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Divalproex Sodium Versus Olanzapine
in the Treatment of Acute Mania in Bipolar Disorder:

Health-Related Quality of Life and Medical Cost Outcomes

Dennis A. Revicki, Ph.D.; L. Clark Paramore, M.S.P.H.;

Kenneth W. Sommerville, M.D.; Alan C. Swann, M.D.; and John M. Zajecka, M.D.,

for the Depakote Comparator Study Group

Background: Divalproex sodium isamood
stabilizer used in the United States for the treat-
ment of acute mania associated with bipolar dis-
order. Recently, olanzapine, an atypical antipsy-
chotic, was approved for the treatment of acute
mania. This study compares the clinical, health-
related quality of life (HRQL), and economic out-
comes of divalproex and olanzapine in the treat-
ment of acute mania associated with bipolar
disorder.

Method: This 12-week, double-blind, double-
dummy, randomized clinical trial included 120
subjects with DSM-IV bipolar disorder type |
hospitalized for an acute manic episode recruited
from 21 U.S. clinical centers. Subjects were ran-
domly assigned to treatment with either dival-
proex or olanzapine and were followed in hospital
for up to 21 days. If after 21 days clinical im-
provements (based on the Mania Rating Scale
[MRS]) were not observed, subjects were discon-
tinued. Subjects showing clinical improvement
were treated for up to 12 weeks. HRQL was as-
sessed using the Quality of Life Enjoyment and
Satisfaction Questionnaire (Q-LES-Q) after hos-
pital discharge (baseline) and at 6 and 12 weeks.
Medical resource use and costs were collected
over the 12-week study.

Results: A total of 120 subjects (N = 63 dival-
proex, N = 57 olanzapine) were randomized, and
78 (65%) were followed beyond 21 days. No sta-
tistically significant differences between the treat-
ment groups for baseline-to-endpoint MRS or
Q-LES-Q scores were observed. Total 12-week
outpatient medical costs were significantly lower
for the dival proex-treated group ($541) compared
with the olanzapine-treated group ($1080)

(p =.004). There was no significant differencein
total medical costs between the 2 groups (dival-
proex = $13,703; olanzapine = $15,180; p = .88).

Conclusion: Divalproex is associated with
lower 12-week outpatient costs compared with
olanzapine. Divalproex and olanzapine have
similar short-term effects on clinical or HRQL
outcomes in bipolar disorder subjects.
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Bipolar disorder is a disabling psychiatric disorder
with 1-year prevalence rates of 1.2%to 1.3%."?The
World Health Organi zation estimates that in 1990, bipolar
disorder was the sixth most frequent reason for worldwide
disability.® The natural history of bipolar disorder is
characterized by patterns of stability and relapse’ with im-
paired health-related quality of life (HRQL) even after
symptomatic recovery.>® Long-term prospective studies
demonstrate that less than 50% of bipolar disorder sub-
jects demonstrate a good response to treatment.®*°
Treatment with mood stabilizers can improve the
symptoms of bipolar disorder. Guidelines for the pharma-
cologic management of acute mania and for maintenance
treatment are available™ Lithium, divalproex sodium,
and, more recently, the atypical antipsychotic olanzapine
are approved for the treatment of acute mania. Lithium
and divalproex have been extensively studied in clinica
trials of treatment of acute mania>™ and for the mainte-
nance treatment of bipolar disorder.2*>'® Olanzapine has
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been demonstrated to be more effective than placebo in
treating acute mania.*"*® A recent clinical trial found sig-
nificant differences between olanzapine- and dival proex-
treated acute mania subjects on Young Mania Rating
Scale (YMRS) scores after 3 weeks (olanzapine change
—13.4, divalproex change—10.4; p = .028).%° Forty percent
of divalproex-treated patients compared with 47% of
olanzapine-treated subjects demonstrated a 50% reduc-
tion in Y MRS scores (not significant).

In the United States, the economic burden of bipolar
disorder has been estimated at $7 billion in direct medical
costs and $38 billion in indirect costs.®® Bipolar disorder
patients have total medical costs that exceed those for
patients with diabetes.* Revicki and colleagues demon-
strated that bipolar disorder subjects receiving mood sta-
bilizer treatment have 12-month costs that are signifi-
cantly lower than subjects not continuing mood stabilizer
therapy.

Few pharmacoeconomic studies have examined the
cost-effectiveness of treatments for acute maniaor bipolar
disorder. Keck et al.® developed aclinical decision analy-
sismodel to estimate the 1-year medical costs of treatment
with divalproex or lithium. Divalproex was associated
with lower total medical costs across al types of bipolar
disorder subjects. A naturalistic randomized clinical trial
demonstrated comparable clinical and HRQL outcomes
for divalproex and lithium treatment over 12 months and
$1700 lower annual total medical costs for divalproex
compared with lithium.?

There are no pharmacoeconomic studies comparing di-
valproex and olanzapine for the treatment of bipolar disor-
der. An HRQL and economic evaluation was included as
part of this randomized clinical trial comparing dival-
proex versus olanzapine in acutely manic bipolar disorder
subjects.?* Complete clinical efficacy and safety data for
the divalproex and olanzapine treatment groups are re-
ported separately in a companion article.** We measured
HRQL, medical resource use, and costs over 12 weeksin
subjects experiencing an acute manic episode requiring
hospitalization.

METHOD

Design and Patient Sample

This was a 12-week, randomized, double-blind,
double-dummy, parallel-group, multi-center clinical trial
that compared dival proex versus olanzapine for the treat-
ment of acute mania at 21 U.S. sites.? The clinical trial
also included measures of HRQL and medical resource
use and costs. Potential study subjects were screened, and
eligible subjects were randomly assigned to either dival-
proex or olanzapine and followed for up to 12 weeks. Data
were collected on all subjects for quality of life and phar-
macoeconomic outcomes for up to 12 weeks, regardless
of whether the subject discontinued the study treatment.
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To beeligiblefor theclinical trial, subjects had to have
aDSM-1V diagnosis of bipolar disorder type | (based on
the Structured Clinical Interview for DSM-IV Axis| Dis-
orders [SCID]%) and a Mania Rating Scale (MRS) score
= 25 (based on the 10 Schedule for Affective Disorders
and Schizophrenia [SADS]?® maniaitems and the item on
insight), were between the ages of 18 and 65 years, and
were hospitalized for an acute manic episode. Female
subjects of childbearing age were €ligible if they were
using effective contraception. Subjects were excluded for
pregnancy or intending to become pregnant, schizoaffec-
tive disorder, unstable medical condition, acohol or sub-
stance dependence, history of intolerance or treatment
failure after treatment with divalproex or olanzapine,
depot psychoactive medications, or mood disorder sec-
ondary to a medical condition. Eligible subjects were
screened within 3 days of randomization. Randomization
occurred in a 1:1 ratio to divalproex or olanzapine. The
research protocol was approved by the relevant institu-
tional review boards from each study site. Prior to study
participation and after complete description of the study,
written informed consent was obtained from each subject.

Treatment Regimen

Subjects were randomly assigned to receive either di-
valproex or olanzapine. Divalproex was initiated at 20
mg/kg/day and could be increased by 500 mg/day on days
3 and 6 if clinically important symptoms of mania per-
sisted. The maximum divalproex dose alowed was 20
mg/kg plus 1000 mg/day. Olanzapine treatment was initi-
ated at 10 mg/day and could be increased by 5 mg/day on
days 3 and 6 if mania symptoms persisted. The maximum
alowed olanzapine dose was 20 mg/day. During the
study, the dosage of divalproex or olanzapine could be
lowered to improve tolerability. The mean maximum
daily dose of divalproex was 2115 mg/day (range, 750
to 3250 mg/day), and the mean maximum daily dose of
olanzapine was 14.7 mg/day (range, 5 to 25 mg/day).
Lorazepam, chloral hydrate, benztropine mesylate, or zol-
pidem could be prescribed by the investigators as needed
following protocol guidelines.

Clinical Outcomes

The MRS from the SADS Change Version® and the
Hamilton Rating Scale for Depression (HAM-D)?” were
used to assess clinical symptoms. The MRS and HAM-D
were assessed at O (randomization), 1, 2, 3, 4, 6, 8, and 12
weeks. Adverse events were monitored throughout the
clinical study and are based on spontaneous reports by
patients.

HRQL and Disability Days

HRQL, disability days, and medical resource use data
were collected by telephone interviews at hospital dis-
charge, 6 weeks, and 12 weeks. Information on age, gen-
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der, and racial/ethnic group was also collected during the
interview at hospital discharge.

HRQL outcomes were measured using the Quality of
Life Enjoyment and Satisfaction Questionnaire (Q-LES-
Q).”® The Q-LES-Q was used to assess physical health,
subjective feelings, leisure activities, social relationships,
and medication and life satisfaction. The Q-LES-Q covers
important domains of functioning and well-being in sub-
jects with bipolar disorder.”?*® The Q-LES-Q has good
internal consistency, reliability, validity, and responsive-
ness in subjects with psychiatric disorders (depression,
schizophrenia, bipolar disorder).?3!

A global measure of quality of lifewas contained in the
subject outcome assessment. The global scale requested
subjects to rate their current health on a scale from 0
(anchored as death) to 100 (anchored as compl ete health).
Two questions on disability days, based on previously
used items,* were also included in the interviews. Sub-
jects were asked how many days over the previous month
their usual activities had been restricted for more than one
half day and how many days they had spent more than
half the day in bed because of illness.

Medical Resource Use and Costs

The 6-week and 12-week follow-up interviews con-
tained questions on the use of medical services. Datawere
collected on the number of outpatient psychiatric, physi-
cian, or clinic visits, home health service visits, emer-
gency room visits, hospitalizations for psychiatric and
other reasons, psychologist visits, and other mental health
provider visits. For emergency room visits and hospital-
izations, data were collected on reason and length of stay
(for hospitalizations), and Uniform Billing Code of 1992
(UB-92) or other confirming data were collected from the
hospital to verify reason for emergency room visit or hos-
pitalization and to get detailed data on the length of stay
and medical charges. Ninety-eight percent of the patient-
reported emergency room visits and hospitalizations were
confirmed by UB-92 and/or physician data. When dis-
agreements between patient reports and hospital or clini-
cian reports occurred (2%), the hospital or clinician
records were used. The clinica investigators provided
data on study medication doses, any change in doses, and
all other psychotropic medications.

The economic perspective taken was that of the health
care system; therefore, only direct medical costs were in-
cluded in this study. We estimated hospital costs on the
basis of inpatient and emergency room medical charges.
Inpatient physician visits were estimated on the basis
of the assumption of 1initial visit on the day of admission
and 1 subsequent visit per additional inpatient day.
Charges for inpatient physician services were based on
the Medicare Resource-Based Relative Value Scale for
moderately complex visits.*® For outpatient services, we
based charges on moderately complex visits to a psychia-
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trist or other physician.®®* Mean hospital charges were
adjusted to costs based on Health Care Financing Admin-
istration data.* We estimated costs per visit to non-
physician health care providers (e.g., home headth care
providers, counselors, therapists, psychologists) on the
basis of costs reported in Revicki et al 2

Average wholesale medication costs for the study
drugs and concomitant psychotropic medications were
obtained from the Drug Topics Red Book.* These costs
were estimated from data collected on relevant drugs,
dosages, and duration of medication and included a phar-
macy administration fee.

The primary endpoint for the economic analyses was
total outpatient costs, which consist of emergency room
visits; outpatient psychiatrist, physician, and other health
provider visits; and medication costs. We estimated total
medical costs, which include total outpatient costs plus
hospital and physician costs for inpatient services.

Statistical Analysis

Baseline demographic, clinical, and HRQL variables
were compared between treatment groups using chi-
square tests for categorical variables and t tests for con-
tinuous variables. The statistical analyses were based on
the initial random assignment, intent-to-treat principles,
and last observation carried forward. Subjects who re-
ceived at least 1 dose of study medication and who com-
pleted the interview at hospital discharge wereincludedin
the economic analysis. For the comparisons of HRQL
endpoint data, subjects needed to have a baseline (i.e.,
hospital discharge) and at least 1 follow-up assessment.

Treatment differences in baseline to follow-up MRS
and HAM-D assessments were evaluated using an analy-
sis of covariance (ANCOVA) with treatment group and
baseline score as a covariate. The Fisher exact test was
used to compare frequency of treatment-related adverse
events between treatment groups.

The 2 primary HRQL endpoints were the Q-LES-Q
subjective feeling scores and number of restricted activity
days. The remaining HRQL measures were considered
secondary endpoints. Baseline to 6-week and baseline to
12-week HRQL endpoint scores were compared using
ANCOVA modelsincluding treatment group and baseline
HRQL score. Because weight gain is an adverse event
associated with mood stabilizer treatment,*® we com-
pleted an exploratory analysis of the relationship between
weight gain and the HRQL outcomes. We used analysis of
variance to compare mean HRQL scores between subjects
reporting and not reporting weight gain as an adverse
event. We correlated changes in weight and changes in
HRQL to explore the impact of weight gain on HRQL.
Wilcoxon rank-sum tests were used to compare between
group differences on mean total outpatient costs, total
medical costs, and disaggregated medical costs. A 2-tailed
p value of .05 was used to assess statistical significance.
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Table 1. Baseline Demographics, Clinical Characteristics,
Quality of Life, and Other Patient Outcomes by Treatment
Group®

Divalproex Olanzapine
Variable (N =27) (N =25)
Age, y 38.6 (10.9) 37.3 (13.2)
Male, N (%) 13 (48.1) 10 (40.0)
Caucasian, N (%) 22 (81.5) 20 (80.0)
Mixed state, N (%) 15 (55.6) 13 (52.0)
Rapid cyclers, N (%) 9 (33.3) 8 (32.0)
MRS score 30.8 (4.4) 31.9 (4.8)
HAM-D total score 16.5 (8.1) 14.4 (8.4)
Days of hospitalization 14.6 (9.8) 13.9 (11.1)
during acute phase
Q-LES-Q scales
Physical health 67.3 (15.8) 71.1 (14.4)
Subjective feelings 73.7 (12.2) 74.4 (12.6)
Leisure time activities 43.8 (10.2) 43.2 (9.0)
Social relationships 68.6 (16.9) 66.8 (15.8)
General activities 71.0 (13.2) 72.1 (14.3)
Medication 3.3 (1.3 3.7 (1.1)
Overall life satisfaction 3.6 (1.1) 3.8 (1.0)
Global quality of life 62.8 (18.4) 71.1 (18.8)

a/alues shown as mean (SD) unless otherwise noted. No statistically
significant differences in baseline variables were found between the
2 treatment groups.

Abbreviations: HAM-D = Hamilton Rating Scale for Depression,
MRS = Mania Rating Scale, Q-LES-Q = Quality of Life, Enjoyment,
and Satisfaction Questionnaire.

RESULTS

Of the 120 bipolar disorder subjects randomly as-
signed to treatment with divalproex or olanzapine, 78
(65%) were followed for more than 21 days. Sixty-three
(81%) of these 78 subjects completed the baseline HRQL
interviews at hospital discharge. There were no sig-
nificant differences in demographic or baseline clinical
variables between the total study sample and the sub-
sample of subjects included in the HRQL and economic
analyses. Twenty-seven of the divalproex and 25 of the
olanzapine treatment group provided at least 1 follow-up
assessment (83% of all subjectswith abaselineHRQL as-
sessment). There were no differences between the 2 treat-
ment groups on demographic, clinical, or HRQL variables
at hospital discharge (Table 1). There were no differences
in duration of follow-up between the 2 groups (dival proex
mean = 10.2 weeks, SD =3.1; olanzapine mean = 11.2
weeks, SD = 2.4; p =.208).

Clinical Outcomes

No statistically significant differences between dival-
proex and ol anzapine treatment were observed in changes
from baseline to week 3 in MRS scores or for any other
between-group comparisons over the 12-week study
(p>.05) (Figure 1). Changes from baseline to week 3 in
MRS scores were —14.9 (baseline mean = 30.8) for the di-
valproex group and —16.6 (baseline mean = 32.3) for the
olanzapine group (p =.368). No statistically significant
differences were seen in HAM-D scores after 3 weeks of
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Figure 1. Mean Change in Mania Rating Scale (MRS) Score
From Baseline to Each Evaluation With Baseline as a
Covariate®
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aDifferences between dival proex and olanzapine were not statistically
significant at any timepoint.

treatment or at any of the other follow-up assessments
(p > .05, data not shown).

Adverse events occurring in a greater percentage of
olanzapine-treated than divalproex-treated patients in-
clude somnolence (47% versus 29%), weight gain (25%
versus 10%), rhinitis (14% versus 3%), edema (14% ver-
sus 0%), and slurred speech (7% versus 0%) (all compari-
sons p <.05). No adverse events occurred significantly
more frequently in the divalproex-treated group com-
pared with the olanzapine-treated group.

HRQL Outcomes

The baseline to week 6 and baseline to week 12 change
scores by treatment group for the Q-LES-Q subscales and
other HRQL measures are summarized in Table 2. There
were no statistically significant differences between the
divalproex- and olanzapine-treated groups at week 6 or
week 12.

There were no statistically significant differences be-
tween the groups on mean number of restricted activity
days (p =.78) or bed disability days (p = .38). The dival-
proex group reported a mean of 4.1 (SD = 7.5) restricted
activity days and the olanzapine group reported a mean of
3.5 (SD =5.1) restricted activity days over the 12-week
follow-up. The divalproex group reported a mean of 1.6
(SD =4.5) bed days and the olanzapine group reported
a mean of 3.3 (SD =7.4) bed days over the 12-week
follow-up.

Medical Cost Outcomes

Mean = SD total outpatient costs (Table 3) for the
12-week follow-up period were significantly lower for the
divalproex group relative to the olanzapine group
($541 = $327 and $1080 = $638, respectively; p = .004).
The difference in total outpatient costs between the 2
groups was mainly attributable to differences in study
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Table 2. Changes From Baseline to 6 and 12 Weeks in Health-Related Quality of Life Outcomes

Baseline to Week 6

Baseline to Week 12

Score Divalproex ~ Olanzapine  p Vaue? Divalproex ~ Olanzapine  p Value?
Physical health® 27 7.1 35 31 -10.4 A1
Subjective feelings” 2.4 21 .95 4.4 A7 .95
Leisure time activities® 31 1.8 75 -0.1 0.4 .89
Social relationships? 2.0 -0.5 65 4.3 -1.8 63
General activities® 4.4 4.3 98 4.6 4.8 97
Medication satisfaction® -0.4 -0.8 46 -0.2 -0.6 43
Overall life satisfaction® -0.4 -0.6 7 -0.6 -0.5 96
Global quality of life? -0.8 -10.5 30 2.4 -9.0 45

aTwo-tailed p value from analysis of variance model.

bScores range from 0 to 100, with higher scores indicating better health status.
¢Scores range from 1 to 6, with higher scores indicating greater satisfaction.

Table 3. Comparison of Mean (SD) Medical Costs (in US $)
by Treatment Group

Table 5. Correlation Between Change in Weight and Change
in Health-Related Quality of Life at 6 Weeks

Costs Divalproex Olanzapine p Value® Variable Change in Weight, r
Total outpatient 541 (327) 1,080 (638) .004 Physical health -0.41*
Emergency room 60 (157) 23(87) .40 Subjective feelings -0.40*
Physician 73(101) 79 (144) .84 Leisure time activities -0.31
Other professional 28 (52) 18 (31) 74 Social relationships -0.21
Study drug 358 (279) 924 (622) .002 General activities —0.39*
Other drugs® 22 (31) 16 (34) .20 Medication satisfaction -0.36*
Inpatient 13,162 (8693) 14,442 (16,594) 73 Overall life satisfaction —0.43*
Total medical costs 13,703 (8708) 15,180 (16,780) .88 Global quality of life -0.10

aTwo-tailed p value from Wilcoxon rank-sum test.
bOther drugs included lorazepam, zolpidem, chloral hydrate, and
benztropine mesylate.

Table 4. Changes From Baseline to 6 Weeks in Health-
Related Quality of Life Outcomes by Weight Gain as an
Adverse Event

Change From Baseline, Mean

Variable Weight Gain  No Weight Gain ~ p Value
Physical health? -13.6 -1.0 .01
Subjective feelings® -8.8 0.4 .08
Leisure time activities® 4.4 5.0 .03
Social relationships? 2.3 2.0 .48
General activities -11.4 -0.8 .03
M edication satisfaction” -1.0 0.4 .23
Overall life satisfaction® -1.2 -0.2 .06
Global quality of life? -6.6 5.3 .90

aScores range from 0 to 100, with higher scores indicating better
health status.

bScores range from 1 to 6, with higher scores indicating greater
satisfaction.

medication costs, $358 = $279 for the divalproex group
versus $924 + $622 for the olanzapine group (p = .002).
There were no significant differences in total medical
costs between the divalproex and olanzapine groups

(p=.88).

HRQL and Weight Gain

As a secondary analysis, we compared Q-LES-Q
scores for subjects reporting weight gain as an adverse
event (N = 13) versus subjects not reporting weight gain
as an adverse event (N = 36) (Table 4). Subjects reporting
weight gain as an adverse event had significantly lower
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*p<.05.

6-week change scores for the physical (—13.6), leisure
activities (—4.4), and general activities (-11.4) domains
when compared with subjects not reporting aweight gain
asan adverseevent (1.0, 5.0, —0.8, respectively; p < .05).
These differences were no longer apparent at 12 weeks of
follow-up.

Changes from baseline to week 6 in weight and in
HRQL were correlated (Table 5). The largest correlations
were observed for life satisfaction (r =-0.43), physical
health (r = -0.41), subjective feelings (r = —0.40), general
activities (r =-0.39), and satisfaction with medications
(r=-0.36).

DISCUSSION

This randomized clinical trial compared divalproex
and olanzapine for the treatment of acute mania and fol-
lowed subjects with bipolar disorder over 12 weeks. It
showed an advantage for divalproex over olanzapine for
outpatient costs and no difference for clinical symptom
and HRQL outcomes. Although only 43% of the random-
ized study subjects completed the HRQL and economic
components, there were no significant demographic or
clinical differences between those subjects in the pharma-
coeconomic subsample and the complete study sample.
The average follow-up was 10 to 11 weeksin the pharma-
coeconomic part of the clinical trial.

We found no significant differences between the treat-
ment groups on any of the HRQL measures over the
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12-week study. Post hoc estimates of statistical power to
detect significant HRQL differences were 20%. However,
the HRQL results were consistent with the absence of sta-
tistically significant differences in the MRS and HAM-D
scores for the divalproex-treated and olanzapine-treated
groups. No differences were seen in restricted activity
days or bed disability days between the olanzapine and
divalproex groups.

The divalproex-treated group had significantly lower
total outpatient costs compared with the olanzapine-
treated group. The 12-week total outpatient costs were
$541 for the divalproex-treated group and $1080 for the
olanzapine-treated group. Most of this cost difference was
attributable to the considerably higher medication costs
for the olanzapine group ($924 versus $358). Total medi-
cal costs were $1477 lower in the divalproex group, but
this difference was not statistically significant.

Inthisclinical trial, olanzapine-treated subjects experi-
enced greater weight gain compared with divalproex-
treated subjects (8.8 vs. 5.5 pounds, p <.05) and more
olanzapine-treated patients reported weight gain as an
adverse event (25% vs. 10%, p <.05).2* We found that
weight gain among subjects with bipolar disorder was as-
sociated with decrements in functioning and well-being.
Subjects reporting weight gain as an adverse event also re-
ported significantly worse physical well-being and fewer
leisure-related activities and general activities than those
with no adverse event of weight gain. Changes in body
weight were associated with impairment in physical func-
tioning, psychological well-being, and leisure activities.
Subject ratings of satisfaction with medication therapy
were also associated with an adverse event of weight gain.

Several limitations must be considered when interpret-
ing the findings of this study. First, not all study subjects
were included in the pharmacoeconomic evaluation.
However, there were no differences between the treatment
groups in the proportion of subjects included in the eco-
nomic analysis or in the duration of follow-up, nor were
there substantial differences between the groups in rea-
sons for discontinuation. Second, subjects were recruited
during an inpatient admission, and, therefore, these results
may not be generalizable to bipolar disorder subjects ex-
periencing an acute manic episode not requiring hospital-
ization. Third, HRQL and the medical resource data were
collected using telephone interviews, and the quality of
the patient-reported data may differ from clinic inter-
views. We have demonstrated that reliable and valid
HRQL and other outcome data can be collected from bi-
polar disorder subjects using trained telephone interview-
ers.?*? These economic results are based on small sample
size and only 12 weeks of follow-up. Clearly, this small
sample size limits statistical power. Given the need for
long-term maintenance therapy for bipolar disorder sub-
jects, these findings need to be confirmed in studies with
longer follow-up. Finally, the cost-effectiveness analysis
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was conducted within the artificial setting of a clinica
trial, with multiple protocol-related visits and close moni-
toring of subjects, and this setting might minimize differ-
ences between treatments in medical costs.*

Given the comparable clinical and HRQL outcomes
between the 2 groups, the significant savingsin total out-
patient costs for divalproex is meaningful for the clinical
management of bipolar disorder and for the mental health
care system. These economic findings need to be con-
firmed in larger prospective, naturalistic studies compar-
ing divalproex and olanzapine with clinical, HRQL, and
economic endpoints and alonger follow-up period. On the
basis of this study, divalproex had significantly lower out-
patient costsin the short-term treatment of manic episodes
in subjects with bipolar disorder.

Drug names: benztropine (Cogentin and others), divalproex sodium
(Depakote), lorazepam (Ativan and others), olanzapine (Zyprexa),
zolpidem (Ambien).

The Depakote Comparator Study Group: Asaf Aleem, M.D., Atlanta,
Ga; Michael Allen, M.D., Denver, Colo.; Mohammed Bari, M.D.,
Chula Vista, Calif.; Roy Chengappa, M.D., Bridgeville, Pa.; Stanley
Cheren, M.D., Natick, Mass.; Andrew Cutler, M.D., Winter Park, Fla;
David Daniel, M.D., Falls Church, Va.; Michael W. DePriest, M.D.,
Las Vegas, Nev.; Eduardo Dunayevich, M.D., Cincinnati, Ohio; Joseph
G. Fanelli, M.D., Oakbrook Terrace, Ill.; Arif Khan, M.D., Bellevue,
Wash.; Charles Merideth, M.D., San Diego, Calif.; Fred Petty, M.D.,
Dallas, Tex.; Michael G. Plopper, M.D., San Diego, Calif.; Robert
Riesenberg, M.D., Decatur, Ga.; Judy Rivenbar, M.D., St. Simon Is.,
Ga.; David Schnur, M.D., Elmhurst, N.Y.; Alan Swann, M.D., Hous-
ton, Tex.; Richard Weisler, M.D., Raleigh, N.C.; John M. Zgjecka,
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