). One can only imagine how many patient have 
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suffered unnecessarily and still today suffer from this ignorance. As nurses we can give a voice to 

these patients.  

It is not disputed that therapy is an effective form of treatment, and what is therapy if not the 

facilitation of the placebo response? It seems that either psychotherapy is a form of placebo or that 

placebo treatment is a form of psychotherapy, giving the patient tools to heal themselves without 

the use of external active substances (Thompson, 2005). In nursing studies it is widely accepted that 

the nurse in her self is a therapeutic tool by means of communication and empathy and therefore the 

use of the placebo effect can be uniquely beneficial for nurses in the professional setting. 

Moral responsibility of the nurse 

There is proof that healing and/or lessening of symptoms not only happens in the patient but 

between the patient and caregiver. This interpersonal healing (Miller, Colloca & Kaptchuk, 2009) 

requires the active participation of both parties. Both the placebo and nocebo response, although 

wearying in individual cases, has a significant impact for patients in general. Little is known on 

what specifically promotes the placebo response, generally research points to the patients attitudes 

and expectations of procedures and medicine as being the major factors. For this the nurse is 

uniquely qualified as she is responsible of the patients health as described by the World Health 

Organization (1948), and the holistic view of the patient, unequalled by any other health care 

profession. This faith put in nurses competence also comes with responsibility, why it can be argued 

that it is a moral responsibility of nurses to understand and utilize the placebo response and strive to 

eliminate the nocebo response among patients (Connelly, 1991).  Knowledge of the placebo effect 

should be a part of the nursing curriculum. As found in the Florence Nightingale Pledge “I shall 

abstain from whatever is deleterious...”, what better way to avoid harm to patients health than 

minimizing or eliminating the nocebo response which in most cases are caused by medical 

professionals and can be avoided by caregivers. The placebo based treatments will always have a 

huge advantage, namely little or non existent side effects, which is particularly advantageous in 

treatment of chronic disease (Brown, 2013). 

For placebo to be truly effective the caregiver must also have faith in the effectiveness of the 

placebo response. This is why understanding and being aware of resent studies and research in this 

area is should be an obligation for caregivers to give validated and effective care (Silberman, 2000). 

The placebo effect is a tool which can be effectively used by nurses in particular, but research in 
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placebo among nurses is very limited. Nurses may be the best people to identify the factors needed 

for the placebo effect (Conelly, 1991). Researching and observing the placebo response bring the 

two main branches of medicine together namely the science of medicine and the art of medicine. 

(Barrett et al 2006, Harrington 2008, Miller et al 2009). 

Method discussion 

As stated numerous times research involving the placebo effect and cultivating this for the patients 

advantage is limited to say the least. Even more so from a nurse´s perspective (Kirsch 2013, Miller 

& Miller, 2015). The role of nurses have changed dramatically the last few decades and early 

research on the placebo effect was credited solely the doctors role, but now as other authors also 

mention, the placebo effect is best observed and applied by nurses (Miller & Miller, 2015). 

As the placebo effect is barely described, and there are multiple different biological explanations to 

different placebo responses found and that by most ignored and mistrusted even by medical 

professionals, most research is made to prove that the effect is actually real and trying to understand 

the effect from a pure biological standpoint. This was obviously a problem when gathering 

information for this paper. To understand this phenomena of the placebo effect and try to introduce 

it as a tool for nurses with this limited information was a challenge. It does not require a far stretch 

of the imagination to appreciate the potential of the effect. Much of the information pointed out, can 

for an inventive nurse be implemented in various ways in everyday nursing work. 

A literature study (Polit & Beck, 2012) was conducted to obtain information from earlier research. 

To obtain a truthful coverage of available information a librarian was consulted at two different 

occasions. Initially database searches were done. As this gave little outcome the reference lists of 

found articles were examined to find further information. Also professionals in healthcare 

recommendations were taken into account. To keep the information relevant, articles no older than 

eight years were used although older articles were read for deeper understanding by the author. 

According to Graneheim and Lundman (2004), for a study to obtain trustworthiness it must have 

credibility, dependability and transferability. Striving for this, a PhD candidate, whom was not 

involved in the project, examined the themes that arose in relation to the articles. Also the results 

where compared to the nursing theorist Hildegard Peplau to further strengthen the applicability of 

the findings. Judging the quality of the articles was done according to the template of qualitative 

research from the Statens Beredning för Medicinsk och Social Utvärdering (SBU). As SBU has no 
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objective quality guidelines, the author can therefore misconstrue articles as being too high or too 

low in quality. Including only relevant articles had challenges as much information found was 

interesting and deepened understanding of the placebo phenomenon but did not contribute clinical 

use of the placebo effect and many articles were stricken because of this. 

  

Conclusion  

The purpose of this literature study was to describe tools that could benefit the nurse in a clinical 

setting and deepen her understanding of the placebo effect and reaction and how it could potentially 

effect the nurses interaction with patients. Four main themes emerged during the review, Emotional 

state,Expectation and Conditioning, Conscious observation and social learning and Patient-

caregiver relationship. Obtaining the placebo response seem to have not one but multiple biological 

and emotional pathways and several different triggers to obtain them. It is beneficial for nurses to 

understand the nature of the placebo effect and can thus improve the outcome of the available 

treatments. As nurses are in an advantageous position for observing and applying placebo more 

research in this area is needed from a nurses standpoint. 
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APPENDIX 

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 

You Can’t Always 
Get What You Want: 
The Influence of 
Choice on Nocebo anf 
Placebo Responding.

Bartley, H., Faasse, K., 
Horne, R., & Petrie, K. 
J. (2016)

Design: Experimental 
Randomised Parallel 
Group
Aim: Impact of choice 
of medication of 
nocebo and placebo 
response.
Sample: 105 
expressed interest. 
n= 61  
48,3% European 
31,7% Asian 
F=41, M=20
Intervention: 
Participants where 
assigned to choose a 
beta blocker placebo or 
assigned beta blocker 
placebo.

Not being given a 
choice of medication 
increases nocebo. 
Where as free choice 
increased the placebo 
response.

High quality

Conscious 
expectation and 
unconscious 
conditioning in 
analgesic, motor, and 
hormonal placebo/
nocebo responses. 

Benedetti F, Pollo A, 
Lopiano L, Lanotte M, 
Vighetti S, Rainero I 
(2003)

Design:Pain:Random
ize double blind 
Parkinson´s disease: 
Experimental  
Hormones: 
Randomized double 
blind 
Aim: Analyze the role 
of conditioning and 
cognitive factors in 
different placebo 
responses.
Sample: Pain 
n= 60 
Parkinson´s disease 
n=10 
Hormones 
n=95
Intervention: 
Positive and negative 
suggestion. 
Conditioning then 
positive and negative 
suggestion.

In pain and motor 
modulation verbal 
suggestion has 
significant effect even 
when preconditioned. 
Hormonal secretion 
however is not affected 
by suggestion and 
placebo administration 
affects secretion 
independent of 
suggestion.

High quality
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Placebo analgesia 
induced by social 
observational 
learning.

Colloca, L., & 
Benedetti, F. (2009)

Design: Experimental 
Randomized tree arm 
trial
Aim: Investigates the 
role of socially learnt 
placebo response with 
analgesic effect.
Sample: n= 48 
(female)
Intervention: Group 
1: social observation 
Group 2: Conditioning 
Group 3: verbal 
suggestion

Socially learned 
placebo response were 
similar to conditioned 
response where verbal 
suggestion alone was 
not as effective.

Medium high 
quality

The role of learning 
in nocebo and 
placebo effects

Colloca, L., Sigaudo, 
M., & Benedetti, F. 
(2008)

Design: 
ExperimentalRandomis
ed Parallel Group
Aim: The effects of 
verbal suggestion and 
conditioning on 
placebo.
Sample: n= 116 
female
Intervention: First 
determined pain 
thershold then 
partisipants randomly 
assigned to group with 
nocebo and pre 
conditioned nocebo.

Conditioning is less 
important than verbal 
suggestion in nocebo 
hyperalgesia.

High quality

Facilitation of pain in 
the human spinal 
cord by nocebo 
treatment.

Geuter, S., & Büchel, 
C. (2013)

Design: 
ExperimentalRandomis
ed Parallel Group  
Aim: Suggested that 
hyperalgesia of nocebo 
treatment occurs not 
only by cortical 
processing but earlier 
in the signal chain.
Sample: n=20 + 3 
excluded.
Intervention: 
Application of inert 
nocebo cream with 
verbal suggestion and a 
control cream on 
forearm. rMRI to map 
pain of heat stimuli.

Verbal suggested 
nocebo enhanced  pain 
related activity in the 
ipsilateral dorsal horn.

High quality

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 
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Behavioral 
Conditioning of 
Antihistamine Effects 
in Patients with 
Allergic Rhinitis.

Goebel M, U, 
Meykadeh N, Kou W, 
Schedlowski M, 
Hengge U, R. (2008)

Design: Experimental 
design  
Aim: Investigation 
whether histamine 1 
receptor antagonist can 
be induced using 
conditioning.
Sample: n=20 + 3 
excluded.
Intervention: Three 
groups. All received 
H1 receptor antagonist 
for 5 days. One group 
received placebo pill, 
one group received 
placebo pill with 
preconditioned tasting 
drink and one group 
received active 
medicine.

Placebo group showed 
reduction of 
symptoms. 
Preconditioned placebo 
showed additionally 
decreased basofil 
activation similar to 
drug group.

High quality

Socially-induced 
placebo analgesia: a 
comparison of a pre-
recorded versus live 
face-to-face 
observation.

Hunter, T., Siess, F., & 
Colloca, L. (2014)

Design: Single blind 
four arm randomized 
controlled trial.
Aim: Investigation 
whether social 
observation induced 
placebo analgesia is 
effective through video 
sharing platforms.
Sample: n=60 
(f=60)  
Intervention: Four 
Groups with pain 
stimuli. 
Social observation 
through video. 
Social observation in 
person. 
Verbal suggestion. 
No intervention.

Social observed 
analgesic response by 
video replay can 
compare to live face to 
face interaction. 

High quality

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 
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Nonconscious 
activation of placebo 
and nocebo pain 
responses.

Jensen, K. B., 
Kaptchuk, T. J., 
Kirsch, I., Raicek, J., 
Lindstrom, K. M., 
Berna, C., ... & Kong, 
J. (2012)

Design: Analytic 
Experimental
Aim: To test if  
placebo and nocebo 
responses can be 
activated by subliminal 
stimuli.
Sample: n=40  
(f=23)
Intervention: Two 
groups were subject to 
pain stimuli while 
receiving visual cues. 
One group received 
conditioning of visual 
cues the other received 
the cues without 
participants made 
aware.
Data

Placebo and nocebo 
responses can in fact 
be triggers by 
subconscious cues.

High quality

Components of 
placebo effect: 
randomised 
controlled trial in 
patients with irritable 
bowel syndrome.

Kaptchuk, T. J., Kelley, 
J. M., Conboy, L. A., 
Davis, R. B., Kerr, C. 
E., Jacobson, E. E., ... 
& Park, M. (2008)

Design: Single blind 
three arm randomized 
controlled trial.
Aim: Attempts to 
experimentally 
separate the placebo 
response into three 
components.
Sample:n=262 
(f=199)
 Intervention: Three 
groups. 
Waiting list (no 
intervention), placebo 
acupuncture and 
placebo acupuncture 
with friendly patient 
caregiver relationship. 
 

Factors contributing to 
the placebo response 
are additive. Patient 
and caregiver 
relationship is the most 
significant.

High quality

Open-label placebo 
for major depressive 
disorder: a pilot 
randomized 
controlled trial.

Kelley, J. M., 
Kaptchuk, T. J., Cusin, 
C., Lipkin, S., & Fava, 
M. (2012)

Design: RCT 
open label placebo
Aim: To see if open 
label placebo is as 
effective as placebos 
are (80%) in 
antidepressant studies.
Sample: 20 patients 
with primary diagnosis 
of non psychotic MDD 
70% women
Intervention: RCT 
between open label 
placebo recipients and 
waiting list.
Data

Small but statistically 
significant 
improvement of open 
label placebos for 
depression.

Low quality

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 
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The effects of positive 
or neutral 
communication 
during acupuncture 
for relaxing effects: a 
sham controlled 
randomized trial.

Rosén, A., Lekander, 
M., Jensen, K., Sachs, 
L., Petrovic, P., Ingvar, 
M., & Enblom, A. 
(2016).

Design: Experimental 
Randomised Parallel 
Group and randomized 
subgroups.
Aim: To investigate if 
positive or neutral 
communication about 
the outcome of 
treatment affected 
patients expectations 
and if this had 
relevance to the 
outcome.
Sample: n=243
Intervention: Two 
groups randomly 
assigned to ether sham 
acupuncture or active 
acupuncture and in 
each group randomly 
assigned to positive or 
neutral communication 
from caregivers.

Expectation of 
procedure influences 
the outcome and can be 
easily manipulated 
with standardized 
protocol.

High quality

Cerebral and spinal 
modulation of pain by 
emotions.

Roy, M., Piché, M., 
Chen, J.-I., Peretz, I., 
& Rainville, P. (2009).

Design: Analytic, 
Experimental
Aim: Exploration of 
neural mechanisms 
involved in emotional 
effect of nociceptive 
responses.
Sample: n=12 
(f=6)
Intervention: 
Participants received 
pain stimuli while 
shown pictures 
evoking pleasant, 
unpleasant and neutral 
emotions.

The stimulation of 
different parts of the 
brain were mapped out.

High quality

Seeing facial 
expressions enhances 
placebo analgesia. 

Valentini, E., Martini, 
M., Lee, M., Aglioti, S. 
M., & Iannetti, G. 
(2014)

Design: Analytic, 
Experimental
Aim: The influence of 
facial expressions 
(neutral, pain, happy) 
on the placebo 
response.
Sample: n=27 
(f=12)
Intervention: Visual 
and pain stimuli. 
Conditioning.

Both positive and 
negative facial 
expressions increased 
the placebo response 
where positive 
expression was more 
favorable.

Medium high 
quality

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 
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Specifying the 
nonspecific 
components of 
acupuncture 
analgesia.

Vase, L., Baram, S., 
Takakura, N., Yajima, 
H., Takayama, M., 
Kaptchuk, T. J., ... & 
Svensson, P. (2013)

Design: RCT with 
Double blind 
treatment.
Aim: To clarify why 
active acupuncture and 
placebo acupuncture 
have similar effect on 
pain.
Sample: 111 patient 
recruited 
n=101
Intervention: 
Patients divided into 
three groups: active 
acupuncture, placebo 
acupuncture and no 
treatment group.

Patients pain 
expectations and 
perception of active 
acupuncture treatment 
stated lower pain 
indication. 

High quality

Mood influences 
supraspinal pain 
processing separately 
from attention.

Villemure, C., & 
Bushnell, M. C. 
(2009).

Design: Analytic 
Experimental
Aim: Mapping the 
neurocircuitry for 
mood related pain 
modulation and 
attention related 
modulation and that 
there is a difference.
Sample: n=14 
(f=9)
Intervention: Pain 
stimulus 
Odor stimulus

Separate 
neuralcircuitry for 
emotional and attention 
pain modulation and 
fMRI mapping of 
these.

Low quality

Sadness enhances the 
experience of pain via 
neural activation in 
the anterior cingulate 
cortex and amygdala: 
an fMRI study.

Yoshino, A., Okamoto, 
Y., Onoda, K., 
Yoshimura, S., 
Kunisato, Y., Demoto, 
Y., ... & Yamawaki, S. 
(2010). 

Design: Analytic 
Experimental
Aim: Neural responses 
to pain in different 
emotional context. 
Understanding 
correlation of somatic 
complaints and 
negative emotion.
Sample: n=16 
(f=6)
Intervention: Pain 
stimulus while shown 
pictures of sad, happy 
or neutral images. 
fMRI and subjective 
pain assessment.

Subjective pain and 
pain related activity in 
the ACC was higher in 
sad related context.

High quality

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 
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Sadness enhances the 
experience of pain 
and affects pain-
evoked cortical 
activities: an MEG 
study. 

Yoshino, A., Okamoto, 
Y., Onoda, K., 
Shishida, K., 
Yoshimura, S., 
Kunisato, Y., ... & 
Yamawaki, S. (2012).  

Design: Analytic 
Experimental
Aim: Examines if pain 
can be influenced by 
different emotional 
context.
Sample: n=19 
(f=7)
Intervention: 
Induced pain stimuli in 
participants while 
exposed to pictures of 
faces depicting 
different emotions.

Participants reported 
increased subjective 
pain in conjunction 
with depicted sad 
emotion and increased 
neural responses to 
pain.

High quality

Title Author 

Publishing Year 

Design 

Aim 

Sample 

Intervention

Main Result Quality of study 
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