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TO THE EDITOR:

Non-compliance with pharmacological treatment is a com-
mon problem in bipolar patients and a major risk factor for
recurrence of acute bipolar symptoms, which can necessitate
acute psychiatric hospitalization (1,2). Simplification of medi-
cation regimens with drugs requiring only once-a-day adminis-
tration may lead to improved patient compliance and better
overall treatment outcomes.

We conducted an open-label, prospective investigation of
52 psychiatric patients with bipolar disorder or bipolar type
schizoaffective disorder, who were previously stabilized on
divalproex delayed release (DR; requires administration on
a two-to-three times a day basis) and then switched at study
entry to an identical daily dose of divalproex extended
release (ER) administered once daily for up to 24 weeks.

The average age of the study population was 47.2 years
(S.D. = 10.2 years, range = 20 to 66 years). The mean dival-
proex daily dosage was 1191 mg (range = 500–2000 mg) at
baseline and study endpoint (after up to 24 weeks of dival-
proex ER therapy).

As compared to baseline (just before discontinuation of
divalproex DR), mean HAM-D 21 (P = 0.0025, Wilcox
signed-rank test) and mean YMRS (P = 0.0385, Wilcox
signed-rank test) were lower at study endpoint. Repeated
measures analysis confirmed a general decreasing trend over
time in HAM-D 21 (F = 12.09, degrees of freedom = 1,212,
P = 0.0006) and YMRS (F = 4.54, degrees of freedom =
1,212, P = 0.0006).

There were no statistically significant changes from
baseline to study endpoint in any of laboratory indices.
Mean serum valproate level at baseline was 66 μg/ml and
ranged from 56 to 82 μg/ml throughout the study, with
no statistically significant change from baseline to study
endpoint.

Divalproex ER was well tolerated, with patients experi-
encing a decrease in overall adverse events as compared to
when they were previously taking divalproex DR. Adverse
events noted during therapy with divalproex resolved in 7
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patients after the switch was made to the ER formulation.
Only one patient reported an adverse event (dyspepsia) while
taking the ER formulation that was not present while taking
the DR formulation. No patients dropped out due to adverse
events. Although our sample size was small, the improvement
in adverse events with divalproex ER may be explained by its
improved pharmacokinetic profile as compared to the DR for-
mulation. With the ER formulation, the peak serum concen-
tration is lower, which likely leads to an improved adverse
event profile, and the trough serum concentration is higher
with less fluctuation in peak-to-trough levels, which may
explain the improved mood stability (3). Our safety and toler-
ability results are consistent with those in other studies of
divalproex ER (4,5).

In summary, psychiatric patients previously treated with
multiple daily doses of divalproex DR maintained clinical sta-
bility and experienced fewer adverse events after an immediate
switch to once daily dosing of divalproex ER.
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