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INTRODUCTION
Physicians must act to their patients’ best interests and thus they 
are always expected to offer them what they believe is the best 
treatment for their diseases. Owing to this moral commitment, 
when physicians are researchers conducting randomized con-
trolled trials (RCTs), a dilemma may arise if they suspect that 
one trial arm is more effective and/or safer than the other(s). 
If this is the case, professional ethics dictates that they should 
recommend their patients not to enroll in the trial and to take 
the therapy the physician thinks is the best for the patient’s ill-
ness. As a scientist, however, they know that by doing so the 
insight on the clinical superiority of one trial arm (treatment) 
over the other(s) may remain unproven. Moreover, the physi-
cian is also aware that clinical studies, if scientifically valid and 
soundly designed, are beneficial for the society. For instance, 
the practice of evidence-based medicine requires good-quality 
empiric evidence as that provided by RCTs.

This ethical issue was made explicit by Shaw and Chalmers1 
when addressing the ethics of cooperative clinical trials. According 
to them, a clinical research must not be initiated if the phy-
sician–researcher “knows or has a good reason to believe that 
one arm of the trial is even slightly better than the other.” It 
was Charles Fried2 in “Medical Experimentation: Personal 
Integrity and Social Policy,” however, who first used the term 
“equipoise” (an equilibrium state or situation in which things 
are perfectly balanced) for an ethical principle according to 
which the physician/researcher must be in a state of genu-
ine uncertainty about the relative efficacy (and/or safety) of 
the therapeutic alternatives being tested to render an ethically 
acceptable RCT. Some doctors embraced the equipoise con-
cept, whereas others, including Freedman3, claimed that it was 
flawed and unworkable, and what is worse, its fragility would 
render many good-quality and relevant RCTs unethical. To 
tackle this issue, Freedman3 proposed to replace the notion of 

equipoise by that of clinical equipoise, or a situation in which 
there would be “no consensus among the expert clinical com-
munity about the comparative merits of the alternatives to be 
tested,” or in other words, there would exist a collective profes-
sional uncertainty about treatment alternatives. Nonetheless, 
some physicians and researchers argue that Freedman’s refor-
mulation of equipoise concept in reality did not overcome a 
major objection to this principle, namely, that it is ambiguous 
and that, if strictly interpreted, it would also render unethical 
too many RCTs. So far, the controversy on whether equipoise 
— or clinical equipoise—is a prerequisite to make a RCT eth-
ical has remained unresolved. Many clinicians and researchers 
endorse the point of view that equipoise principle, even if it 
eventually requires amendments, is an important ethical stan-
dard for RCTs whereas others maintain that it is inherently 
flawed and must be abandoned6-12.

ETHICAL ISSUES ON THE USE 
OF PLACEBO IN RANDOMIZED 

CONTROLLED TRIALS
Another debatable issue regarding the ethics of RCTs is the use 
of a placebo-controlled arm when there is an effective treatment 
for the disease or condition being investigated. Whenever we 
assume that there are effective treatments, the use of a place-
bo-controlled arm in clinical trials clashes with doctors’ moral 
commitment to their patients, even if physicians are genuinely 
uncertain whether the particular treatment under investigation 
would be in fact superior to placebo. In principle, therefore, to 
use or not to use a placebo when it seems to be scientifically 
justified apparently opposes science to ethics. One should have 
in mind, however, that, according to the Hippocratic oath and 
medical codes of ethics, such as the World Medical Association’s 
(WMA) Declaration of Helsinki (DoH), physicians are bound 
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Table 1. Updates of the statement on the use of placebo in clinical trials in successive revisions of the Declaration of Helsinki 
by the World Medical Association (WMA) between 1964 and 2013.

Declaration of 
Helsinki (year)

Statement

Original version of 
DOH (Helsinki, 1964)

Use of placebo is not directly addressed. Statement II.2 says: “The doctor can combine 
clinical research with professional care, the objective being the acquisition of new 
medical knowledge, only to the extent that clinical research is justified by its therapeutic 
value for the patient.”

1st revision of DOH 
(Tokyo, 1975)

Use of placebo—indirectly—forbidden if there is proven treatment: Statement II.3 says: “In any 
medical study, every patient—including those of a control group, if any—should be assured of 
the best proven diagnostic and therapeutic method.”

2nd revision of DOH 
(Venice, 1983)

Previous statement wording unaltered.

3rd revision of DOH 
(Hong Kong, 1989)

Previous statement wording unaltered.

4th revision of DOH 
(Somerset-West, 
South Africa, 1996)

Statement II.3 explicitly forbade the use of placebo whenever there is a proven effective 
therapy. “In any medical study, every patient—including those of a control group, if any—
should be assured of the best proven diagnostic and therapeutic method. This does not 
exclude the use of inert placebo in studies where no proven diagnostic or therapeutic 
method exists.”

5th revision of DOH 
(Edinburgh, 2000)

Statement wording slightly modified, again it (C 29) explicitly forbade the use of placebo if 
there is effective therapy: The benefits, risks, burdens, and effectiveness of a new method 
should be tested against those of the best current prophylactic, diagnostic, and therapeutic 
methods. This does not exclude the use of placebo, or no treatment, in studies where no 
proven prophylactic, diagnostic, or therapeutic method exists.

6th revision of DOH 
(Tokyo, 2004)

Previous statement wording unaltered.

7th revision of DOH 
(Seoul, 2008)

The statement was modified to allow the use of placebo, even when there is effective 
treatment, in some particular cases: 
• Use of Placebo. 33. The benefits, risks, burdens, and effectiveness of a new intervention 
must be tested against those of the best current proven intervention, except in the following 
circumstances: 
• The use https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-
for-medical-research-involving-human-subjects/of placebo, or no treatment, is acceptable in 
studies where no current proven intervention exists or 
• Where for compelling and scientifically sound methodological reasons the use of placebo is 
necessary to determine the efficacy or safety of an intervention and the patients who receive 
placebo or no treatment will not be subject to any risk of serious or irreversible harm. 
• Extreme care must be taken to avoid abuse of this option#

Current version of 
DOH (Fortaleza, 2013)

Use of Placebo (statement 33) remains allowed under certain circumstances. Previous 
statement wording unaltered.

#Portuguese translation (by AMB—Brazilian Medical Association): “Uso de Placebo. Os benefícios, riscos, ônus e efetividade de uma nova 
intervenção devem ser testados contra aqueles da(s) melhor(es) intervenção(ões) comprovada(s), exceto nas seguintes circunstâncias: 
Quando não existe intervenção comprovada , o uso de placebo, ou não intervenção, é aceitável; ou Quando por razões metodológicas e 
cientificamente sólidas, o uso de qualquer intervenção menos efetiva que a melhor comprovada, o uso de placebo, ou não intervenção, é 
necessário para determinar a eficácia ou segurança de uma intervenção e os pacientes que recebem qualquer intervenção menos efetiva que 
a melhor comprovada,placebo, ou não intervenção, não estarão sujeitos a riscos adicionais de danos graves ou irreversíveis como resultado 
de não receber a melhor intervenção comprovada.  Extremo cuidado deve ser tomado para evitar abuso desta opção.” Current and previous 
DoHs and translation into Portuguese are available on WMA website: https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-
principles-for-medical-research-involving-human-subjects/

https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/of
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/of
https://www.wma.net/policies-post/wma-declaration-of-helsinki
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to their solemn oath (“The health of my patient will be my first 
consideration”) and so their acts as healers must always take 
precedence over their duties as scientists13.

Whether placebo use in RCTs is scientifically justifiable and 
ethical, if there are approved treatments, has been debated over 
the last 6 decades or so14. At the time when WMA issued the 
first version of DoH, Bradford Hill, a pioneer in the use of ran-
domization in clinical trials, expressed his view that “If there is 
such an orthodox treatment the question hardly arises, for the 
doctor will wish to know whether a new treatment is more, 
or less, effective than the old, not that it is more effective than 
nothing”14. Hill’s opinion is consistent with WMA’s ethical guid-
ance (DoHs from 1975 to 2008) stating that: “every patient — 
including those of a control group, if any — should be assured 
of the best proven diagnostic and therapeutic method” (Table 
1). In 1996s, DoH revision, a sentence (“This does not exclude 
the use of inert placebo in studies where no proven diagnostic 
or therapeutic method exists”) was added to emphasize that pla-
cebo use is forbidden whenever there are proven effective treat-
ments. This emphasis was found necessary in the aftermath of a 
questionable placebo-controlled RCT conducted to investigate 
whether a specific AZT regimen (“076 Regimen”) would reduce 
mother–child HIV-1 transmission in Uganda and Thailand. In 
1994, when the trial began, it was already known that AZT was 
effective against HIV, and thus treating HIV-infected women 
with placebo was considered morally outrageous. Moreover, 
ethical double standard for trials in developed and developing 
countries was considered unacceptable16.

A subsequent DoH (2008) revision tempered the ban on 
placebo use wherever there exist proven therapies (“where for 
sound methodological reasons the use of placebo is necessary 
… and the patients who receive placebo or no treatment will 
not be subject to any risk of serious or irreversible harm”). This 
exception was maintained unaltered in 2013s revision.

PLACEBO ADVANTAGES OVER 
ACTIVE COMPARATORS

Depending on the RCT, placebos may have advantages over 
proven effective comparators. Active comparators show whether 
efficacy and safety of test treatments (drugs) are better, nonin-
ferior (noninferiority trials), or worse than those of approved 
drugs whereas a placebo control indicates whether they are 
effective and safe in absolute terms. As commented by Hill, 
as far as effectiveness is concerned, comparison with standard 
(“orthodox”) therapy is what generally matters. A different 
picture may arise, however, when the primary focus is safety. 

Studies on the safety of rofecoxib (Vioxx®), a COX-2-selective 
NSAID, illustrate how comparisons with approved drugs may 

mislead the interpretation of findings if modes of action are 
distinct. A premarketing (VIGOR — Vioxx® Gastrointestinal 
Outcomes Research) RCT of rofecoxib versus naproxen, a non-
selective COX inhibitor, suggested that it increased cardiovas-
cular risks, a finding then attributed to heart protective effects 
of the active comparator. A postmarketing placebo-controlled 
trial (APPROVe — Adenomatous Polyp PRevention On Vioxx), 
however, confirmed that rofecoxib increased (twofold) risks of 
serious cardiovascular events, a conclusion that led to its with-
drawn from the market17. Vioxx® RCTs exemplify how using active 
instead of inactive comparators may bias the evaluation of safety. 

It is of note that lack of a placebo-control arm in RCTs may 
downplay effectiveness evaluation as well. Placebos are by no 
means “inactive” interventions. Placebo effects are useful in the 
management of anxiety, depression, pain, and some other ill-
nesses or psychosomatic conditions with strong emotional com-
ponents18. For instance, meta-analyses of antidepressant RCTs 
have brought to light not only a strong placebo response but 
also the statistically significant differences of response between 
ADs and placebos may not be clinically meaningful. The real 
magnitude of antidepressant and anxiolytic response to phar-
macological interventions is likely to remain blunted if placebo 
arms are missing in RCTs. The same holds true for anti-obe-
sity drugs19. Although there is a set of weight-loss medications 
in the market, anti-obesity RCTs, as a rule, use placebo con-
trols. If active comparators instead of placebos had been used 
in these trials, the absolute efficacy and safety of tested new 
anti-obesity drugs would have remained unclear. 

Although not supplying data on relative efficacy/tolera-
bility, placebos are better than active comparators to estimate 
assay sensitivity and thus the study internal validity and to 
fully unveil its clinical relevance. Additional advantages are 
that inactive comparators generally require smaller sample 
sizes and are less costly.

COUNTERBALANCING 
ETHICAL ARGUMENTS

The use of placebo in clinical practice is unacceptable because 
by doing so, physicians consciously deceive their patients, even 
if, presumably, they do it for their benefit. In soundly designed 
RCTs, however, patients are informed about trial details, ben-
efits, and risks and are expected to freely give their consent 
to participate. If participants are fully aware about the health 
consequences of receiving a placebo instead of the test drug, 
then the burden of the decision-making is transferred to them. 
Patients’ informed consent is a prima facie obligation for RCTs 
and patients’ right to self-determination must always take pre-
cedence. Nonetheless, full autonomy in decision-making, to 
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provide the relevant information in an understandable way 
and check whether patients in fact understood it, is necessary 
to obtain a valid consent20.

The social value of the study, one of the requirements to 
render it ethical, and the scientific justification for using inac-
tive comparators, must be fairly and clearly explained to obtain 
an informed consent. Patients (who do not have limitations 
to consent) must have the right to self-determination and to 
freely decide to take part in placebo RCTs not only because of 
expected individual health benefits but also for altruistic rea-
sons. In this regard, a parallel can be drawn on placebo RCTs 
and the enrollment of healthy volunteers in early clinical phases 
of drug research and development. In the absence of foresee-
able benefits to healthy volunteers or patients, an ethical con-
sensus has been reached that individual risks have to be pro-
portional to the social (collective) value of the clinical trial21–23. 
That is, even if a trial is scientifically and socially valid, the use 
of inactive comparator arm is unethical whenever it implies in 
exposing some participants to a risk of “serious or irreversible 
harm” that can be treated with drugs of proven effectiveness. 
The anticipated risks of serious harm associated with no treat-
ment, therefore, are insurmountable obstacles to replace active 
with inactive (placebo) comparators in RCTs.

PLACEBO IN THE BRAZILIAN 
CODE OF MEDICAL ETHICS

The Code of Medical Ethics (CME) laid down in 1965 to replace 
the Code of Medical Deontology of 1945, for the first time estab-
lished (Art. 58) the general conditions under which a medical 
research is ethical. A further revision of CME in 1988, although 
not using the term placebo, prohibited physicians (Art. 129) “to 
discontinue or not to use established therapies and by doing this 
to cause harm to the patient.” This strict prohibition on “not to use 
established therapies” is in line with the 1975-DoH statement that 
all participants should be assured of the best-proven therapeutic 

method.  The term placebo was introduced in the 2009-CME that 
strictly forbade its use “whenever there is an effective treatment 
for the researched disease.” In this new CME, the prohibition to 
“take part in” was extended “to maintain any type of connection 
with.” The most recent CME (2018) maintained the prohibition 
but replaced “placebo” with “placebo as the sole medical interven-
tion.” It is not entirely clear what is meant by “the sole medical 
intervention” (Are placebo combined to “standard of care” and/
or “any adjuvant therapy” allowed?), and so it opens a room for 
divergent interpretations by local Ethical Committees on Clinical 
Research. It is noteworthy that, since 2008, WMA code (DoH) 
contains a straightforward statement on the conditions under which 
placebo use could be accepted in RCTs, even if proven effective 
interventions exist. A Portuguese translation of DoH by AMB is 
available on WMA’s website.

CONCLUDING REMARKS
Equipoise is an ethical concept that, if taken literally, would 
render unethical many scientifically relevant RCTs. Whether it 
should be adopted as originally proposed, amended, or aban-
doned remains an unresolved issue. Possibly because it is con-
troversial, equipoise requirement for RCTs is not referred to 
in DoH nor is it mentioned in CME.  

In contrast with omission regarding equipoise, placebo use 
in RCTs, when proven treatment exists, is explicitly or implicitly 
forbidden by DoH (as of 1974) and CME (as of 1988). Since 
2008, DoH allowed use of placebo instead of active compara-
tors in some particular cases, namely when it is demonstrated 
that it is scientifically needed and does not result in risk of seri-
ous and/or permanent harm to patients. In 2008, CME eased 
the ban by replacing “placebo” with “placebo as the sole med-
ical intervention.” What “sole medical intervention” exactly 
refers to (standard of care?) is unclear. A rewording of CME 
Art. 106 to make it a straightforward statement aligned with 
current DoH is strongly recommended.
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