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Indian doctors have questioned
the ethics of a study in which
patients with severe mental ill-
ness were given placebo for up
to three weeks in eight hospitals
across India.

In the double blind, placebo
controlled study, which was car-
ried out in 2001, 144 patients
received placebo as part of an
effort to evaluate the efficacy of
the antipsychotic drug risperi-
done in patients with acute
mania.

Hospital ethics committees
had approved the study, which
was supported by Johnson &
Johnson, and doctors had
obtained written informed con-
sent from the patients or their
legal representatives. The com-
pany and the principal investi-
gators of the study have said that
only patients whose symptoms
were poorly controlled with
standard treatment were admit-
ted to the study.

The study found that patients
who were given risperidone
showed significantly greater
improvements than the patients
in the placebo group (British
Journal of Psychiatry 2005;
187:229-34).

“The study has helped estab-
lish the safety and efficacy of
risperidone over and above
placebo,” said Sumant Khanna, a
psychiatrist who was one of the
principal investigators and who
worked at the National Institute
of Mental Health and Neuro-
sciences in Bangalore during the
study.

However, the study has now
generated a debate on the use of
placebo in psychopharmacologi-
cal studies. The patients were
assigned to risperidone or to
placebo after a “washout” and
screening period lasting up to
three days.

“This study raises important
ethical issues,” said Vikram
Patel—a psychiatrist and reader
in international mental health at
the London School of Hygiene
and Tropical Medicine and a
member of the editorial board of
the British Journal of Psychiatry—
referring to a commentary he
wrote on the subject that was
published last week (Indian 
Journal of Medical Ethics 2006;
3:11-12).

In his commentary Dr Patel
argued that the ethical principle
requires that participants in a
trial’s control arm must receive
what is the usual, evidence based
care under the circumstances.

The study’s principal investi-
gators said that a placebo study
was justified because a signifi-
cant proportion of patients with
acute mania improve with no
treatment. “It’s important 
to show that a new drug against
acute mania is better than
placebo,” one of the investi-
gators told the BMJ.

In a statement to the BMJ,
Johnson & Johnson said that the
placebo controlled study was
“one of a number of similar stud-
ies that were conducted in the
United States, Canada, many
countries throughout Europe,
and the rest of the world, includ-
ing India” and was “carried out
in accordance with local and
international guidelines, includ-
ing national and international
guidelines for good clinical prac-
tice, and [in compliance] with
the requirements outlined in the
Declaration of Helsinki.” 

The company emphasised
that its “foremost commitment”
was “always to the patients who
take our medicines, including
those who choose to participate
in clinical trials that evaluate the
safety and effectiveness of new
medicines in development. 
We categorically reject the

implication that a clinical trial
conducted in India of the 
same design that was used
throughout the rest of the world
is medically inferior or ethically
questionable.”

The company added that
“the placebo controlled design
was required to satisfy the
requirements of regulatory
authorities to allow their evalua-
tion of the risk/benefit of the
drug” in compliance with good
clinical practice and the Declara-
tion of Helsinki.

The study investigators have
also said that the patients were
constantly monitored in the hos-
pitals and that their wellbeing was
paramount throughout the study.

“The study was specially
designed to keep patients from
any harm,” said Jitendra Trivedi,
one of the study’s investigators
and a psychiatrist at the King
George Medical College in
Lucknow.

“We chose patients with care.
Only patients not likely to harm
themselves or others were
admitted to the study,” said Vijay
Debsikdar, director of a partici-
pating hospital in Miraj, in
Maharashtra.

Some psychiatrists have
expressed concern over the valid-
ity of the informed consent
obtained from vulnerable patients
who participated in the study.

Dr Khanna insists that
informed consent was duly
obtained. “We used consent
forms in different languages.
Patients and their family mem-
bers understood the study very
well before they agreed to partic-
ipate,” he said.

Johnson & Johnson added in
its statement to the BMJ: “As a
standard rule… subjects or their
legal representatives provided
written informed consent prior
to entry into this study, in each
country where the studies were
conducted. This was required by
the study protocols, and compli-
ance with this requirement was
actively monitored by the spon-
sor of the studies. Capacity to
consent is not automatically lost
due to psychiatric illness.”

Vasantha Muthuswamy,
senior deputy director general
and head of the medical ethics
division of the Indian Council of
Medical Research, who admitted
that she was not familiar with the
study, observed that “ideally” the
sorts of concerns being raised
now should have provoked a
debate during the approval
process.
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Stroke patients’ satisfaction with
aftercare declines over time: A
survey of 850 stroke patients by
the UK Healthcare Commission
has found that the number of
patients rating their aftercare 
as excellent or good dropped 
by more than 20% a year 
after discharge. See www.
healthcommission.org.uk.

Single distribution of antibiotics
fails to treat trachoma: Treating
trachoma with a single mass
distribution of antibiotic in areas
with a high prevalence of
infection is not effective in
eliminating the disease, says a
study of Ethiopian communities.
“A single treatment will not
suffice,” said the authors. Current
World Health Organization
guidelines recommend three
mass distributions a year.  
(JAMA 2006;295:1142-6).

Heart disease is linked to air
pollutants: Outdoor air
pollutants are probably linked to
increasing numbers of deaths and
hospital admissions for
cardiovascular related diseases in
the UK, says a report by the
Committee on Medical Effects of
Air Pollution. See
www.advisorybody.doh.gov.uk/co
meap/expertreview.htm.

Experts recommend more
screening for MRSA: A group of
leading Scottish specialists in
infection control has
recommended that most patients
entering Scottish hospitals should
be assessed for the risk of
carrying methicillin resistant
Staphylococcus aureus. See
www.rcpe.ac.uk.

Dakota bans most abortions:
The US state of Dakota has
approved a law making it illegal
for doctors to perform abortions
in most situations, including after
rape or incest. Exceptions will be
made if a woman’s life is at risk.

Woman loses fight to use frozen
embryos: Natallie Evans, from
Wiltshire, who was left infertile
after treatment for cancer, has
been told by the European Court
of Human Rights that she cannot
use her frozen embryos to have a
baby. Her partner withdrew his
consent for the embryos to be
used when the couple split up.

Dr Vikram Patel: “This study
raises important ethical issues”
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