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Clinical Experiences
and Clinical Trials

To the Editor: March 28,2008

The title of the November "In Session" with
Stephen R. Marder, MD, ("Newer Antipsychotics
and the Difference between Clinical Experiences
and Clinical Trials")1 implies that the results of
clinical trials may be equivalent to or perhaps
even more doubtful than clinical experience in
evaluating antipsychotics.

The Clinical AntipsychoticTrails of Intervention
Effectiveness (CATIE) study, the largest, longest
independent study of atypical antipsychotics in
chronic schizophrenia, found no health advan-
tage for these medications over an older, far less
expensive drug, perphenazine. While patients
stayed on olanzapine longer than other medica-
tions2 there were no significant advantages for
any atypical as compared to perphenazaine on
measures of symptoms,3 neurologic side effects,2

neurocognition,4 quality of life,5 employment,6

or violent behavior.7 Patients assigned to per-
phenazine were more likely to change medica-
tions due to extrapyramidal symptoms (EPS)
but there was no significant difference between
perphenazine and any atypical antipsychotic
on the broader measure of time to discon-
tinuation'for any adverse effect or on standard
measures of neurological side effects, and the dif-
ference in discontinuation for EPS was small (8%
for perpehanzine vs 4% for ziprasidone and 2%
for olanzapine).

Marder identifies three limitations of CATIE.
First, he suggests that the patients may have
been too severely ill or too chronically ill to be
informative. However, participants in CATIE were
quite similar to those seen in seven other major
trials of atypical antipsychotics,8 with similar
mean age (41 years in CATIE vs 36-43 years in
other trials) and duration of illness (16.6 years
in CATIE vs 14.7-16.3 in other trials). The aver-
age baseline Positive and Negative Symptoms
Scale total symptoms scores in CATIE was 76.1

(SD=18.2), notably lower than both the 87.5
(SD=15.4) mean score in a major trial of olan-
zapine9 and the 92.2 (SD=16.7) mean score in
Marder's influential study of risperidone.10 Since
these industry-sponsored studies did find advan-
tages for olanzapine and ripseridone, greater
chronicity of illness or severity of symptoms can
not explain the difference in results.

Second, it is suggested that the CATIE findings
are of no benefit of atypical antipsychotics com-
pared to perphenazine are incomplete because
they do not address how patients were feeling.
The highly consistent no-difference findings,
noted above, on multiple measures of symptoms,
quality of life, and side effects, document in great
detail that patients on atypicals were feeling no
better than those on perphenazine. Marder may
have been looking for more specific measures
of how patients in CATIE felt about their medica-
tion. Data were collected regularly in CATIE using
the Drug Attitude Inventory (DAI)11 a widely used
11-item measure of experiences on medication.
A recent analysis of the DAI total scores in CATIE
and of each of its 11 items using mixed models
showed no significant difference between medica-
tions on the total DAI (F=1.26, df=3, 604; P=.29) or
any subscale (range of Pvalues=.21-.75), includ-
ing between perphenazine and any atypical anti-
psychotic (data available on request).

Thirdly, it is suggested that there was insuf-
ficient time to measure tardive dyskinesia (TD)
outcomes. A recent review12 of past studies could
identify only four 1-year randomized trials ofTD.
These trials included 1,707 patients who were
followed for an average of 8.8 months across the
studies.These studies, taken together, were not
substantially different in duration from CATIE,
in which patients assigned to perphenazine and
to the best performing second-generation anti-
psychotic (SGA), olanzapine, participated for
a median of 5.6 and 9.2 months, respectively.2

While CATIE may not have been as long as opti-

CNS Spectr 13:6 461 June 2008

https://doi.org/10.1017/S1092852900016680 Published online by Cambridge University Press

https://doi.org/10.1017/S1092852900016680


Communique

mally desirable for a study of TD, it was not much
shorter than the studies that are cited as suggest-
ing SGA benefits on this outcome, and thus its "no
difference" findings may be no less informative.

While the review12 found a 4.6% lower annual
risk of TD with SGAs (0.8% vs 5.2%), the authors
noted that the results could have been biased
by the fact that all three head-to-head FGA-SGA
comparison trials involved moderate-high doses
of haloperidol 13-15 mg. Since CATIE found no
advantage for SGAs using a similarTD measure,2

conclusions about TD benefits may not apply to
intermediate potency first-generation antisychot-
ics like perphenazine, used at reasonable doses.

While the growing use of SGAs has been cred-
ited by Marder with a general decline inTD among
people with schizophrenia, recent reports raise
doubts as to whether SGAs lead to substantial
declines in either EPS orTD.1316TD may have
declined in recent years because clinicians moved
away from "mega-dose" strategies for FGAs that
were in vogue during the late 1970s and 1980s.

Marder rightfully expresses concern about akathe-
sia, which is stated as a factor in almost all treatment
with high potency antipsychotics. CATIE showed
clearly, however, that the risk of akathesia was no
lower with any atypical than with perphenazine.

Some concern should be expressed about the
suggestion in the title of the interview (for which
he may not be responsible) that when the results
of clinical trials are at odds with the clinical experi-
ences of experts, the latter perhaps should take pre-
cedence. While clinical experience must guide care
of individual patients and the development of pub-
lic policy it cannot replace experimental research
as the fundamental source of legitimacy of clinical
medicine, and within it, of the profession of psychi-
atry. Many examples have emerged in recent years
of costly and painful treatments that were deemed
on the basis of clinical experience to be self-evi-
dently effective—until double-blind studies showed
them just as clearly not to be.1617

The findings of CATIE were unexpected, but
good science welcomes the unexpected, and
learns and grows from it.To dismiss the findings
of CATIE on the basis of clinical experience, would
be to risk throwing out the baby of psychiatry's
scientific legitimacy with the bathwater of the
transient discomfort of finding long-held certain-
ties challenged by new data.

Sincerely,
Robert Rosenheck, MD
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THE AUTHOR RESPONDS
I am grateful for Dr. Rosenheck's careful reading

of my interview. I agree that a clinician's clinical
experiences should not be viewed as equivalent
to the results of well designed clinical trials such
as Clinical AntipsychoticTrials of Intervention
Effectiveness (CATIE). On the other hand, when
the results of clinical trials appear to differ from
the experiences of clinicians it is important to
understand the sources of these differences.
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