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Sir
In their commentary on Casey et al, Boylan and Labovitz
raise a number of important issues. The authors first
propose that study groups ‘were analyzed separately or in a
combination in ways that enhanced the appearance of
benefit and reduced the evidence of risk.” The efficacy
analysis reported in the manuscript was the protocol-
specified primary analysis. The study was powered to
compare the efficacy between monotherapy (olanzapine or
risperidone) and combination therapy (divalproex added to
one of the two atypical antipsychotics). Two atypicals were
chosen to increase the generalizability of the results, and
olanzapine and risperidone were specifically chosen based
on a studies showing similar efficacy (Davis et al, 2003).
Boylan and Labovitz argue that combining antipsychotics in
the efficacy analysis was justified on the basis of a test for
interaction that was underpowered to detect a difference in
a study of this size. The purpose of the test for an
interaction in the primary efficacy outcome was to verify no
serious departure from the assumption of no difference
between antipsychotic groups. However, a visual inspection
of the separate antipsychotic groups (Figure 1 in the
original study) suggests that the separate antipsychotics
were similar in their efficacy (combination therapy is on the
favorable side of efficacy at each time point for both drugs
by a similar magnitude).

Boylan and Labovitz criticize the separation of the two
antipsychotic drugs for the purposes of safety analysis on
the basis of reduced power. However, the separation of the
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two antipsychotics for the safety analysis was done based on
the expected differences on the safety profiles for the two
drugs (unlike the expected similarity on efficacy). There-
fore, separate safety analyses for each drug were presented
in the interest of full disclosure of safety data and a separate
analysis of the combined safety data does not support a
more adverse profile for the divalproex combination
therapy even when the safety data are combined for the
two antipsychotic drugs. Constipation, joint disorder, and
pharyngitis were reported with statistically significantly
higher incidence in the antipsychotic monotherapy group vs
the combination group, while no adverse events occurred in
a statistically significantly greater proportion of subjects in
the combination group than in the antipsychotic mono-
therapy group.

With regard to the failure to find a benefit at Day 28, the
authors charge that we did not entertain the possibility that
the failure was a true negative and that the initial benefit
was transient. Certainly, it must be acknowledged that the
lack of statistical significance at Day 28 may have been a
true negative finding and, in our paper, we state that it is
not known whether the efficacy results observed will be
sustained, increased, or diminished over longer periods of
follow-up.” Further research is being conducted to address
the failure at Day 28 and to investigate whether the efficacy
effect is transient or will be maintained for a longer period
of time.

The authors also suggest that the early effect of efficacy
may have been due to nonspecific sedation. This assertion is
not supported by the data. No significant difference in
sedation was found with the addition of divalproex to either
drug. Furthermore, an item analysis found improvements
on core positive symptoms such as delusions, unusual
thought content, and excitement. Also, drugs that induce
sedation (such as lorazepam) in psychotic patients are not
effective treatments for positive symptoms. There was a
higher incidence of somnolence as an adverse event for the



Reply

638

combination therapy group than for the monotherapy
group (34 vs 23%), but this difference was not statistically
significant (p=0.069 from Fisher’s exact test, p=0.062
from a y* test). To help answer the question of whether the
positive effect of divalproex was a result of increased
somnolence, we performed an ANOVA for PANSS. Total
change from baseline scores with the following factors:
treatment (mono vs combo), somnolence as an adverse
event during the study (present, absent), and the interaction
of treatment and somnolence. Treatment differences were
similar for those who reported somnolence during the study
and those who did not, with statistically significant
treatment effects favoring combination therapy at Days 7,
10, and 14, and a trend (p<0.10) favoring combination
therapy on Days 3 and 5. There was no evidence of an
interaction.
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Finally, we respectfully disagree with the conclusion of
the authors that the lack of significance on Day 28 weakens
the support for the use of divalproex in schizophrenia. The
ability to have early (beginning at Day 3) benefit on positive
symptoms in acute exacerbations of schizophrenia con-
tributes to the acute management and stabilization of these
patients, and is particularly important in a time of short
hospital stays.

Sincerely,
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