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This short introduction provides a historical and ethical 
overview of placebos and placebo controls in relation to 
schizophrenia research, with a focus on long-term clinical 
trials. Drawing on historical and philosophical scholar-
ship, it sketches a two-level analysis of ethical issues that 
placebos and the placebo effect raise for the field, partic-
ularly in light of shifts in clinical trial methodologies and 
clinical practices.
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A Brief History of the Concept of Placebos

Widely familiar in relation to their role bringing 
medications and other interventions to market, placebos 
have a long and somewhat vexed place in the history of 
medicine. The term placebo stems from psalm 116, linked 
to the Vespers of the Office of the Dead. Individuals 
could be hired to mourn, as a way of an offering for the 
souls in purgatory. Within the psalm we hear, “Placebo 
Domino”: the false mourners please the Lord with their 
prayers.1 From the term’s first parlance, we have an asso-
ciation of placebo not only with pleasing but also with 
sham or deception. Although the usage of the term be-
came more widespread since the 14th century, “placebo” 
entered commonplace medical jargon in the late 18th 
century when it was considered a crucial component of 
a physician’s toolkit.2 Here, it retained the connotation 
of a substance that would please the patient, rather than 
treat an ailment.

Placebos defy the causative logics of medicine insofar 
as they prompt an improvement in symptoms but lack the 

properties by which drugs or other interventions cause 
physiological changes. Some examples include the trade 
dress (appearance) of pills—red pills can enhance auto-
nomic stimulation, whereas blue pills are more likely to se-
date, hailing culturally salient references to color. Placebos 
can include names (brand vs generic), information of 
about cost (more expensive placebos are more efficacious 
than less expensive ones), and the number of pills pro-
vided (two placebo pills being more effective than one).3–6 
There are many different cases of placebos, operating in 
varying domains, including the clinic, the laboratory, and 
the marketplace.7 In each of these contexts, placebos mark 
the other side of legitimate treatment, recognizable as de-
ception, contaminant, sham, and quackery.8–11

Following more than half  a century of research into 
the mechanisms of placebo effects there is widespread 
recognition that placebos themselves generate broad 
changes in behavior and physiology. Findings from across 
a range of experimental paradigms and methods sug-
gest that an overarching framework to understand how 
placebos operate is that of expectancy: the psychosocial 
context of care and the prior experiences of both health 
care providers and patients inform beliefs relating to 
outcomes (positive or negative), treatment process, one’s 
own capacities (to self-manage as well as to heal). These 
components shape provider and patient expectancies, a 
major mechanism through which placebo effects occur.12–

16 The expanding body of research that examines how 
placebos operate and the neurobiological mechanisms 
through which they act increasingly suggest that framing 
these as “inert” substances or mere placeholders for an 
active intervention is a misnomer.
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Professor of medicine and Placebo Studies scholar Ted 
Kaptchuk suggests that while the notion of masked as-
sessment seems to have originated in late 16th century 
exorcism rites, inert controls were adopted by conven-
tional physicians to demonstrate “irregular” healers’ 
interventions to be illusions or imagination. Masked 
assessment with sham remedies became part of debates 
on 19th century homeopathy, seen as a way to adjudi-
cate disputes between practitioners.17,18 It took longer for 
orthodox medical practitioners and scientists to turn to 
no-treatment and placebo control groups to legitimate 
their own interventions, such as Austin Flint’s assessment 
of the prevailing treatment for rheumatism circa 1863. 
Picking up interest in early 20th century Germany and 
popularized there in the 1930s, the use of a placebo in-
tervention as taken off  considerably since the post-war 
period, where the “sham” comparator joined randomi-
zation practices, solidifying its place within the struc-
ture of clinical trials.19 The active and dynamic qualities 
of placebos as well as the way in which they are context 
dependent (rather than being universal or generalizable) 
bring about challenges in relation to how the placebo ef-
fect impacts clinical trials.

Within the scaffolding of the clinical trial, placebos 
have become a central tool in determining the efficacy of 
an intervention. Presently, a novel therapy must be tested 
against placebo for licensure, demonstrating superiority 
in at least two adequate and well-designed clinical trials 
(regardless of how many trials were conducted).20 Within 
psychiatry this has led to some difficulty, as a number 
of scientific and logistical issues intersect with placebos. 
First, the placebo response in psychiatric interventions is 
particularly high21 and it is increasing.22,23 There is a sig-
nificant positive relationship between year of publication 
and placebo response rate—this is impressive given that 
the literature predominantly reflects trials reporting pos-
itive outcomes.24

And while it is often assumed that a high placebo re-
sponse rate means that the efficacy signal for a new 
treatment will be hampered or diminished,25 a second 
challenge to reconcile has been the finding that the pla-
cebo response is often intermingled with a drug treat-
ment response. In depression trials, for instance, those 
who had the most robust response to placebo, were also 
the individuals who responded most vigorously to a 
medication.26,27 While a lead in period might be used to 
remove placebo responders, it is also the case that this 
may be removing those with the most robust medica-
tion responses as well. Added to this is a recent finding 
from the reanalysis of antipsychotic clinical trial data, 
that what is called the “constancy assumption” does not 
hold—that is to say, the extent of improvement from a 
novel agent is impacted by the clinical trial design itself. 
Novel agents do not necessarily perform in an identical 

way when they are tested in active or low-dose controlled 
trials compared to placebo-controlled trials.28

Finally, we have a third challenge: attempts have 
been made to determine characteristics of placebo 
“responders,” but who responds to what type of placebo 
is contextual; there is no one trait, and even clusters of 
traits (eg, optimism, empathy) interact with various 
contingencies in a dynamic fashion.29 Taken together, 
addressing the high rates of placebo response in psychi-
atric research is an ongoing challenge and, as discussed 
below, can contribute to ethical challenges. These are not 
always straightforward to rectify through trial design.

In short, while placebos have been used clinically for 
hundreds of years, the use within the apparatus of the 
clinical trials is more recent, and not without its technical 
challenges. And as we’ll turn to now, there are ethical 
challenges that intersect with these technical and logis-
tical ones. I conceptualize these challenges as operating 
as two levels. First level ethical issues are those that di-
rectly relate to the question of whether or not a placebo 
ought to be used in a given study. These types of questions 
more straightforwardly reflect common research ethics 
considerations such as the relationship between risks and 
benefits, the treatment of vulnerable populations in clin-
ical trials, definitions of “serious harm,” and issues sur-
rounding voluntariness versus coercion.

In contrast, what I  have termed second level ethical 
issues relating to placebos are ones that ask us to think 
more broadly about philosophical issues relating to 
knowledge practices in biomedicine. For instance, the val-
uing of certain forms of knowledge vis-à-vis hierarchical 
levels of evidence30 and the normative determination of 
what “counts” as scientific evidence intersects with the 
phenomenon of rising placebo rates, informing clinical 
trial design. The complexity of trial design has ethical 
implications, for instance relating to issues of capacity 
to consent to participate. Likewise, the global expansion 
of clinical trials, generated by an increased reliance on 
multicenter studies and a desire for larger participant 
pools, is also related to the place of placebos in clinical 
trials and brings with it complex considerations relating 
to the flow of knowledge (and power),31,32 which may not 
immediately come to mind when considering placebos 
in schizophrenia research. As I’ve conceptualized them, 
second-level ethical considerations take a broader and 
more expansive view in thinking about values in science 
and normative issues that arise in the production of sci-
entific knowledge.

First-Level Ethical Issues

What I  am calling first-level ethical considerations are 
those issues that stand directly in relation to a judgment 
of whether or not one ought to use a placebo control in 
a given study. The justification for use of placebos often 
begins with the issue of clinical equipoise. A  concept 
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introduced by Benjamin Freedman, clinical equipoise 
states that in order for a clinical trial to be ethical, there 
must be genuine uncertainty or professional disagree-
ment amongst a body or community of experts as to a 
preferred treatment. This is a different (though not un-
related) issue to the matter of individual equipoise—the 
question as to whether an individual practitioner can 
continue to meet fiduciary obligations to their patients 
when contemplating offering enrolment into a clinical 
trial.33 Clinical equipoise is often seen as the moral foun-
dation of the randomized controlled trial (RCT),34 in no 
small part because there are many situations that would 
disrupt individual equipoise long before a community of 
experts endorses that a sufficient quantity and quality of 
findings ends the uncertainty around an intervention.35 
The requirement that a genuine question about the effec-
tiveness of the intervention under study must remain in 
order for trial to continue to randomize participants to 
placebo and carry on to completion brings a significant 
tension between the individual participant perspective 
and larger societal and professional standards concerning 
scientific evidence.

Related to the use of placebo controls in clinical re-
search and the impetus behind equipoise is the Declaration 
of Helsinki, which has been revised a number of times 
since its instantiation more than 50 years ago. Content 
relating to the use of placebo controls in research has 
been highly divisive. Initially, content that ultimately 
evolved into a paragraph on the use of placebos was 
drafted in the 1975 revision. The aim was to ensure that 
individuals participating in research were not disadvan-
taged in their individual medical care, and stated: “In any 
medical study, every medical patient—including those of 
a control group, if  any—should be assured of the best 
proven diagnostic and therapeutic method”.36 This has 
been criticized for conflating clinical care with clinical re-
search,37 and after a number of revisions the Declaration 
added clarifications that have made less stark (perhaps, 
less clear) the issue of placebos. Later revisions have indi-
cated that the use of placebo is not excluded, particularly 
where no proven intervention exists, as well as where ef-
ficacy or safety determinations produce compelling and 
scientifically sound reasons for the use of a less effective 
intervention or placebo and the use of this comparator 
will not produce additional risks of serious or irreversible 
harm36 [emphasis added].

The history of the Declaration of Helsinki is relevant 
to understanding how it has landed on the issue of pla-
cebo controls. Deeply informed by the 1947 Nuremburg 
Code as well as by the 1948 Declaration of Geneva, the 
Declaration of Helsinki was prompted by the atrocities 
committed by medical researchers on unprotected and 
involuntary participants pulled from Nazi concentra-
tion camps during the second world war.38 Each of these 
documents attempts to codify ethical standards and 
duties to patients and research participants, particularly 

when there are conflicts between an individual subject’s 
wellbeing versus what findings and outcomes that are 
in the public interest. Iterations of the Declaration of 
Helsinki, until the year 2000, dichotomized research into 
therapeutic (where the subject might benefit directly) and 
nontherapeutic (no direct benefit), a distinction criticized 
by some as illogical.38,39 The context of the revisions also 
includes other instances of violations of participants’ 
interests and well-being, carried out in the name of sci-
entific merit, as well as controversies in research ethics at 
any point in time. With respect to placebo controls, the 
more flexible approach to placebo (ie, explicitly stating 
that the Declaration does not exclude the use of inert pla-
cebo, as in the 1996 revision) arose in the midst of contro-
versy surrounding the use of placebo controls in studies 
of materno-fetal HIV transmission.38

This last point is suggestive of the way in which there 
are straightforward scenarios whereby placebos are 
widely recognized to be ethical.34

1.	There is no standard treatment
2.	The standard treatment is no better than placebo
3.	The standard treatment is placebo
4.	The therapeutic benefit of the standard treatment has 

been called into question by new evidence
5.	The study is conducted in a population of patients 

who have failed to respond to standard treatment, and 
no effective second-line treatment exists

6.	The study treatment is being added on to standard 
treatment, which each participant receives.

We can see how one might argue for the use of placebo 
in studying drugs with novel mechanisms of action, 
against which there is no comparator, and in situations 
when it is not clear that the standard treatment has an 
appropriate evidence base. But there are times when even 
these seemingly straightforward scenarios are not so 
straightforward. Consider for instance, a controversial 
study of risperidone in acute mania. This study utilized 
a placebo-control arm and the investigators maintained 
that they did so on the basis of equipoise. The presence 
of the placebo group was widely criticized in light of very 
clear gold standard treatments for acute mania that have 
existed well before the use of risperidone for the condi-
tion. At the same time, the trial methodology was justi-
fied by the investigators on the basis of a very high and 
variable placebo response in studies of mania, such that 
they believed a genuine question existed as to whether the 
standard treatment was indeed better than placebo.40–43

With respect to more longitudinal studies, another 
equipoise-related challenges arises given that there may 
be a shift in equipoise over time. It’s important to recog-
nize that in addition to having genuine controversy over 
the efficacy of an intervention, trials are also meant to end 
once equipoise has been disturbed. That is to say, trials 
should not be carried on once we have enough of a signal 
to say that the question that was driving equipoise has 
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an answer. As other authors in this series of articles will 
discuss, this has implications for answering scientific and 
clinical questions about long-term outcomes. Once again, 
placebos demarcate a site of tension between the interests 
of an individual participant vs the societal benefit (and 
patient population benefit) from clinical research.

So what do we say about those situations where we 
know there is a treatment, but there is genuine debate 
about whether there are compelling methodological or 
scientific reasons to use placebo? In the later revisions of 
the Declaration of Helsinki, it was this notion of compel-
ling reasons that provided a green light to what is some-
times called the “placebo orthodoxy.” In these instances, 
placebo controls have also been justified in relation to the 
risks vs benefits for the population in question. If  the risk 
of placebo (nontreatment) is minimal, the scientific value 
of answering the research question may be adequate to 
justify placebo. Likewise, if  there is a significant benefit 
to the population under study, one may justify the use of 
placebo.

A controversial instance of this latter scenario was in 
trials of single dose AZT to prevent vertical transmis-
sion of HIV, one of the sets of controversies that spurred 
the 1996 revision of the Declaration of Helsinki. These 
trials were held in the global south where, it was argued, 
there was neither the infrastructure nor the funds to pro-
vide standard care, long-term combination antiretroviral 
therapy. Although a standard therapy existed, it was in-
accessible to the population in question, given the trial 
locations. A  genuine question did exist as to whether a 
single dose at delivery could be effective, claimed trial 
proponents. Moreover, this was an intervention that 
would directly benefit the population under study. This is 
the kind of situation that is suggestive of what I’m calling 
“second level” ethical issues.

Second-Level Ethical Considerations with Placebo

This last points gestures toward the importance of 
thinking about ethics broadly: we want to attend to larger 
social, political, moral questions, and not restrict our-
selves to risk/benefit discussions, as important as these 
are. We have “second level” ethical issues to consider. 
Thinking again to the single dose AZT trials—the con-
troversy stemmed from the injustice of using socioeco-
nomic disparity as the driver of equipoise.44 Even though 
it might scientifically legitimate to use placebo vs. active 
control, it was only the circumstance of structural disad-
vantage that enabled the question to be asked.

Similarly, we might argue that there is a second-level 
ethical issue to be considered in relation to placebos in 
those situations where coercive pressure to participate 
in placebo-controlled trials exists due to limited access 
to medical, social, and basic goods outside of the in-
frastructure of clinical trials. While the balance of per-
sonal risks versus the societal benefits or public good of 

placebo-controlled studies is something we might believe 
participants should be able to determine for themselves, 
coercion can be high when the clinical trials is the most 
reliable way to receive vouchers for food, transportation, 
or even to receive medical care itself.45,46 An overly pa-
ternalistic stance may not be justified and even with the 
influence of trial benefits, vulnerable groups likely ought 
to be included as their exclusion from research would also 
constitute an injustice in light of the benefits of knowl-
edge about interventions in wide ranging populations. 
But attention nonetheless needs to be paid to larger struc-
tural inequities and broader ethical issues that intersect 
with placebo controls but are not always accounted for 
if  we are limited in our thinking to the issue of clinical 
equipoise.

Consider that rising rate of placebo responses in study 
populations has been part of the move toward an in-
creasingly global reach of clinical trials,47 with attendant 
issues of distributive justice. With multi-national, multi-
center trials, the burdens and risks of trial participation 
may not be distributed in concert with the benefits; the 
flow of risks has been argued to move toward the global 
south, while the flow of benefits traverses back to wealthy, 
industrialized nations.32,48,49 The design of clinical trials 
raises additional ethical considerations: active controls 
require greater numbers of trials participants to power 
a trial as compared to placebo, which may also be a 
component of expanding trials to multiple international 
locations, which may further fuel placebo responses. 
Ethical concerns also relate to the question of why it is that 
the evidence base might be considered to have equipoise 
or genuine uncertainty—ie, is that uncertainty present 
because in pharma-sponsored head-to-head trials, com-
petitor drugs have been found to be under-dosed to have 
limited effect, or over-dosed to have a greater burden of 
side effects?50

A final but nonetheless critical issue to consider with 
respect to second-level ethical concerns is the place of 
patient-oriented and community-based participatory re-
search models in schizophrenia, and in clinical research 
especially. This also speaks to relationships between 
knowledge and power, and the importance of designing 
clinical trials that ask questions of utmost importance 
to the population being studied. As other authors in this 
series will describe, the clinical questions surrounding an-
tipsychotic dose reduction and discontinuation as well as 
the long-term effects of antipsychotic medications and 
recovery are central to affected people’s lives, and placebo 
controls may need to be part of answering those. How to 
ask and answer these questions in a way that prioritizes 
the interests and values of research participants alongside 
scientific or methodological priorities is also an impor-
tant ethical issue that intersects with how we produce sci-
entific knowledge. Historically, for instance, clinical trials 
have not utilized community based participatory research 
(CBPR) models, though there is growing support for this 

approach, particularly in relation to health disparities 
and equity with respect to medical interventions.51,52 This 
issue, along with the other examples discussed above, 
points to second-level ethical considerations that prompt 
questions beyond the issues of risks and benefits for par-
ticular study participants.

Conclusions

In the background of the second level ethical issues 
I’ve briefly sketched is a presumption about what 
constitutes a strong base of evidence when there is this 
genuine uncertainty, and an endorsement of the con-
ventional evidence-based medicine hierarchy. There are 
values embedded within the hierarchy, relating to what 
constitutes “good” or “best” knowledge practices. There 
are values linked to notions such as objectivity, neutrality, 
and evidence (concepts that are frequently assumed to 
be free of values or normative content). But we enact 
these values through the research questions we priori-
tize and the assumptions we build into our experimental 
paradigms, and placebo controls are a part of the nor-
mative assumptions embedded in science. Such values are 
the foundations upon which RCTs are designed, justified, 
and carried out.

A robust ethical discussion will often provoke addi-
tional questions even as much as it tries to pave the way 
for considered responses. The papers in this series are at 
the leading edge of discussions that sit at the intersections 
of scientific method, research ethics, epistemic values, 
and lived experience in schizophrenia. This complexity 
requires both detailed analysis and broad, contex-
tual understandings in order to see both the forest and 
the trees.
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