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“It is a mystery how a ubiquitous treatment used since 
antiquity was unknown, unnamed, and unidentified 
until recently. It is even more remarkable because this 

is the only treatment common to all societies and cultures.”1 
The treatment discussed above is not a specific pill, sur-

gery, plant, or herb. Rather, the authors are referring to placebo. 
Indeed, the history of medical treatment is largely a chronicle 
of placebos. When subjected to scientific scrutiny, the over-
whelming majority of treatments have turned out to be devoid 
of intrinsic therapeutic value; they derived their benefits from 
the placebo effect. Despite these benefits, the term “placebo” 
comes with unfortunate baggage. Latin for “I shall please,” it is 
the first word of the Christian vespers for the dead. In the 12th 
century these vespers were commonly referred to as placebos. 
By the 1300s, the term had become secular and pejorative, 
suggesting a flatterer or sycophant. When the word entered 
medical terminology in the late 18th century, the negative con-
notation stuck. A placebo was defined as a medicine given to 
please patients rather than to benefit them. In the modern era, 
the lack of pharmacologic activity became part of the definition 
as well. 

The word placebo brings with it connotations of decep-
tion, fakery, and ineffectiveness. But one of the things 
about placebos that contribute mightily to the health care 
community’s aversion toward them is, in fact, their effec-
tiveness. They bring relief across a wide range of medical 
conditions.2 In doing so, placebos impugn the value of our 
most cherished remedies, hamper the development of new 
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therapeutics, and threaten our livelihoods 
as health professionals.3

Placebos often are conceptualized as any 
treatment that lacks intrinsic therapeutic 
value, such as sugar pills. But looking at 
what placebo treatment actually entails, both 
in placebo-controlled treatment trials and in 
clinical settings, suggests a more comprehen-
sive definition. Placebos encompass all the 
elements common to any treatment or healing 
situation. These include a recognized healer, 
evaluation, diagnosis, prognosis, plausible 
treatment, and most importantly, the expec-
tation that one will recover. Along these lines, 
the placebo response can be thought of as 
the response to the common elements of the 
treatment or healing situation.3

Research regarding the placebo effect has 
mushroomed in the past 2 decades. Over 
this time, we have learned a good deal about 
both the mechanisms underlying the pla-
cebo effect and how the placebo effect can 
be applied to enhance the benefit of conven-
tional treatment. Brain imaging technology 
has revealed that when placebo treatment 
alleviates pain, Parkinson’s disease, and 
depression, brain changes occur that are 
similar to those observed with active pharma-
cologic treatment.4,5 Recent studies also show 
that deliberate, open (nondeceptive) use of 
placebo can improve the symptoms of sev-
eral conditions, including depression, pain, 
and irritable bowel syndrome.6 Furthermore, 
intermittent substitution of placebo pills for 
pharmacologically active treatment in a 
conditioning paradigm can be as effective 
as the “real” treatment.7 Also, research over 
the past decade has verified that certain 
common features of the treatment situa-
tion, particularly the quality of the doctor–
patient encounter, contribute to the placebo 
response and have a demonstrable impact 
on the outcome of treatment.8 Clearly, the 
placebo effect has gone from being simply 
a nuisance that interferes with the evalua-
tion of new treatments to a variable worthy 
of study and application in its own right. 
Although, for the most part, clinical practice 
has not kept up with these advances. 

Placebos seem to have their greatest 
impact on the subjective symptoms of dis-
ease—pain, distress, and discouragement. 
It should come as no surprise, then, that 

placebos are particularly effective in certain 
psychiatric conditions. In some forms of anx-
iety and depressive disorders, for example, 
distress is the illness, and placebos reliably 
bring relief. Patients with panic disorder, 
mild to moderate depression, or generalized 
anxiety disorder get almost as much relief 
with placebo as they do with conventional 
treatment (about one-half improve with pla-
cebo).9-11 But <20% of those with obsessive-
compulsive disorder improve with placebo, 
and placebo response rates are also low in 
patients with schizophrenia or dementia. 
Mania, attention-deficit/hyperactivity dis-
order (ADHD), and severe depression fall 
somewhere in the middle.3

Harnessing the placebo response 
There may be a few circumstances in psy-
chiatric practice when it makes sense to 
intentionally prescribe a placebo as treat-
ment, and we discuss those below. But far 
more frequently, what we know about the 
elements that contribute to the placebo 
effect can be applied to enhance the benefits 
of any treatment. Patients might be best 
served if deliberate mobilization of the pla-
cebo effect was a standard adjunct to con-
ventional clinical care. 

Various components of the treatment situ-
ation, collectively referred to as placebo, are 
a powerful antidote for illness, and some of 
these healing components exert their influ-
ence without special activity on the clini-
cian’s part: 

• Simply seeking psychiatric care can 
bring relief by providing some sense of con-
trol over distressing symptoms. The standard 
trappings of the office or clinic and custom-
ary office procedures—from the presentation 
of one’s insurance card to taking a history—
offer reassurance and evoke the expectation 
that improvement or recovery is around the 
corner. 

• The comfort provided by the psychia-
trist’s presence is enhanced when patients 
feel that they are in the hands of a recognized 
healer. Psychiatrists inspire confidence when 
they look like a psychiatrist, or more pre-
cisely, like the patient’s idea of what a psy-
chiatrist should look like. In our culture, that 
means a white coat or business attire. 
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A thorough evaluation is one of the com-
mon treatment elements that does the most 
to reduce distress and inspire confidence. 
The quality of an evaluation bears a strong 
relationship to patients’ satisfaction with the 
medical encounter, and can influence the 
amount of disability they suffer.3,12-15

Although guidelines for conducting effec-
tive psychiatric interviews have been around 
for almost 100 years, psychiatrists vary con-
siderably in the extent to which they elicit 
complete and accurate information, build 
rapport, give patients the sense that they are 
listened to, and provide a thorough assess-
ment. The degree to which patients feel that 
the clinician is responsive to their concerns 
depends as much on the style of the inter-
view as on the amount of time devoted to 
it. Nonverbal behavior can carry the mes-
sage that the clinician is paying full attention. 
Something as simple as not answering the 
phone during an interview (this seems obvi-
ous, but a surprising and troubling number 
of mental health professionals take phone 
calls during interviews and treatment ses-
sions) conveys an important message about 
the importance that the clinician places on 
the patient’s problems.3

The idea that the treatment situation itself 
provides reassurance and reduces distress, 
and in doing so, powers a good bit of the 
placebo effect, is enshrined in such concepts 
as the importance of good bedside manner. 
Many feel that the doctor’s thoughtful atten-
tion, positive regard, and optimism—so 
valued by patients—are justified on humani-
tarian grounds alone; actual evidence that 
this caring behavior contributes to healing 
isn’t required. To many, the healing prop-
erties of the treatment situation are self- 
evident. But as the costs of health care snow-
ball and the demands for efficiency and cost- 
effectiveness rise, the time that psychiatrists 
can devote to patients has dwindled. Third-
party payors demand evidence, beyond 
intuition and common sense, that diagnos-
tic procedures and treatments have some 
usefulness, and rightly so. 

Is there any evidence that the common 
components of the treatment situation pro-
vide benefit?3 More specifically, does the 
quality of the doctor–patient relationship 
and the patient’s feelings about a therapeutic 

encounter promote healing? Several studies 
suggest that the doctor–patient relationship 
has a demonstrable impact on symptom 
relief.16 In 1 study, oncologists were randomly 
assigned to receive a Communication Skills 
Training (CST) program or not. CST included 
a 1.5-day face-to-face workshop and 6 hours 
of monthly videoconferencing that focused 
on improving communication skills with 
patients.17 Lessons included building rap-
port, engaging in appropriate eye contact, 
and normalizing difficult experiences. One 
week after initially consulting with their 
physician, patients who saw an oncologist in 
the CST group experienced less anxiety and 
depression than those who saw an oncolo-
gist who did not receive CST. The benefit of 
CST for patient anxiety mostly persisted at a 
3-month follow-up. 

A recent meta-analysis pooled the results 
of 47 studies to examine the relationship 
between how much trust patients have for 
their doctors and health outcomes. There was 
a small to medium association: More trust 
was associated with greater improvement.18 
It is possible that a good doctor–patient rela-
tionship enhances expectancies. However, it 
is also likely that a positive therapeutic rela-
tionship is inherently soothing and reduces 
distress or dysfunction independent of expec-
tation. Regardless of the precise mechanism, 
these studies warrant attention. We all under-
stand that it is important on ethical grounds 
to treat patients with respect and kindness. 
Research shows that this type of behavior also 
promotes recovery. 

Patient expectations. The idea that expec-
tation of improvement has a major impact 
on treatment outcome is firmly grounded in 
research on the placebo effect. Studies have 
shown that what people expect to experience 
as an outcome of treatment has a substantial 
impact on what they actually experience. In 
a classic study, a doctor told some patients 
with symptoms of minor illness that they 
would feel better soon and another group 
with the same symptoms that he didn’t 
know what ailed them.19 Two weeks later, 
64% of patients in the “positive expectation” 
group were improved, compared with only 
39% of patients in the “negative” group. In 
another study, adults were exposed to an 
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allergen that caused a skin reaction.20 Hand 
lotion (ie, a therapeutically inert substance) 
was then spread on the skin. Patients were 
led to believe that the cream would either 
alleviate or exacerbate the itching. The exper-
imentally-induced wheal-and-flare was mea-
sured in both groups a few minutes after the 
allergen and cream were applied. The wheal-
and-flare were worse for participants in the 
group that expected exacerbation. 

Not uncommonly, expectation can 
have more impact on clinical outcome 
than a drug’s pharmacologic activity. In 
a double-blind placebo-controlled study, 
patients with depression were treated with  
St. John’s wort, sertraline, or placebo.21 
They improved to the same extent with 
all 3 treatments. But when patients were 
asked to guess the treatment to which they 
had been assigned, those who thought 
they had received placebo showed little 
improvement, irrespective of which inter-
vention they actually received, and those 
who guessed they had been given St. John’s 
wort or sertraline showed uniformly large 
improvement, irrespective of which inter-
vention they actually received (including 
placebo). The researchers concluded that 
“Patient beliefs regarding treatment may 
have a stronger association with clini-
cal outcome than the actual medication 
received.” 

Psychiatrists who wish to use all the thera-
peutic tools at their disposal must attend to 
and manage patient expectations. One part of 
channeling a patient’s expectation is to thor-
oughly assess the patient’s beliefs regarding 
the efficacy of various treatments. If a patient’s 
uncle said that a certain drug is a miracle cure 
for anxiety, and the patient believes it to be 
true, then that expectation must be taken into 
consideration. Many patients prefer alterna-
tive treatments to conventional therapies. As 
long as there is no reason to think an alterna-
tive treatment will cause harm, a compromise 
might be reasonable. For example, if a patient 
with schizophrenia wants to treat her symp-
toms with herbal tea, the psychiatrist could 
say, “In addition to the tea, I recommend that 
you also take clozapine. The combination is 
likely to improve your symptoms.”3 More 
than anything else, the words a psychiatrist 
uses when recommending treatment shape 

the patient’s expectations. “You should be 
feeling a lot less anxious soon after you start 
taking this” has a different effect than “Try 
this. It may help.”

Prescribing ‘open-label’ placebo 
There may be some limited circumstances 
where an actual placebo (eg, a sugar pill) 
might be suitable as a treatment. These 
include when placebo and conventional 
treatment provide similar results and a 
patient is reluctant to take conventional med-
icine, or when there is no effective conven-
tional treatment. The deceptive prescription 
of placebo (providing placebo and calling it 
a drug) has a long history and was consid-
ered ethical—and recommended by medical 
authorities—until the latter half of the 20th 
century. This practice was deemed unethi-
cal in the 1980s, because it was dishonest and 
violated patient autonomy. Because it was 
widely believed that placebos given openly 
would be ineffective, the end of placebo treat-
ment seemed at hand. An intriguing body of 
evidence, however, suggests that placebos 
can be effective even when patients know they 
are taking a placebo. Patients given an “open-
label” placebo are told something along the 
lines of “the pill being prescribed contains 
no medicine, but some people improve with 
it, perhaps because the pill stimulates the 
body’s self-healing.” Open-label placebo has 
been evaluated for depression,22 low back 
pain,23 irritable bowel syndrome,24 neurosis,25 
allergic rhinitis,26 and anxiety.27 Most of these 
studies are small, and some were uncon-
trolled. Yet they consistently have shown 
that symptoms improve with a nondeceptive 
placebo, and improve to a greater extent than 
with no treatment. 

The most recent trial is a promising exam-
ple of the potential of open-label placebos. In 
this study, 96 patients with chronic low back 
pain were randomly assigned to 3 weeks 
of treatment as usual (TAU) or 3 weeks of 
TAU plus open-label placebo.23 Patients who 
received open-label placebo were educated 
about the placebo effect and shown a film 
clip describing promising results of a prior 
open-label placebo study. They were then 
given placebo pills to be take once daily, 
and clearly told the pills contained no active 
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medication. After 3 weeks, patients in the 
TAU plus placebo group reported less pain 
and less disability than patients who received 
TAU without a placebo. Some patients even 
requested a placebo prescription at the end of 
the study. 

The placebo response provides a rational 
basis for prescribing innocuous alterna-
tive therapies with no intrinsic therapeutic 
value. Patients who prefer and believe in 
the effectiveness of alternative remedies—
herbal compounds, massage, magnets, 
homeopathic solutions, etc.—can be recom-
mended these treatments to mobilize a pla-
cebo response. 

Using a conditioning model. Prescribing 
a placebo to obtain a conditioned drug 
response has enormous but untapped 
clinical potential. Both animal and human 
research indicates that a wide range of 
drug responses, from immune suppression 
to motor stimulation, can be conditioned  
(a neutral stimulus, such as a pill or injec-
tion, associated with drug administration 
can in itself evoke the drug effect). In many 
conditioning or dose-extending models, a 
particular response to real medication (such 
as pain relief after analgesics) first becomes 
conditioned due to repeated exposure to 
the drug given in a particular vehicle. Then, 
the treatment shifts to some doses com-
prising of real medicine and some doses 
comprising of placebo. Because the drug 
response has been conditioned, it is thought 
that the response to an identically appear-
ing placebo will mirror the drug response. 
The active drug often is only replaced by 
placebo for certain doses under a schedule 
of partial reinforcement, given the ubiquity 
of extinction (the conditioned response less-
ens when the conditioned stimulus is pre-
sented alone on repeated trials). 

In 1 version of a conditioning study, chil-
dren with ADHD were randomized to 1 of 
3 groups.28 One group (full dose) took the 
standard dose of medication for 2 months, a 
second group (reduced dose) took a standard 
dose during 1 month followed by a half dose 
during the second month, and children in the 
third group (reduced dose with placebo) took 
the standard dose plus a visually distinctive 
placebo during the first month, followed by a 

half dose plus the visually distinctive placebo 
during the second month. Not surprisingly, 
ADHD symptoms were worse among chil-
dren in the reduced-dose group. However, 
there was no difference between those in the 
reduced-dose with placebo group and those 
in the full-dose group. It appears as though 
the symptom reduction associated with a 
100% dose was an unconditioned response 
that could be mimicked with the addition of 
a placebo pill. 

In another study, patients with psoria-
sis were randomly assigned to receive a 
full dose of active medication (0.1% triam-
cinolone cream) twice a day, or a full dose 
of active medication for 25% to 50% of the 
doses, with a placebo (moisturizing cream) 
given for the other 50% to 75% of the 
doses.29 Relapse rates were not statistically 
different between groups. 

These types of conditioning models hold 
great promise for psychiatry, particularly 
for substance use disorder (Box).30,31 They 
suggest that medication regimens that pro-
vide less overall medicine may sometimes 
perform as well as a standard regimen. 
This could become a promising strategy 
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Using placebo to treat 
substance use disorder

Substance use disorder (SUD) might be 
particularly well-suited to treat using 

a conditioning model, which involves 
prescribing a placebo to obtain a conditioned 
drug response. Alcohol-dependent patients 
respond well to placebo,30 and buprenorphine 
is not substantially better than placebo at 
low or medium doses for treating opioid use 
disorder.31 Furthermore, because opioids 
such as buprenorphine are frequently used 
to treat SUDs, the drugs designed to help 
with addiction can themselves be addictive. 
Alternative approaches to treating SUDs are 
needed, and the conditioning model and other 
methods outlined in this article should be 
explored. For example, if a conditioning model 
was as effective as a typical treatment regimen 
in preventing heroin relapse, the former 
approach would be strongly encouraged 
because patients would receive fewer doses 
of a potentially addicting drug. A conditioning 
design could also be explored as a way of 
minimizing prescription opioids among patients 
being treated for acute or chronic pain.
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for minimizing the amount of medication 
a patient receives, thereby reducing toxicity 
and expense.
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Bottom Line
Elements that contribute to the placebo effect, such as the quality of the doctor–
patient relationship and patient expectations, can be applied to enhance the 
benefits of any treatment. Deliberate, open (nondeceptive) use of placebo can 
improve the symptoms of several conditions, including some depressive and 
anxiety disorders. 
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Buprenorphine • Buprenex,  
   Suboxone
Clozapine • Clozaril

Sertraline • Zoloft
Triamcinolone • Aristocort A
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