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ABSTRACT: The current debate in medical ethics on placebos focuses mainly on 
their use in health research. Whereas this is certainly an important topic the discussion 
tends to overlook another longstanding but nevertheless highly relevant question, 
namely if and how the placebo effect should be employed in clinical practice. This 
paper describes the way the placebo effect is perceived in modern medicine and offers 
some historical reflections on how these perceptions have developed; discusses 
elements of a definition of the placebo effect; and suggests some conditions under 
which making use of the therapeutic potential of the placebo effect can be ethically 
acceptable, if not warranted. 
 
 
Introduction 
 
The placebo effect keeps popping up – in the science pages of daily newspapers as well 
as in medical journals and academic volumes written by philosophers, anthropologists 
and other scientists.1-11 Modern medicine with its focus on specific interventions seems 
to be at odds with this hard-to-grasp phenomenon that has accompanied medicine from 
its very beginning.12 However, it can be projected that an increasingly sophisticated 
and individualized medicine will not only provide tailor-made diagnostic pathways and 
therapeutic solutions but will also find ways to consciously employ the placebo effect 
in order to maximize therapeutic effects. 
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For the moment, however, the discussion on the use of placebos and/or the placebo 
effect is framed mainly by their use in health research and the – certainly valid – moral 
appeals not to use a placebo when there are therapeutic options available unless there 
are compelling reasons, and to make sure prospective study participants are well aware 
of the existence of a placebo arm. This debate inadvertently contributes to the overall 
reputation of the placebo effect as something to be weeded out, to be minimized, to be 
avoided; as something that stands in the way of “proper medicine”. The placebo effect 
is thus a phenomenon still looking for its place in clinical practice. This paper will 1) 
describe the way the placebo effect is perceived in modern medicine and offer some 
historical reflections on how these perceptions have developed; 2) discuss elements of 
a definition of the placebo effect; and 3) suggest some preconditions for an ethically 
acceptable use in clinical medicine. 

 
Perceptions of the placebo effect in clinical medicine 

 
A look at the changing attitude in medicine towards placebos over the last fifty years 
reveals a rather radical shift. Whereas Henry Beecher’s famous paper on “The 
Powerful Placebo”13 reflects a certain degree of awe and wonder at the placebo 
phenomenon, the meta-analysis conducted by Hrobjartsson and Gotzsche in 2001 
comes to the conclusion that placebo equals “no treatment”.14,a Not only has the 
placebo to some extent become a symbol for an outdated, morally questionable practice 
implying deceit and paternalism; there seems to be no scientific rationale, and therefore 
no role for its use in a scientifically based clinical medicine. Employing the placebo 
effect – should it exist at all – for therapeutic purposes thus seems to have lost all 
justification, being at best a waste of time and resources distracting from the demands 
of clinical efficiency. From a mainstream intervention half a century ago (like handing 
out sugar pills to demanding patients without substantial pathology), the use of 
placebos has moved to the fringes of medicine, to “complementary” or “alternative” 
approaches.  

The only role left for the placebo in current mainstream medicine is thus to serve as 
a negative control, as a foil against which effective, “real” treatment is being tested. 
For that purpose, as well, the use of placebos has come under criticism.15,16 And 
indeed, well-known studies conducted in the past cannot stand up to current ethical 
standards: An example is the famous study on the therapeutic effectiveness of internal 
mammary artery ligation as a treatment for angina, where patients were not even told 
about the placebo arm and no IRB approval had to be obtained.17 

Placebo-controlled trials today certainly take ethical considerations into account to 
a larger extent than in the 1950s. But still, the question remains under what conditions 
the use – or the forgoing – of placebo controls can be justified, in particular, when 
invasive procedures are involved, like drilling holes into the cranium in studies 
transplanting embryonic cells into the brains of Parkinson’s patients.18,19 Whereas it 

                                                        
a. I will not provide a methodological or conceptual critique of this paper here, which will be done 

elsewhere in this issue  (cf. Porzsolt et al., pp. 119-132) 
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can be argued that a well-designed placebo-controlled trial honours the obligation 
towards future patients to find out as quickly and as reliably as possible if interventions 
are effective or not, critics consider invasive or risky interventions without any 
potential benefit unjustifiable.20,21 Another issue that has been discussed in particular 
with regard to the latest revision of the Declaration of Helsinki concerns the question if 
placebo-controlled trials can be conducted in environments where no standard 
treatment exists (although it is available in richer countries); this would mean certain 
trials could be conducted in poor countries, but not in rich ones.22,23,b  

Although the ethical problems related to placebo-controlled studies are likely to 
have contributed to the hesitancy of many physicians to explore ways to employ the 
placebo effect in clinical practice, some of these studies have shown that placebos were 
almost as good or even as good as the “active” medication or specific intervention 
under investigation. In a review of 75 randomized, placebo-controlled trials Walsh et 
al. found that on average a substantial 30% of patients suffering from depression 
responded to placebos (as compared to 50% for the active medication group with the 
greatest response).24 A randomized, placebo-controlled study including 165 patients 
with osteoarthritis found that simulated arthroscopic surgery (where just the skin was 
incised and no instruments inserted) was as effective in moderately improving pain and 
function as arthroscopic lavage or debridement over a period of two years.25 These 
findings in a very poignant manner raise the issue of what kind of active treatment 
should be reimbursed and under what conditions placebo treatment can be justified.  

There is also a small but continuous volume of research that focuses on the placebo 
effect in its own right. One important part of this research deals with the mechanism 
through which placebos work. It has been found, for instance, that response to 
fluoxetine treatment for depression and to placebo work through the same pattern of 
changes in brain metabolism.26,27 Another Positron Emission Tomography (PET) study 
showed that a substantial dopamine release was triggered in Parkinson’s patients in 
response to placebo.28 The authors argue that the placebo effect encountered in the 
treatment of other medical disorders might be mediated by a placebo-induced 
dopamine release in limbic structures as well.29 Already in the 1970s the neurobiologist 
Howard Fields and colleagues have pointed to the role of endogenous opioids for 
placebo analgesia.30,31 They and others have also pointed to the role of conditioning, 
learning and expectation as explanatory mechanisms for the placebo effect, including 
effects like immunosuppression.32,33,34 Different work has focused on the 
pharmacological properties of placebos, identifying time-effect curves as well as peak, 
cumulative, and carryover effects similar to those of active medications.8 In addition, a 
meta-analysis has raised the question if a considerable portion (25%) of what is usually 
regarded as the effect of the tested drug is not actually a placebo response.35 

Beyond the existing findings, the NIH has started to sketch out a research agenda 
for further work in the field. One element in the process was the meeting “The Science 

                                                        
b.  Ethical issues of the use of placebos in health research are being dealt with extensively in other 

contributions to this issue (cf. for example the contributions by Idänpään-Heikkilä et al., pp. 23-
28; Sugarman, pp. 29-35; and Zilgalvis, pp. 15-22.) 
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of the Placebo: Towards an Interdisciplinary Research Agenda” (2000), dealing with 
the meaning and mechanism of the placebo effect as well as with ethical implications.36 
Another element are two research grants that have been announced for 2002, one on 
the “Elucidation of the Underlying Mechanisms of Placebo Effect”37 and another one 
on “The Placebo Effect in Clinical Practice”; an important aim of the latter program is 
“to understand what factors are necessary to elicit a placebo effect in clinical practice 
so that the benefits for the therapeutic intervention can be enhanced to improve health 
and promote wellness”.38 Existing results as well as the agendas for further research 
point to a potentially important role for the placebo effect in clinical medicine. The 
questions to be addressed are thus how to appropriately define the placebo effect and 
how to employ it in an ethically acceptable manner. Should it be possible to sketch out 
such conditions, it may even be argued that seriously exploring the therapeutic 
potential of the placebo effect is an ethical requirement.  

 
Placebo vs. Placebo Effect 

 
Every discussion on the existence of the placebo effect and its use and abuse should be 
based on a clear and consistent definition of the placebo effect. Unfortunately, even in 
papers with potentially considerable implications for health policy and allocation of 
research funds such a definition is not always provided.14 In this paper, the following 
definitions shall be put forward for discussion. For one, the placebo effect has been 
defined by Brody as a “change in a patient’s condition that results from the symbolic 
aspects of the encounter with a healer or with a healing setting, and not from the 
pharmacological or physiological properties of any remedy used”.39 This definition 
contains two important aspects: It does not make any claims concerning the curative 
power of the placebo effect or the duration of the evoked changes; much of that is still 
subject to research and may vary according to individual or situational factors. 
Secondly, it does not specify the medium – the “placebo” – by which the placebo effect 
is evoked; the definition goes beyond the “sugar pill” that many still associate with this 
notion and can include a whole range of unspecific interventions (like, for example, 
relaxation therapies) that may either alleviate symptoms in their own right or might 
contribute to maximizing the effects of a specific intervention (like taking a pain 
killer).  

Some other important aspects are brought forward by a definition that can be found 
in the announcement of a NIH grant on the placebo effect in clinical practice: “Placebo 
effects can be defined as the positive physiological or psychological changes associated 
with the use of inert medications, sham procedures, or therapeutic symbols within a 
healthcare encounter. Placebos can also be active substances or real procedures that 
produce unexpected beneficial effects.”37 This definition introduces the notion of 
“positive physiological or psychological changes”, thus allowing for the needed 
distinction between placebo and nocebo effects. It also acknowledges these changes 
can be physiological or psychological in nature, or – it might be added – a combination 
of both.  
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And finally it points to the fact that the “vehicle” of the placebo effect, the placebo, 
is not necessarily an inert substance or procedure, but can be an active substance as 
well, producing “unexpected beneficial effects”.  

It may even be that the usual dichotomy between “active” substance and “placebo” 
is not adequate, given that placebos can produce effects, and given that part of the 
effect of the “active” substance might be due to a “placebo” effect. A treatment with 
placebo should thus not be considered as absence of treatment, but just as absence of a 
specific, “active” intervention.26 But instead of thinking if one or the other should be 
employed it may be more appropriate to ask how the placebo effect can be used to 
optimally enhance a given therapy – “placebo enhanced therapy” instead of “placebo or 
therapy”. One thought experiment would be to ask if a pain killer with considerable 
side effects could not intermittently be replaced by a placebo, assuming that patients 
are conditioned to the pain reducing effect of taking a white pill. Another question 
would be if the effect of the pain killer could be enhanced by patients applying a 
relaxation technique after taking the pill and consciously focusing on the reduction of 
symptoms – a sensation that they might eventually learn – at least to some extent – to 
evoke at will. These ideas raise, of course, a whole bunch of methodological and 
ethical questions: Would the placebo also produce side effects? Which patient groups 
could be used for such an experiment without risk? Would informing the patients about 
the study design, particularly the intermittent drug regime, reduce the effect? But 
instead of continuing to pit “active” treatment against “placebo” and/or “no treatment”, 
it might be interesting to explore how the effects of the “symbolic aspects of the 
encounter with a healer or with a healing setting”, as Brody put it,39 or, more broadly, 
how “contextual factors” add to the effects of known “active” substances or 
interventions. It will be an interesting test case for modern medicine if and how it will 
be able to integrate the placebo effect concept and make constructive use of it in an 
ethically acceptable manner.12 Given the considerable populations of patients that 
medicine cannot provide with a cure nor with sufficient symptom reduction, like 
chronic pain patients, it may well be that medicine cannot afford to simply neglect the 
therapeutic potential of the placebo effect.  

 
Ethical blunder or imperative? 

 
If we think today of a physician who is at her wit’s end in the treatment of a difficult 
patient with a non-life-threatening disease and who hands out an inert pill to this 
patient, telling him that this is the newest cure for his problem in order to finally get 
him out of the office, this would quite clearly have to be considered an ethical blunder. 
On the other hand, if the physician would, with the informed consent of her patients, 
run a well-designed clinical trial exploring possibilities to systematically enhance the 
effect of a specific intervention by evoking the placebo effect, such an initiative may 
well be considered not only ethically acceptable, but even laudable.  

So under what conditions does the clinical use of the placebo effect have to be 
regarded as ethically unacceptable? Certainly, any use of the placebo effect that 
involves the deceit of patients is inappropriate.40 This can happen when the response to 
a placebo is used as a diagnostic tool in order to distinguish supposed “malingerers” or 
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“hysterics” from the patients suffering from a “real” disease; such attempts at 
identifying the etiology of symptoms seems to be profoundly misguided. Another 
unacceptable practice is to offer an inert substance pretending that the patient is 
receiving active treatment. Such practices, that exclude the patient from important 
decisions regarding his or her treatment, are likely to lead to a disturbed patient-
physician-relationship, even if the patient does not discover the deceit immediately. 
They also reflect a paternalistic attitude that presumes that the physician understands 
the patient better than the patient him- or herself does, and that the physician is ex 
officio best suited to judge what therapeutic measures are most appropriate without 
having to consult with the patient. Another problematic moment is the neglect of 
superior treatment approaches or the forgoing of a continued search for a satisfying 
diagnosis, because the physician might be precociously convinced that a placebo would 
be the best treatment for a particular patient whose symptoms the physician does not 
consider as serious. At least as problematic is the withholding of available treatment, 
especially if for the purpose of saving money that would otherwise need to be spent for 
costly “active” interventions. And finally there is the danger of overlooking possible 
nocebo responses41 and of underestimating the risk and burden that can come with 
“placebo” interventions, particularly in the case of sham surgery.c  
 

Figure 1 
 
 
 
 
 
 
 
 
 
   

But not every use of the placebo effect in clinical practice has to become a victim 
of these pitfalls. It is conceivable to use the placebo effect in a way that is transparent 
and informs the patient of the respective therapeutic concept, including placebo 
components; that builds on and honours a trustful patient-physician-relationship; that 
respects the patient’s autonomy, tolerating and even encouraging a patient’s informed 
choice; that carefully develops an appropriate and promising therapeutic concept for 
the patient, based on acknowledged standards of care; and that reflects an attitude 
towards the patient that is characterized by genuine concern, the wish to care and to 
support.  

Even if individual suggestions for the clinical of the placebo effect would need to 
be reviewed in detail by a case-by-case approach, the conditions described above 
sketch out a preliminary outline for a framework of preconditions for an ethically 

                                                        
c.  It can be presumed that sham surgery today is practised only in the context of surgical trials. For 

a discussion of this separate issue, see the following references.42,43,44,45 

Ethical blunder                     OR                Ethical imperative? 
 

- Deceit   - Informed Consent 
- Mistrust     - Trust 
- Paternalism     - Respect for patient’s  

      autonomy,  empowerment 
- Withholding or neglecting  - Best therapeutic concept 

superior treatment option 
- Exploitation     - Care, support 



 The use of the placebo effect in clinical medicine 

Science and Engineering Ethics, Volume 10, Issue 1, 2004 49 

acceptable use of the placebo effect in clinical medicine, which can serve as a basis for 
an urgently needed discussion on these matters.  
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