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The Contribution of Clinical Trials
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Clinical Care
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To paraphrase Dickens, it is the best of times
and the worst of times in psychiatric research.
It is the best of times because of an explosion
in basic brain science relevant for psychiatry:
neurophysiology, neurocircuitry, neurogenesis,
neuroprotection, structural and functional neuro-
imaging, genomics, genetic epidemiology, phar-
macogenomics, proteomics, and metabolomics.
It is the worst of times because of the dearth of
clinical trials that assess new psychiatric inter-
ventions: few new medications or novel psycho-
therapies are being developed or approved for
depression, bipolar disorder, schizophrenia, or
anxiety disorders. Non-industry funding for clini-
cal trials has, with few exceptions, diminished
substantially in the past 5 years.

Similar to what had occurred in internal medi-
cine a generation ago, psychiatry is (appropriately)
concerned with understanding pathophysiology
to identify fundamental defects that can lead to
new therapeutic targets and new therapeutics.
But the number of psychiatric clinical trials pub-
lished in the literature that impact practice has
decreased. Furthermore, the value of clinical trials
has been under assault, fueled by cynicism that
negative results have been withheld by pharma-
ceutical companies and that these same com-
panies have emphasized minimal benefits while
hiding the risks of their products. Critics have cas-
tigated the pharmaceutical companies for pur-

suing profit at the expense of patients’ health.'?
With these issues at the forefront, what then (if
any) is the continuing value of clinical trials?

Clinical trials generate essential, albeit imper-
fect, evidence for clinicians to make informed
decisions for the care of their patients. Clinical
trials are the ultimate method to test if thera-
peutic interventions work and provide impor-
tant data to guide clinicians to assess benefit/risk
ratios. These trials put interventions to the test
by minimizing bias {through randomization, con-
trols, and blinding when appropriate) and ask
“is the study intervention better than alterna-
tives (placebo or active controls)”? Treatments
that appear theoretically appealing must pass
through the crucible of clinical trials.

Clinical trials provide the evidence for “evi-
dence based medicine”. The phrase “evidence
based medicine” is, however, peculiar. What is
the alternative? Use non-evidence based med-
icine?* Clinicians (should) practice psychiatry
informed by clinical trials (“hard data”), clinical
experience, and clinical reasoning (and in reality,
use stories from colleagues).*® But investigators
limit the clinical utility of the results of clinical tri-
als by reporting mean changes on scales without
relevant data that would identify those patients
who might benefit or worsen during treatment.®

Generalizability is another issue. While some
researchers have found that research and clini-
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cal patient populations are similar,’®'2 others have
found that those who seek clinical treatment dif-
fer substantially from those who participate in
research trials.’ Given that there may be impor-
tant differences between clinical and research
populations, clinicians tend to be cautious when
generalizing research findings to daily prac-
tice and, by integrating their clinical experience
with information from randomized, clinical trials
(RCTs), avoid turning evidence-based medicine
into “evidence-biased medicine”.' Other critiques
of RCTs include: insensitive measures, problems
with research raters, and the use of designs meant
for medication registration rather than for guid-
ing clinical practice.’>'® Nevertheless, RCTs, while
imperfect, serve as an essential basis for informing
clinical practice. The results should not be applied
mindlessly and interpretation of results should
take into account their limited external validity.

The majority of published psychiatric clinical tri-
als are funded by and conducted for pharmaceuti-
cal companies. Companies conduct those trials
that they deem in their best interest and consis-
tent with their business models. Pharmaceutical
companies are the source of most new medica-
tions in psychiatry and need to conduct those tri-
als that ultimately will serve the public and their
shareholders—a model that has been largely suc-
cessful. Few, if any, psychiatric interventions origi-
nate with non-industry sources. Pharmaceutical
companies will tend to avoid those clinical trials
that might damage their business and companies
frequently avoid those clinical trials that directly
compare medications that might risk making their
product appear less competitive. The challenge is
for companies to conduct clinical trials that not
only get medications to market (registration trials)
but for the field to conduct those trials that help
with daily clinical practice, including the develop-
ment and testing of psychosocial interventions.
Foundations and governments play an essential
role for funding these trials.

The National Institutes of Mental Health in the
United States recently completed three large effec-
tiveness trials that were planned in the late 1990’s:
CATIE, STEP-BD, and STAR*D to compare or eval-
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uate interventions for schizophrenia, bipolar dis-
order, and depression, respectively. Each study
has its strengths and limitations, supporters and
detractors. The overall mission of these studies
was to conduct clinical trials that would not have
been supported by the pharmaceutical industry
and that would advance the treatment of serious
mental illnesses. These hybrid effectiveness stud-
ies provide a different form of information than
registration trials and provide additional evidence
to guide and inform clinical practice.

Psychiatric clinical trials designed with internal
and external validity that inform clinical practice are
expensive to conduct but essential if clinicians are
to have the data needed to provide optimal care
for their patients. We will need continued funding
and manpower to conduct clinical trials that will
enhance public health. Continued funding needs
the support of the public and especially advocacy
groups. Continued investments in research training
programs that develop clinical researchers are also
needed to continue to serve the public interest. CNS
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