COMMENTARY

Randomized controlled trials: still

somewhat immature
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Dr. Thornicroft’s article on the maturation of randomized con-
trolled trials (RCT) in mental health provides both good news
and bad news. The good news is that there is growing aware-
ness and acceptance of RCTs in seeking evidence based prac-
tices in psychiatric care. The bad news is that we are at an
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even more immature stage of methodologic development than
Dr. Thornicroft suggests that we are. The obstacles to sound
RCTs are many and daunting. Some of these obstacles are so
central as to be unresolvable.

The conflict between the design of efficacy trials that give
areasonably sound answer to a very narrow question address-
ing a very limited population and the design of effectiveness
trials that evaluate complex questions in a more heterogeneous
and “real world” population is one example. The former pro-
vides a relatively clear answer to a question so narrow as to
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have limited clinical utility. The latter provides more appli-
cable and generalizable answers but without any precision as
to the active ingredients.

In a recent report, for instance, it was noted that fewer than
fifteen percent of patients who applied to participate in clini-
cal trials were found to be eligible for recruitment to those
studies.! Looking at this issue from another perspective, fewer
than fifteen percent of unselected patients attending a psychi-
atric outpatient department clinic met eligibility criteria for
inclusion into clinical trials.>* Results from clinical trials are
nonetheless routinely interpolated to the universe of patients
with similar but not identical diagnoses and problems. A call
to give greater weight to data derived from RCTs without edu-
cating the professions and the public to the significant
methodologic problems and limitations of RCTs may by cre-
ating a false sense of security. By raising expectations it may
also lead to unsupportable clinical practices. The recent in-
crease in polypharmacy in the treatment of most psychiatric
disorders may be, partly, a reflection of this tendency to gen-
eralize from unrepresentative studies giving rise to unrealistic
expectations of effectiveness.

Dr. Thornicroft notes that clinical trials allocating individual
patients to a simple trial of a single or sequential intervention
is most common and presumably easier to design and imple-
ment than studies of groups and systems of care. Yet even
“single” clinical trials are fraught with many variables that
are difficult to control for or at worst are easily manipulated
to conform to pre-existing biases.

Patients can be chosen who are more or less likely to re-
spond to the treatments studied. Patients who have
comorbidity, have an illness that is too severe and difficult to
treat, who are “too young,” “too old,” who cannot read and
cooperate with the consenting process, whose illness is char-
acterized by frequent or infrequent recurrences can be included
or excluded based on desired outcomes.

Outcome measures can also be chosen to increase or de-
crease the likelihood of a particular result. Many RCTs use
multiple outcome measures for the same set of symptoms and
focus on the ones that yield the most desirable results. Even
more disturbing is the trend to altering definitions of response
and remission so as to make a treatment appear better than it
really is. Definitions of treatment response range from 50% to
40% to 30% of change from baseline scores.

True placebo response rates are becoming increasingly dif-
ficult to ascertain. Many RCTs have placebo response rates
in the range of 30 — 70% due to a tendency to pick patients
with lower severity of illness, without comorbidity, or history
of treatment failures and patients who will cooperate with the
treatment protocols.

Studies that attempt to evaluate the effectiveness of psy-
chotherapies alone or in conjunction with medications face
even greater hurdles. This is especially so when multiple sites

are used. This is often the case as it is very difficult to obtain
sufficient numbers of subjects at any one site. In these studies
additional problems relate to trying to control for non-spe-
cific treatment factors, establishing and monitoring therapeu-
tic fidelity and adherence tot he treatment studied and main-
taining blindness on the part of raters to the therapies being
compared.

Conducting methodologically sound studies is very expen-
sive, adding to the difficulty of arriving at meaningful data
that can be reliably accepted as guideposts for clinical prac-
tice. Because of the expense of the studies it is difficult to
conduct studies with large enough numbers to have adequate
power to answer the questions being asked. The source of
funding for the studies also appears to have some impact on
the results obtained.

None of the above concerns are meant to undermine Dr.
Thorncroft’s attempt to draw attention to the importance of em-
pirical testing of treatments and his assertion that RCTs are “a
gold standard for answering questions about treatment efficacy.”
In this he is clearly correct. He is also correct in identifying the
early developmental stage that we are in in understanding and
using RCTs. We need to mature both in the development of
more rigorous well-designed and analyzed studies and we need
to mature in our ability to recognize and accommodate to data
emanating from studies that do not meet such standards.

The reality is that we are unlikely to have large numbers of
well-conducted studies on large numbers of patients that ad-
dress many of the daily clinical questions that practitioners
need answers for in order to provide competent care. This
places considerable burden on clinicians to review the meth-
odology sections of RCTs in order to determine how much of
the information presented is valid and reliable as well as rel-
evant to their practice.

For the foreseeable future, even with the increasing recog-
nition of the value and importance of RCTs, most clinicians
will, in addition, continue to rely on their own clinical experi-
ence and the experience of their colleagues to guide their clini-
cal decision making. The challenge will be to blend these dif-
ferent sources and types of information into meaningful and
clinically useful guidelines.
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