Attitude of Patients
With Mood Disorder
Toward Clinical Trials

in Japan

To the Editors:

Some attitude surveys regarding
clinical trials have been conducted for
the general population, outpatients, and
participants in clinical trials. However, in
most such surveys, the target subjects
tended to be patients with some physical
diseases. To our knowledge, despite a
very high prevalence of depressive dis-
orders in the general population, few
attitude surveys have so far been re-
ported for patients with such a condition.
Although a placebo-controlled trial (PCT)
has been generally considered desirable
for the development of new antidepres-
sants,’ in Japan, PCTs are rarely con-
ducted at the present time. It is also
known that the subject group may not
represent a standard patient population.
Therefore, to promote and conduct better
PCT, it is necessary to investigate the
attitudes of patients with mood disorders
toward clinical trials.

Patients between the age of 20 and
75 years were recruited from Kyushu
University Hospital, Keio University Hos-
pital, or University Hospital of Occupa-
tional and Environmental Health. All
were outpatients diagnosed to have mood
disorders—including depressive disor-
ders, bipolar disorders, and other mood
disorders—based on the criteria of the
Diagnostic and Statistical Manual of
Mental Disorders (Fourth Edition). After
a complete description of the study, the
attitudes of patients toward clinical trials
were thus investigated. The patients were
asked to complete a multiple choice-type
questionnaire developed to survey the
patients’ attitudes concerning participa-
tion in PCT. This questionnaire was
developed by the committee for clinical
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trials of the Japanese Society of Biolo-
gical Psychiatry.

Seventy-seven patients (31 men
and 46 women) with mood disorders
were anonymously investigated. The
mean £ SD age was 42.9 = 14.3 years.
Thirty-one (40.3%) of the patients knew
that clinical trials had previously been
conducted for the development of new
drugs, 17 (22.1%) knew the word place-
bo, and 14 (18.2%) knew that PCT had
previously been conducted for a strict
assessment of the efficacy of various
drugs. Most of the patients (16 of 17) with
any knowledge of the word placebo,
however, knew the word placebo effect.
For 42 patients with some knowledge
of clinical trials, the most frequent
opinions about clinical trials were as
follows: (1) clinical trials were necessary
for the development of new drugs, (2)
they were afraid of possible adverse
effects, and (3) it was good that partic-
ipants were able to contribute to the
development of new drugs. After the ex-
planation of PCT to all patients, the most
frequent opinions about PCT were as
follows: (1) clinical trials were necessary
for the development of new drugs, (2)
they were afraid of possible adverse ef-
fects, and (3) they felt unpleasant because
it seemed like an experiment.

Fifteen (19.5%) of the patients
stated that they would participate in
PCT, whereas 27 (35.1%) stated that
they might participate a little and 30
(39.0%) stated that they did not want to
participate at all. There were no signif-
icant associations between the attitude
for participation in PCT and knowledge
about clinical trials (Fisher exact test,
%% =13.44, df =6, P = 0.75) or placebo
(Fisher exact test, X2 =389,df=6,P=
0.69) or PCT (Fisher exact test, x> =
0.71,df = 6, P = 0.99).

The most frequent reasons why
patients did not want to participate in
PCT were as follows: (1) they were
afraid that their disease status might
worsen, (2) the uncertain effect of drug,
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(3) they were satisfied with existing
drugs, and (4) they were afraid of taking
a placebo. For 29 patients unwilling to
participate in PCT because of fears that
their disease status might worsen, 11 of
the patients said they would participate
in PCT if they were checked and nursed
intensively. Second, for 20 patients
unwilling to participate in PCT with
uncertain effects of the drug as the
reason, 10 of the patients said they
would participate in PCT if the effect of
a trial drug was clearly superior to
existing drugs. Third, for 14 patients
unwilling to participate in PCT with the
reason that they were satisfied with
existing drugs, 4 of the patients said
they would participate in PCT if exist-
ing drugs were not effective enough
against severe diseases. Last, for 13
patients unwilling to participate because
of fears related to taking a placebo, 2 of
the patients said they would participate
in PCT if the probability of taking a
placebo was lower.

In our survey, the most frequent
opinion about clinical trials and PCT was
that they were necessary for the devel-
opment of new drugs, and the most
frequent reason why patients did not
want to participate in such studies was
that they were afraid that their disease
status might worsen. In other psychiatric
diseases, answers about PCT were sim-
ilar to the results of our study. For
example, in a study of 100 patients with
schizophrenia or schizophreniform dis-
order,” the most frequent motivation to
participate in PCT was that PCT was
needed to develop new drugs, and the
most frequent reason for their unwilling-
ness was that patients were afraid of not
receiving medication, thus resulting in a
worsening in their disease status or a
slowing down in their recovery. In terms
of patients with physical diseases or
healthy general people, however, the
attitudes to PCT were somewhat differ-
ent in comparison with those with
psychiatric diseases. For example, in
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hypertensive patients,’ the most frequent
motivation for PCT was personal health
benefits. In a survey by Cassileth et al,*
most of the subjects (71%) responded
that patients should serve as research
subjects for clinical trials because of the
potential benefit to others and the
opportunity to increase their scientific
knowledge. When they were supposed to
actually participate in clinical trails,
many subjects stated that they could
receive highly advanced medical care as
their reason for participation. However,
differences in the contents of the ques-
tionnaire may also account for such
reported attitudes, and it will be neces-
sary to use the same questionnaire on
PCT to accurately compare the subjects
with psychiatric and physical diseases.
In general, clinical trials include
problems related to selection bias for
the subjects evaluated. In psychiatric
disease, Hummer et al® reported that
more than 50% of the patients were not
willing to give their consent to a
potential PCT, thus raising doubts about
the generalization of data obtained by
PCT. Amori and Lenox® reported that
symptomatic volunteers for drug re-
search tended to be sadder, more
discouraged, and less interested in
others than were patients drawn from
normal clinical practice. In addition,

depressive disorder patients have been
reported to prefer psychotherapy to
antidepressant treatment.® In a random-
ized trial on antimanic treatment, Licht
et al’ reported a significant difference
in the symptoms between randomized
patients and excluded patients.
Currently, PCTs are difficult to
conduct in Japan, and the Japanese pub-
lic requires more education about such
clinical research before it will be fea-
sible to conduct PCT. Our finding re-
garding the attitude of the patients with
mood disorders toward clinical trials
may help researchers to perform better
PCTs in the future by including more
generalized and less biased subjects.
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