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Abstract 

Introduction 

Placebos have been used in medical treatments since the dawn of medicine. The placebo 

effect is referred to as a beneficial effect of a treatment which cannot be attributed to the 

pharmacological component of the treatment given. 

Aim and Method 

We attempt to understand the current research regarding the placebo effect, its mechanisms 

and driving factors. We utilize hermeneutics, text-based analytics and argument analysis to 

answer our ethical questions regarding the usage of placebo and the placebo effect. 

Results 

Classical conditioning and expectation have been accredited as the two most prominent 

factors driving a placebo effect. Recent research focuses on identifying minor factors 

influencing these prominent factors. Through modern imaging techniques researchers have 

identified physiological responses to the placebo effect.  

We pose four different ways in which a placebo treatment option could be considered in 

everyday medicine. We also discuss whether the placebo effect should be used for its 

beneficial effects in all medical treatments, and how this could affect medicine and healthcare 

practitioners. 

Conclusion 

Current research provides us with substantial evidence that the placebo effect has a 

physiological component. It also provides us with explanations as to how this effect can be 

utilized in every day medical care. The placebo effect can even be utilized without deceiving 

the patient which has always been the biggest argument against incorporating it in day to day 

medicine. However, there is still lacking evidence of when a placebo effect can be utilized to 

its full potential which limits its current clinical applications. 

 

Keywords: Placebo, Placebo Effect, Classical Conditioning, Expectation, Medical Ethics  
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1. Introduction 

In 1938, W.R Houston wrote “The history of medicine is a history of the dynamic power of 

the relationship between doctor and patient.” In the same text he argues that most of the 

medicine practiced throughout time could be likened with placebo. What all treatments had in 

common though was the interaction between a practitioner, a patient, and a treatment [1]. The 

history of placebo is then, understandably, intertwined with the history of medicine. 

Medicine has been around for as long as we have documented history. We have 

documented remedies found on a Sumerian tablet from 2100 B.C. From 1500 B.C. we have 

The Ebers Papyrus, an Egyptian papyrus describing 842 prescriptions. These documents can 

be found all over the world and all throughout time, and the major common denominator 

between them all is that they are all mostly what we would call placebos, or 

pharmacologically inert medications [2]. 

The word placebo has a far more recent history. Psalm 116:9 in the Latin bible begins with  

“Placebo Domino in regione vivorum,” meaning “I will please the Lord in the land of the 

living” [3]. This is the most commonly found explanation of the words origin, however the 

word was a common Latin word and has been found to date back further than this translation 

from the 4th century [4]. The word entered the English language in the 13th century when it 

was used as a name for Vespers in the Office for the Dead. The word was later used to 

describe professional mourners who were hired to “sing placebos” at funerals and later 

became an insult used to describe a flatterer or a sycophant [3]. 

Placebo was first used as a medical term in 1772 by the Scottish physician William Cullen. 

Quoting Cullen “I own that I did not trust much to it but gave it because it is necessary to give 

medicine and as what I call a placebo” [5].  The first medical definition of placebo can be 

found in Motherby’s New Medical Dictionary, from 1785, where it is described as “a 

commonplace method or medicine.” This was later expanded upon and in 1795 changed to “a 

commonplace method or medicine calculated to amuse for a time, rather than for any other 

purpose.” This definition and others much like it would stand until 1951 when The American 

Illustrated Medical Dictionary changed its definition to “An inactive substance or preparation 

formerly given to please or gratify a patient, now also used in controlled studies to determine 

efficacy of medical substances” [3]. Here we see the word referenced for its use in medical 

trials which introduces us to its role in modern evidence-based medicine. 
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Use of a control group in testing of a medicine’s potency is first documented in 1784 when 

researchers were sent to investigate mesmerism. Mesmerism was a newly invented treatment 

introduced by Anton Mesmer and was based on his ideas regarding animal magnetism. They 

conducted a series of experiments where patients would receive treatment with “real” 

mesmerism or “sham” mesmerism. The patients were unable to tell the difference between the 

treatments and mesmerism was declared a fraud [6]. 

Though used in 1784 the use of comparative studies between an active treatment and an 

inactive one didn’t take off until the turn of the 19th century. It was then used to remove 

“auto-suggestion” and to make patients more compliant to stay in studies. These studies 

required a control group, and no one wanted to participate in a study and not receive any kind 

of treatment. It was therefore easier to give one group a placebo treatment to please these 

participants [6]. It wasn’t until after World War II though that the double-blinded randomized 

placebo-controlled trial became a standard in medicine. This shift also led to the rise of the 

placebo effect, which became a kind of universal umbrella term for any improvement in a 

condition that could not be attributed to a given active treatment [7]. 

In order to discuss the placebo effect, we must also touch the subject of its opposite, the 

nocebo effect. Nocebo, meaning “I will harm”, was introduced in 1961 by Walter P. Kennedy 

in order to describe the negative effects experienced when a patient is given a placebo 

treatment [8]. The word has then evolved in a similar fashion to placebo but seems to be far 

less renowned and talked about in the world of medicine. 

The ethical considerations regarding treating patients have changed as medicine has 

changed. It was not uncommon for practitioners to lie and deceive their patients in older days 

[9]. A big shift came after World War II when crimes committed against humanity in the form 

of inhumane experiments on encampment prisoners came to light. This led to several reforms 

in the latter half of the 20th century which gave more power to the patients, with such terms as 

“patient autonomy” and “informed consent” working their way into medical terminology [10]. 

With more modern views on medicine and the placebo effect it seems reasonable to also 

evaluate our current ethical views on the subject. 

 

2. The definitions of placebo and the placebo effect 

After discussing the history of the word placebo and its use we should clarify and define 

how the terms are used today. This is tricky due to many different definitions being used and 
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there seem to exist no clear consensus in the medical community. Louhiala and Puustinen 

published a paper showing the confusion regarding all the terms related to placebo [4]. We 

will here use this paper to try and define the terms. 

 

2.1 Placebo, Pure Placebo, and Impure Placebo 

Placebo is generally defined as an inert treatment given to please a patient or used in 

research as a comparative treatment. There are several problems with these general 

definitions. Is the treatment truly inert? As we will define later there is a placebo effect related 

to most treatments and this effect would even exist in a placebo treatment making it not inert. 

Pharmacologically inert may be a better term but this is only applicable to a pure placebo. A 

pure placebo is a placebo treatment given which has no pharmacological effect, such as a 

bread pill. But then we also have impure placebos which are pharmacologically active 

treatments given under conditions where they are supposed to serve no effect. This gives a 

multitude of problems as our knowledge of a treatment would limit the term impure placebo, 

we may later find that an impure placebo has a pharmacological effect on a condition and then 

it was never an impure placebo. The impure placebo is also limited to the belief of the 

practitioner prescribing it. One practitioner might believe that the treatment has no 

pharmacological effect on the condition while another may believe that it has [4]. This gives 

us a sort of Schrödinger’s1 placebo where a pharmacological effect both exists and doesn’t 

exist until observed.  

Unless otherwise specified we will use the word placebo to relate to a pure placebo, a 

pharmacologically inert treatment that may still exert a placebo effect. An impure placebo 

will be used to describe an active treatment that has no pharmacological effect on the 

condition. It will also be used to describe a treatment thought by the practitioner to have 

limited or no pharmacological effect on the condition and is in this case given to the patient 

for its placebo effect. 

 

                                                 
1 This is in reference to the famous thought experiment by Erwin Schrödinger named Schrödinger’s Cat. In 

this experiment a cat is placed in an enclosed box that has a 50 percent risk of killing the cat. This experiment 

postulates that the cat is both dead and alive until the outcome is observed by opening the box [11]. 
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2.2 The Placebo Effect 

This concept is generally used to refer to an improvement in a patient’s condition which 

cannot be attributed to any pharmacologically or surgically explainable mechanisms. Its 

relation to a placebo treatment is limited and it exists outside the use of placebo treatments as 

well. This has led to numerous other terms being suggested to replace the placebo effect such 

as the care effect, the meaning response, and contextual healing [4]. 

We here refer to the placebo effect much like its general use where the actual mechanisms 

of the treatment given doesn’t explain the improvement in a patient’s condition. 

 

2.3 Nocebo and The Nocebo Effect 

We will here use these terms as opposites of placebo and the placebo effect. Since a 

nocebo treatment in this definition would be a treatment given to intentionally cause the 

patient harm, we focus more on the nocebo effect. The nocebo effect would here be defined as 

a harmful sensation of the patient which cannot be attributed to any pharmacologically or 

surgically explainable mechanisms. We acknowledge that it is difficult to differentiate 

between normal adverse effects of a treatment and nocebo effects, especially since nocebo 

effects often can take the form of common adverse effects. This makes it difficult to define 

the nocebo effect. 

 

3. Aims 

The aim is to explore the current field of research considering the placebo effect, its 

mechanisms and causes, and, using this knowledge, by way of conceptual analysis and 

argument analysis on a hermeneutic basis discuss related ethical questions. 

3.1 Research questions 

• What is the current understanding of the mechanisms causing the placebo effect 

and the factors that affect it? 

• Should a placebo treatment option be considered where no other treatment is 

available?  

• Should the placebo effect be used for its benefits in daily medical care? 
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4. Material and Method 

We searched the PubMed and Cochrane library databases for relevant articles pertaining to 

the recent research into the mechanisms of the placebo effect. Here are presented the search 

strings used for each database including the number of search hits. 

• PubMed search string: “("Placebo Effect"[Mesh] AND Placebo 

Effect[Title/Abstract]) AND (Mechanism[Title/Abstract] OR 

Component[Title/Abstract] OR System[Title/Abstract] OR 

Working[Title/Abstract].” This resulted in 129 hits. 

• Cochrane Review search string “'MeSH descriptor: [Placebo Effect] explode all 

trees'.” This resulted in 25 hits. 

The selection process based on these searches can be seen in figure 1. This selection was 

made to provide us with a broad understanding of the subject in order to answer our research 

questions. This is not a systematic review and does not intend to be interpreted as such, it is 

however an attempt at understanding the current field regarding the placebo effect. Relevant 

articles that were found through citations in these articles were also used to provide further 

information in the matter.  
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This study utilizes hermeneutics to interpret the results shown from articles that were 

found. Our understanding and interpretation of the subject constantly changes as new 

information is provided which is why we strive for a broad understanding of the field before 

we begin answering our ethical research questions. We utilize text-based analytics and 

argument analysis to form discussions in order to answer our ethical research questions. Due 

to our changing understanding of the subject as new arguments arise, we try revise our 

previous arguments multiple times as is common practice in hermeneutics. 

A common problem in humanities is that the authors own values and knowledge of the 

subject may skew their view when forming arguments. This is considered when providing 

arguments and attempts are made to counteract this by questioning our own values and their 

impact. These problems can never be fully eliminated but as they are considered their impact 

should be limited. 

 

5. The Existence of The Placebo Effect 

With our gathered information we will here answer our first research question. What is the 

current understanding of the mechanisms causing the placebo effect and the factors that affect it?  

Several studies have been performed investigating the placebo effect. Hróbjartsson and 

Gøtzsche published a systematic review of these studies in 2010. This review concluded that a 

noticeable placebo effect could be measured in outcomes dealing with pain and nausea. Some 

measurable placebo effects were also found in asthma and phobia, but the authors pointed out 

that these studies had a high possibility of bias [12]. 

The current view on the placebo effect is that it alters self-reported outcomes, such as pain 

and nausea, and has very limited effect on objectively measured outcomes. The placebo effect 

will not shrink a tumour but can alleviate the patient from the symptoms caused by said 

tumour [13]. However, it should be mentioned that, though controversial, some studies have 

been performed where objectively measured outcomes have been affected by the placebo 

effect. Measured outcomes include blood pressure, gastric contractions and bowel movement, 

to name a few [14]. 

A question that is often posed when discussing the placebo effect is the minimum 

requirements in a patient to trigger a placebo effect. This has been studied from several angles 

and it has been suggested that consciousness is not a requirement as the effect has been seen 
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in animals and has also been evoked unconsciously in study patients. The placebo effect has 

also been studied in patients with intellectual disabilities and has been proven to play a role in 

these patients as well [15]. 

The question whether the placebo effect has an additive effect on normal treatment is a 

poorly studied one. The few studies performed have shown contradicting results, where in 

some cases there seem to be a synergistic effect between the two and in other cases there seem 

to be negative interactions between them. More studies are needed to define the interactions 

between the placebo effect and active treatments, which could also affect how placebo is used 

in RCTs [16].  

We can now consider the placebo effect to have a measurable effect and below we will 

focus on understanding when and how the effect arises, which is also summarised in figure 2. 

 

 

5.1 Conditioning and Expectancy 

The most prominent theories explaining the placebo effect are the theories regarding 

classical conditioning and patient expectancy. 

 

5.1.1 Classical Conditioning Theory 

Classical conditioning (also known as Pavlovian conditioning) was described by Pavlov in 

1927 in his well-known experiments using dogs [17]. Pavlov here describes how a normal 

stimulus and its response can be coupled with a new stimulus. In this case a dog’s salivation 
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at the sight of food was deemed a conditioned response (CR) to the food which was here an 

unconditioned stimulus (US). By introducing the ringing of a bell when serving the dog food, 

the ringing of the bell could on its own bring forth salivation, the CR, in the dog. The sound 

of the ringing bell becomes a conditioned stimulus (CS). This kind of conditioning has been 

used as an explanation for the placebo effect in both humans and animals [17].  

Experiments have been performed on mice where experimenters used scopolamine to alter 

the behaviour in mice and then coupled the response with sweetened milk to induce the same 

behavioural alteration [18]. Experiments preformed on humans have shown that the placebo 

effect is stronger if coupled with a conditioned stimulus than if the patient is introduced to a 

completely new stimulus, implying that conditioning plays a great role in the placebo effect 

[19]. 

 

5.1.2 Expectancy Theory 

In 1985 Kirsch published an article discussing the apparent existence of a placebo effect 

despite the lack of classical conditioning [20]. This led to the formation of a theory regarding 

the patient’s expectations on the given treatment. Kirsch describes that the expectations are 

influenced by an assortment of factors such as verbal persuasion, attributional process and 

even classical conditioning. In short, the patient expects beneficial effects of a treatment and 

therefore experiences beneficial effects [20]. The factors at play here are those that induce 

hope in the patient and they are more thoroughly explored below. 

 

5.2 Influencers of The Placebo Effect 

While the classical conditioning and expectancy theories provide us with psychological 

explanations for the placebo effect, they still need several smaller factors to function. The 

conditioning theory needs possible conditioning stimuli and the expectancy theory need 

factors that influence the patient’s expectations.  

Colloca and Miller describes the placebo effect from a learning perspective using Pierce’s 

theory of signs. This theory describes different ways by which signs can be conveyed and 

how they are delivered to and interpreted by a receiver [21]. In a similar fashion Geers et al. 

portray the placebo effect from the stand point of persuasion theory and uses it to describe 

how a change in belief and attitude can explain parts of the placebo effect [22].  
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Several studies have identified different possible signs that influence the placebo effect. 

Previous experiences with a treatment can have positive influences if a similar treatment is 

introduced again [19]. These experiences can even be second-hand experiences, a patient who 

notices that a treatment is beneficial to someone else is more likely to have positive effects 

themselves [23]. Studies have also shown that traits among the therapist can influence the 

placebo effect. If a treatment is given while coupled with positive and reinforcing words, and 

a warm and kind disposition it is more likely to have beneficial effects [24,25]. 

Studies have been conducted researching the kind of influence the treatment itself has on 

the placebo effect. Several studies have been made studying the influence of different colours 

of placebo pills. Though no collective conclusion can be drawn it seems red pills tend to treat 

pain better and blue pills tend to be more relaxing, showing that pill colour does affect 

treatment outcome [26]. The placebo effect has also been shown to follow a dose-response 

relationship much like pharmacological treatments. This means that two pills have a greater 

effect than a single pill [27]. Furthermore, the placebo effect has been shown to have a greater 

effect in treatments given parenterally than orally, a placebo injection has greater effect than a 

placebo pill [28]. An novel aspect of placebo treatment and the placebo effect is that the 

patient can be aware of the treatment being a pharmacologically inert substance, so called 

open label prescription, and still acquire beneficial effects [29]. It has also been shown that 

the placebo effect differs depending on the price of the treatment given. A treatment given at a 

discounted price tend to have less beneficial effects [30]. 

Several patient-bound factors have also been reported to influence the patient’s 

susceptibility to the placebo effect.  Studies have explored the differences between the 

placebo effect in males and females and one study reported a significantly greater effect in 

males [31]. Though this study was later questioned due to all experimenters being female. 

Another study did find a correlation between male patients and female experimenters, again 

suggesting that gender does have an influence on the placebo effect, but not solely depending 

on the gender of the patient [32]. 

A patient’s personality traits also tend to affect their susceptibility to the placebo effect. A 

person’s ability to cope with stress and adapt in stressful situations, measured by Ego-

Resiliency, seems to make them more prone to be susceptible to placebo effects. Using NEO 

Personality Inventory-Revised and its classification of personalities, agreeableness, which 

includes such traits as empathy and warmth, could be a disposition that is suitable to be 

affected by the placebo effect. Using the same measurements neuroticism, which is linked to a 
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tendency to experience negative emotions, seemed to be a trait that affected the patient’s 

susceptibility negatively. These different traits were then also linked to different regulation of 

corresponding parts of the brain, possibly implying a genetic disposition for the placebo effect 

[33]. The genetic basis for the placebo effect, called the placebome, have since been explored 

and expanded upon. These studies have focused on genetic variation in the neural pathways 

affecting the placebo effect. These pathways include dopaminergic, serotonergic, opioid and 

endocannabinoid pathways [34]. 

 

5.3 False Placebo Effects 

Some improvements in a patient’s condition are due to factors often misattributed as being 

part of the placebo effect. These include “regression to the mean” and “natural history of 

disease.” These factors have been called false placebo effects [35]. 

Natural history of disease is a term used to describe the natural fluctuations of a disease. 

Some diseases come and go, and some have periods of deteriorating health followed by an 

improvement again. 

Regression to the mean is a statistical bias that must be accounted for in studies. Patients 

tend to be included into studies when they are more ill than usual which may be when they 

tend to seek medical attention. As the patient gets better, either due to the natural history of 

disease or other fluctuations in the patient’s well-being, these improvements falsely get 

reported as being due to the given medication. The patient regresses to the mean state of their 

wellbeing and this results in a statistical error where a provided treatment seems more 

effective than it is [36].  

It should be noted that these false placebo effects still can influence the placebo effect. The 

patient got better when given a medication, the patient is not aware of the reason for this 

improvement in health, but this may affect the patient’s expectations and reinforce classical 

conditioning in subsequently given treatments [35]. 

 

5.4 Physiological Responses to The Placebo Effect 

Neuroimaging studies using functional magnetic resonance imaging (fMRI), blood oxygen 

level-dependent (BOLD) signal, and positron emission topography (PET) has provided useful 

information into the brain’s activation and its role in the placebo effect. Several regions have 
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shown modulated activation or suppression such as different parts of the pre-frontal cortex 

which in turn correlates to activation of brainstem regions. This brainstem activation has been 

speculated to lead to an activation of other pain modulating regions such as the rostral anterior 

cingulate cortex, the insula, the thalamus and brainstem regions such as the periaqueductal 

gray area and rostral ventromedial medulla [37]. These studies have however primarily been 

performed with pain stimulation and other stimuli may have other reacting areas. 

Several specific neurotransmitters contributing to the placebo effect have been identified. 

Again, most of these studies are made using pain as stimuli. Levine et al. showed that the use 

of the opioid antagonist naloxone could reverse the analgesic effect of a given placebo 

treatment which implies that the placebo effect would be dependent on endogenous opioid 

activation [38]. Using PET Zubieta et al. have managed to verify that placebo analgesia 

activates the endogenous opioid signalling system through activation of µ-opioid receptors 

[39]. 

The placebo effect has also been seen in Parkinson’s disease which has prompted research 

into a possible dopamine component of the effect [40]. Again using PET, studies have proven 

that the dopaminergic system of the striatum in patients with Parkinson’s disease is modulated 

by placebo treatments [41]. This release of dopamine also correlates more to the expectation 

of a treatment than it does the actual placebo treatment [42]. This provides some explanation 

to neurochemical component of the expectation theory. 

As previously discussed, some studies have found physiological changes in response to 

placebo treatment that relate to the autonomic nervous system. Placebo treatment induced 

effects have also been discovered in regulation of the immune system [14]. More recent 

studies have hypothesized that activation of the dopaminergic ventral tegmental area could 

lead to immune modulation offering yet another explanation to the placebo effect, however 

this has not been verified in humans [43]. 

 

5.5 The Nocebo Effect 

We will briefly touch on the explanations provided for the nocebo effect due to its 

importance in the ethical discussions later. 

The nocebo effect is simply put the opposite reaction compared to the placebo effect. It is 

mostly driven by classical conditioning and expectations. It is influenced by the interactions 

between patient and practitioner, and the patient’s personality. It has also been shown to have 
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the opposite brain reactions compared to the placebo effect when looking a dopamine 

response. The biggest difference in the nocebo effect is that it seems to be more dependent on 

cholecystokinin signalling, which has been shown to cause anxious behaviour [44]. 

 

6. Ethical Discussion 

With knowledge of the current understanding of the placebo effect we can now start to 

form an ethical discussion. In order to do that we must first clarify a few central ethical 

concepts. 

Deontology – an ethical theory where the morality of an action is decided by the action 

itself and the motivations behind it. An actions consequences are not taken into consideration 

[45]. 

Consequentialism – an ethical theory where the consequences of an action determines the 

morality of said action. The best consequences of an action can change depending on situation 

and depending on which value theory one chooses to consider [45]. 

Quality of life – aspects of life that affects a person’s outlook on their situation, better 

quality of life represents a positive influence on a person’s will to live. This can be broken 

down into three subgroups. 1) Hedonism simply describes that positive experiences and 

interactions are good, and negative experiences and interactions are bad for a person. 2) 

Preferentialism states that the fulfilment of wishes brings the most happiness to a person. 3) 

Pluralism states that there are many ethical values which may come in conflict with each 

other, and ethics are reflections on these conflicts [45]. 

Autonomy – a person’s right to the power over their own life. Every person that is declared 

to be ethically competent to do so has the right decide over their own life. This excludes e.g. 

children and mentally impaired people [45]. 

Deception – the act of making someone perceive something as true when it is in fact false 

[46]. Here we include both the providing of false information and the withholding of 

information in order to shape a person’s impression of a situation.  

Informed consent – the patient should be well informed of the benefits and the risks 

involved concerning any diagnostic or investigative procedures, and any medical or surgical 

treatment [47].  
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6.1 Should a placebo treatment option be considered where no other treatment is 

available? 

To clarify, no other available treatment here refers to health conditions where no further 

treatment options are available, as in some chronic pain patients, and conditions where no 

treatment is valid, but the patient could benefit from a placebo effect. It should be noted that 

placebos are not an uncommon occurrence in clinical settings. It has been difficult to establish 

exact numbers, but it seems that both pure and impure placebos are used by practitioners, and 

impure placebos are thought to be more common use than pure placebos [48].  

There are, simply put, four different ways a placebo treatment could be implemented into 

clinical use: 1) using a pure placebo labelled as an active treatment; 2) using a pure placebo 

labelled as a placebo treatment (open-label placebo prescription); 3) using an impure placebo 

and positively reinforcing the placebo effect; 4) using an impure placebo and informing the 

patient of the placebo effect. There is also a fifth example which is to incorporate pure or 

impure placebos into a patient’s regular medication without having the patient knowing which 

times the medication is real or placebo. Ethically this works as a combination of some of our 

previous examples making it redundant. 

There is the overarching argument that giving a patient a treatment validates their 

perception of them being ill even though it is just a normal fluctuation of their wellbeing [49]. 

Reinforcing this sensation of there being something wrong with the patient could lower the 

patient’s quality of life and change their behaviour for the worse as they perceive themselves 

as broken or ill. On the other hand, there is the argument that a diagnosis in and of itself can 

have a mending effect and confirmation of an illness provides an explanation and an 

opportunity to get better [50]. Using any kind of treatment where no treatment could be an 

option also becomes a financial question. Depending on the healthcare system either the 

patient or the government is getting burdened with an avoidable cost. And finally, resorting to 

using a placebo treatment could be considered an easy way out for a practitioner and the 

practitioner could miss some underlying treatable illness or disorder. All these considerations 

are universal to all treatments of weak or questionable effect though and not limited to 

placebo treatments. 
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6.1.1 Using a pure placebo labelled as an active treatment 

This is a purely deceptive way of using a placebo and relies on the patient having no 

knowledge of the treatment being pharmacologically inert. Here the practitioner deceives the 

patient either by lying to the patient or withholding information of what treatment the patient 

is receiving. This is a violation of the patient’s autonomy as the practitioner strips the patient 

of their right to make their own decision. The practitioner here decides what treatment the 

patient should use and provides the information in favour of the treatment. This also strips the 

patient of the ability to give informed consent as the information the patient is receiving is not 

a depiction of the truth.  

From a deontological stand point it can be argued that if the placebo treatment is given to 

the patient with the intention of utilizing the placebo effect to treat the patient it could be okay 

to do so as healthcare providers are meant to treat patients. However, healthcare decisions 

should be made using evidence-based medicine which in this case is a grey zone since there is 

evidence for a placebo effect, but it is questionable if this is enough to validate such a 

treatment. The biggest draw back here is the fact that this treatment is based on deception 

which lacks respect for the patient. Respect for a patient’s autonomy and volition should 

always be central in healthcare. 

From a consequential stand point we could argue that if the patient gets better using the 

treatment then it is okay to use said treatment as this maximizes the patient’s quality of life. 

However, if the patient does not get better it is wrong to use the treatment. The patient might 

also question what treatment they were given after the positive or negative effects have 

emerged. Telling the patient that they received a pharmacologically inert treatment could 

jeopardise the patient’s trust in the practitioner and the healthcare organization. This would 

have negative effects on future treatments of all patients since if their trust in the healthcare 

organization deteriorates, they may be less prone to seeking care again and might start to 

develop more nocebo effects. This would circle back into a deontological argument where the 

practitioner is now hurting the patient which goes against the principle of “primum, non 

nocere”, in English “first, do no harm”, which dictates that a practitioner never should harm a 

patient.  
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6.1.2 Using a pure placebo labelled as a placebo treatment (open-label placebo prescription) 

This option uses no deception and relies on the evidence we’ve discussed earlier where a 

placebo effect could be accomplished even with the patient’s knowledge of the placebo 

treatment. Using this option heavily implies that the practitioner must explain what the 

placebo effect is to get the patient on board with the treatment. The patient is in full control of 

their own decisions and the patient’s autonomy is respected. The patient can give informed 

consent or reject the proposed treatment based on the information provided. 

Deontologically the intention of the practitioner is again to treat the patient which could 

defend the use of a placebo. The use of evidence-based medicine is still as questionable as 

with the previous example. The big difference here is that the practitioner respects the 

patient’s autonomy and provides the patient with truthful information. However, there is 

always the aspect of the practitioner wanting to do more. The obligation of helping the patient 

in the best way possible would go against supplying the patient with a pharmacologically inert 

treatment, especially as the patient will have to pay for it. This probably has to do with the 

evidence for the placebo effect being questionable, not making it an accepted treatment in the 

eye of the practitioner. 

Consequentially the observed effect is again an argument both for and against the given 

treatment. Placebo as a treatment being a controversial subject could also steer the patient 

towards doubting the competence of the practitioner. We must here consider whether a patient 

would find this kind of treatment acceptable. A telephone survey has shown that up towards 

85% of patients found this kind of treatment acceptable and 62% would be willing to try it 

themselves [51]. This provides us with information that the patient’s trust might not decrease 

if such a treatment is proposed. There is also the positive consequence of using a 

pharmacologically inert treatment versus using an active treatment. The possibility of side 

effects becomes a matter of nocebo effects, which can exist in any treatment. This makes a 

pharmacologically inert treatment more approachable as limitations that would otherwise 

make a treatment impossible, such as other diseases or interacting medications, will not apply 

to it. 

 

6.1.3 Using an impure placebo and positively reinforcing the placebo effect 

For this example, we will modify the use of impure placebo to include treatments that 

would have a small pharmacological effect on a patient’s condition, but the effect is weak and 
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almost negligible in the bigger picture. An example of this could be a patient with chronic 

pain being prescribed a weak painkiller, such as acetylsalicylic acid, in a low dosage. This 

provides more possibilities for ethical arguments later.  

There is also the question of whether the patient is being deceived in this example. The 

practitioner is providing the patient with an active treatment but does not clarify in what way 

the treatment will have an effect. This raises the bigger question of what information the 

practitioner is obliged to provide the patient with. It has been argued that this depends on the 

patient’s attitudes toward the treatment. If the information could affect the patient’s 

inclination towards or against a treatment then this information should be disclosed [52]. In 

this case the patient should then be informed that the practitioner believes that the placebo 

effect is what will be helping the patient and not the pharmacological agent of the treatment. 

If the practitioner does not disclose this, it is deception as they are influencing the patient’s 

choice in a way that they see fit. This is again a violation of the patient’s autonomy as they are 

not in full control of their own choice and they cannot give an informed consent regarding the 

treatment. 

Breaking it down deontologically this has a lot of similarities to our previous examples. 

The intention of the practitioner is to treat the patient, it currently has questionable evidence, 

and it is based on deception. The big difference here is that the practitioner’s will to do more 

to treat the patient is fulfilled. They are supplying the patient with an active treatment and can 

satisfy their own morale and obligation to give the patient an appropriate treatment, even 

though the treatment isn’t too different from a pharmacologically inert one. This is where we 

must consider that the truth is a double-edged sword. On the one hand the truth is that the 

patient has received a painkiller and on the other hand the truth is that the painkiller has very 

limited effect and is utilized for its placebo effect. Depending on which truth the practitioner 

chooses to believe in, the morality of the situation changes either in favour of or against the 

practitioner’s action. 

Looking at it from consequentialism the treatment’s validity is again depending on the 

outcome. In this case however, the patient has received an active treatment and if the question 

would arise what the treatment was, the practitioner can tell the patient and it will not harm 

the patient’s trust. But as we are providing the patient with an active substance, we must 

consider the limitations of the substance, such as interactions with other substances and other 

illnesses. We also have potential side effects which would hurt the patient. Providing the 
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patient with a substance that is of little pharmacological effect and has the potential to hurt the 

patient with its side effects could possibly do more harm than good. 

 

6.1.4 Using an impure placebo and informing the patient of the placebo effect 

Here we again use an active, but weak, medicine to treat the patient. The difference is that 

the patient is provided with an explanation that the positive effects are thought to stem from 

the placebo effect and the bodies own ability to cure itself rather than stemming from the 

active substance. As with example two we dispose of any deception toward the patient. 

This is very much an amalgamation of the previous examples and so most of the ethical 

points have already been touched upon. There is no deception and the practitioner can morally 

defend the prescribed medication as it is an active treatment. The patient would probably be 

positive to use such a treatment as the acceptance rate of an inactive treatment was high, as 

seen in example two. There are still the possible draw backs that comes with an active 

treatment and the patient would have to be informed of these which could discourage the 

patient, but these are problems that arise with every treatment. 

All in all, it seems that example two and four would be the most ethical options for 

implementing a placebo treatment option into healthcare. There is no deception involved in 

any of them and the patients seem to be on board with such a treatment. The deciding factor 

would be if future research can find the positive effects of the placebo effect to outweigh the 

negative arguments of these provided options. There is also currently a gaping flaw in the 

placebo research considering the long-term effects. We currently have limited knowledge of 

how long a placebo effect can be provided which limits its use to only short-term treatments. 

 

6.2 Should the placebo effect be used for its benefits in daily medical care? 

Harnessing the placebo effect comes down to the practitioner utilizing the factors presented 

earlier to enhance any kind of treatment. This becomes a question of a practitioner’s neutrality 

and how much they should be able to influence the patient and imbue them with hope. 

Presenting a treatment in a positive way can enhance its potency in treating the patient, as 

described earlier, but overdoing it would mean the practitioner is possibly lying to the patient. 

There’s a big difference between telling a patient that a treatment has been proven to have 

positive effects and telling them that a treatment is effective 100 percent of the time. The 

second statement would give the patient bigger expectations on the treatment and imbue more 
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hope but would also be a blatant lie, which robs the patient of the possibility to give an 

informed consent. The repercussions of this lie could mean that, if the treatment is ineffective, 

the patient will start to doubt healthcare, introducing more nocebo effects. As discussed 

earlier, deceiving the patient can have terrible consequences which means that a practitioner 

must be truthful, but has the possibility to be positive in their depiction of a treatment. 

Being completely honest regarding any treatment would mean disclosing any side effects 

of said treatment. Telling a neurotically dispositioned patient this could give them 

considerable nocebo effects, ending up hurting the patient. This provides us with a dilemma 

where all actions considered have negative effects. The truth may hurt the patient and so may 

also any deception. It can here be argued that the practitioner should play a neutral role and 

not influence the patient in either way. The practitioner provides the treatment and the 

information, and the rest is up to the patient. However, the practitioner will always have to 

interact with the patient and the fact that the patient is in contact with a healthcare provider 

influences the patient. As soon as the patient decides to seek medical attention there is no 

neutral option for the practitioner and so if any influence is going to happen it should be a 

positive one used to help the patient.  

We can then conclude that the practitioner should aim for compassion and warmth which 

makes the patient feel secure, this in turn will also enhance the placebo effect. Even if the 

placebo effect should be harnessed to a certain extent the practitioner should never provide 

the patient with false hope through misinformation or by withholding information, this could 

have negative consequences greater than the positive effects won through this action. As 

discussed earlier the patient should always be provided with information that would influence 

their decision regarding a treatment in any way. This means that the patient should be 

informed of any major side effects of a treatment before receiving it. Major side effects are, 

however, subjective to any patient which makes it difficult to argue which side effects the 

patient should be informed of. The decision regarding which information a patient should be 

provided with should be carefully considered by the practitioner as to not cause the patient 

unnecessary harm in any way. 

 

7. Conclusion 

Current research provides us with substantial evidence that the placebo effect has a 

physiological component. It also provides us with explanations as to how this effect can be 
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utilized in every day medical care. The placebo effect can even be utilized without deceiving 

the patient which has always been the biggest argument against incorporating it in day to day 

medicine. However, there is still lacking evidence of when a placebo effect can be utilized to 

its full potential which limits its current clinical applications. This also puts a limitation on the 

use of pure placebos as treatment options. The placebo effect should be considered by 

practitioners as it can give normal treatments a more beneficial effect on the patient, but it 

must be implemented in such a way that it minimizes the risk of harming the patient.  
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Appendix 1: Cover Letter 

Dear Editor of Journal of Medical Ethics.  

We here present you with our manuscript entitled “Modern research into the Placebo 

Effects, and its Ethical Implications.” In this manuscript we provide an overview of the 

current research and understanding regarding the placebo effect. This information is used as a 

basis to discuss the current ethical views regarding the subject. We here provide four different 

ways of implementing placebo treatments into clinical use and provide ethical arguments for 

each of the four options. Novel understandings of the placebo effect have made it possible to 

consider placebo treatments without the need to deceive the patient. It has also provided new 

possibilities of utilizing the effect to enhance treatments that are already in use. This is done 

by considering the health care provider as an instrument for influencing the placebo effect in 

patients. We here consider the ethical implications of such acts by health care providers and to 

what extent a provider has the right to imbue a patient with hope. We conclude that the 

currently available evidence regarding a placebo treatment is not enough to justify its clinical 

use and further research is required. 

 

This work is our own original work and has not been published by, nor is it under 

consideration by, any other publications. 

 

We hope that you will consider publishing our manuscript in your journal. 

 

Best regards,  

Pontus Karlsson, MB 

School of Medical Sciences 

Örebro University 

Örebro 

Sweden 
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Appendix 2: Etisk Reflektion 

Det här arbetet berör redan de etiska aspekterna av användandet av placebobehandlingar 

och placeboeffekten. Några av de saker som berörs här är läkarens roll att informera patienten 

om de behandlingar som finns tillgängliga och denna information bör alltid grunda sig på 

vetenskap och/eller beprövad erfarenhet. En konsekvens av att använda sig av 

placebobehandlingar och en förstärkt placeboeffekt är att mycket större del av behandlingen 

bygger på läkarens attityd och inställning under samtalet med patienten, framför allt vid 

användning av placeboeffekten. Det finns en risk att läkaryrket återgår den paternalistiska 

struktur som funnits förr där patienten inte har samma delaktighet i val av dennes 

behandlingar och övrig vård. Detta bestäms istället av läkaren, vare sig läkaren är medveten 

om det eller inte, då denne tycker att patienten kan ha större nytta av en placeboeffekt än av 

medicineringen själv. Å andra sidan så kan vi alltid argumentera att läkaren på grund av sin 

kunskap alltid har en paternalistisk relation till patienten och i valet av vilken behandling som 

helst alltid måste ta ett beslut om patienten bör få behandling eller inte. Denna inverkan blir 

något mindre av att dagens medicin bygger på mer vetenskap och studier, vilket ses i form av 

PM och behandlingsscheman. Innebär detta då att läkare har svårare att hjälpa patienter då 

den värme och omtänksamhet som placeboeffekten kräver inte går att finna i några 

behandlingsprotokoll? Får patienterna sämre vård då den inte förstärks av placeboeffekten 

utan helt förlitar sig på de farmakologiska och kirurgiska verkningsmekanismerna? 
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Appendix 3: Populärvetenskaplig Artikel 

Placebo är mest känt som en overksam substans som ges till en patient för att göra denne 

nöjd men man pratar sällan om placeboeffekten. Placeboeffekten är en positiv effekt som 

uppstår i samband med en behandling men som inte kan tillskrivas den aktiva komponenten 

av behandlingen. Man kan även tänka sig att kalla placeboeffekten för saker som 

”betydelserespons” eller ”förtroendeeffekten” då den utgörs av en patients tillit till en läkare 

och en behandling. 

Ny forskning har påvisat att placeboeffekten kan ses utföra sin effekt genom att modulera 

specifika regioner i hjärnan som har med bland annat smärta och ångest att göra. Detta gör att 

den gamla synen på placebobehandling inte längre stämmer och att en placebobehandling kan 

ha en signifikant positiv effekt på en patient genom att vara en symbol för förbättring. 

Man kan då fråga sig hur man etiskt bör ställa sig till placebo som kliniskbehandling. De 

flesta förknippar placebo med bedrägeri och lögn men ny forskning visar att placeboeffekten 

kan utnyttjas även om patienten är medveten om att hen får en placebobehandling. Detta gör 

det möjligt att etiskt försvara användandet av placebo som behandling då patienten helt kan 

vara med på användandet. Det finns dock fortfarande en del luckor i vetenskapen om 

placeboeffekten som måste utforskas innan en sådan behandlingsmetod kan övervägas på 

riktigt. 


