
Original Article

A placebo-controlled, random-assignment,
parallel-group pilot study of adjunctive
topiramate for patients with schizoaffective
disorder, bipolar type

Chengappa KNR, Kupfer DJ, Parepally H, John V, Basu R, Buttenfield
J, Schlicht P, Houck P, Brar JS, Gershon S. A placebo-controlled,
random-assignment, parallel-group pilot study of adjunctive topiramate
for patients with schizoaffective disorder, bipolar type.
Bipolar Disord 2007: 9: 609–617. ª Blackwell Munksgaard, 2007

Objectives: This pilot study evaluated the efficacy and safety of
adjunctive topiramate compared with placebo in the treatment of
patients with a diagnosis of schizoaffective disorder, bipolar type
(SAD-BT).

Methods: A sample of 482 adult patients with a Diagnostic and
Statistical Manual of Mental Disorders, 4th Edition, Text Revision (DSM-
IV-TR)3 diagnosis of SAD-BT (supported by the Structured Clinical
Interview for DSM-IV Axis I Disorder, Patient Edition)4 were randomly
assigned in a 2:1 ratio (favoring topiramate) to 8 weeks of double-blind
treatment with topiramate (100–400 mg/day) or placebo. Patients who
had achieved a ‡20% decrease from baseline in their Positive and
Negative Syndrome Scale (PANSS)5 total scores were given the
opportunity to continue for an additional 8 weeks of double-blind
treatment. The dosage of the study medicine was continued unchanged
from the earlier 8-week study period. At the end of the study period, the
study medicine was tapered and discontinued over a 2-week period.
Primary efficacy was assessed at 8 weeks using the mean change between
treatment groups of the PANSS total scores in the intent-to-treat
population of randomized patients. Several secondary measures were
also assessed. Safety analyses included monitoring of adverse events,
vital signs, electrocardiogram (ECG) and laboratory values.

Results: Even though both treatments reduced scores on various
psychopathology rating scales, adjunctive topiramate treatment (nearly
275 mg/day) did not show increased efficacy relative to placebo on the
primary outcome measure (PANSS scale) or any of the secondary
outcome measures. Topiramate-treated patients lost significantly more
body weight than placebo-treated patients, which led to a significant
reduction in body mass index (BMI). Relative to adjunctive placebo,
topiramate-treated patients experienced higher rates of paresthesia,
sedation, word-finding difficulty, sleepiness, and forgetfulness, but these
differences were not statistically significant. There were no clinically
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Several open-label studies have suggested that
topiramate, a novel anticonvulsant drug, may have
clinical benefits as an adjunctive treatment for
bipolar or schizoaffective disorder (1, 2)7 . Two
controlled studies have indicated that two anti-
convulsants, valproate and lamotrigine, provide
benefits when added to antipsychotic drugs in
persons with schizophrenia (3, 4)8 . Topiramate
augments the inhibitory neurotransmitter c-ami-
nobutyric acid via different mechanisms and also
inhibits the excitatory neurotransmitter glutamate
via the kainate/AMPA receptor (5)9 . Furthermore,
topiramate is known to block voltage-sensitive
sodium and calcium channels (5)10 . These mecha-
nisms have been considered therapeutically useful
in the treatment of bipolar disorder (6)11 . Conse-
quently, it was hypothesized that topiramate may
benefit patients with a diagnosis of schizoaffective
disorder, bipolar type (SAD-BT) who continued to
have symptoms despite treatment with lithium,
valproate and/or antipsychotic agents.
The primary objective of this study was to

evaluate whether topiramate was efficacious
[improvement in Positive and Negative Syndrome
Scale (PANSS) (7)12 total scores and other measures
of psychopathology] and safe to add to standard
pharmacologic treatment in patients with a diagno-
sis of SAD-BT. In addition if there were significant
differences between the treatment groups, it was
intended to estimate the size of the treatment effect.

Methods

Design

A parallel-group, random-assignment (2:1 assign-
ment favoring topiramate), placebo-controlled,
double-blind study design was used to evaluate the
efficacy and safety of adjunctive topiramate treat-
ment in patientsmeeting inclusion/exclusion criteria
and receiving their care in ambulatory clinics/
hospitals affiliatedwith theUniversity of Pittsburgh,

Western Psychiatric Institute and Clinic, or May-
view StateHospital. The study protocol and consent
forms were reviewed and approved by the Institu-
tionalReviewBoard of theUniversity of Pittsburgh,
the Research Review Committee of Mayview State
Hospital, and the Office of Mental Health and
Substance Abuse Services, Harrisburg, PA.

Inclusion and exclusion criteria

Men and women aged 18 years or older with a
primaryDiagnostic and StatisticalManual ofMental
Disorders, 4th Edn, Text Revision (DSM-IV-TR) (8)13
diagnosis of SAD-BT [affirmed by the Structured
Clinical Interview for DSM-IV Axis I disorders,
Patient Edition) (9)14 ], a total score ‡60 on the
PANSS, and a Clinical Global Impression-Severity
of Illness scale (CGI-S) score ‡4 were eligible for the
study. Each patient provided written informed and
competent consent. Patients were required to have
received stable doses of lithium, valproate or both
within therapeutic levels (lithium 0.6–1.2 mEq/L;
valproate 50–125 mg/L) for at least 2 weeks prior to
study entry; certain psychotropic agents (one anti-
psychotic agent, and/or one anxiolytic or hypnotic
drug)were also permitted. Patients had already been
receiving lithium or valproate or both for several
weeks to months prior to the study; none were
initiated on either of these mood stabilizers for
purposes of study entry. Patients who had unstable
medical illnesses, those receiving carbonic anhy-
drase inhibitors, and those with a history of renal
stones or glaucoma were excluded, as were patients
with a history of non-response or allergy to previous
topiramate treatment. Women of childbearing
potential who were not taking adequate contracep-
tivemeasureswere excluded, aswere thosewhowere
pregnant or lactating. Subjects with alcohol or
marijuana abuse were permitted to enter the study,
but not with dependence. Subjects with any other
substance abuse or dependence (except nicotine
and/or caffeine) were excluded.

significant abnormalities in either the ECG or laboratory results. There
were no serious adverse events in the study. Further, there was no
worsening of the PANSS total scores (to ‡10% from baseline), and no
significant differences between the treatments on worsening of total
Montgomery–Asberg Depression Rating Scale (MADRS) scores [1/13
(7.7%) for placebo; 1/25 (4.0%) for topiramate].

Conclusions: This pilot study did not support clinical efficacy for
adjunctive topiramate treatment in patients with SAD-BT. There were
no major safety or tolerability issues in this study. Confirming the results
of6 other studies, topiramate-treated patients did experience greater body
weight loss and reduction in BMI.
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Treatment

During the initial 8-week, double-blind study,
topiramate was dispensed using a titration sched-
ule: 25 mg b.i.d. on day 1, increasing to 100 mg
b.i.d. by day 7. Further titration occurred in
increments of 100 mg/week up to a maximum of
400 mg/day by the end of 4 weeks. At each weekly
visit, if patients were found not to show a ‡20%
improvement in PANSS total scores (from base-
line), further titration was carried out15 to that
week’s daily dosage. The dosage remained constant
until completion of the initial 8 weeks, either at the
tolerated dosage (100–400 mg/day) or at the maxi-
mum dosage (400 mg/day) or at the dosage where
a ‡20% total PANSS score decrease (from base-
line) was noted. Placebo was given as identical
tablets and matched on dosage strengths. Con-
comitant medication changes of mood stabilizers
(lithium or valproate) were not permitted. In the
case of antipsychotic drugs, changes or switching
of an antipsychotic agent led to termination from
the trial.

Evaluations

The PANSS, Young Mania Rating Scale (YMRS),
Montgomery–Asberg Depression Rating Scale
(MADRS), and CGI-S were used to assess
psychopathology (7, 10–12). The Drug Attitude
Inventory (DAI) was used to assess patient atti-
tudes toward study drug (13). The Abnormal
Involuntary Movements Scale (AIMS), Barnes
Akathisia Rating Scale (BAS), and Simpson–
Angus Scale were used to assess movement disor-
ders (14–16).
Safety and tolerability as well as spontaneously

reported or observed adverse events were recorded,
probed clinically, and evaluated for possible
association to the study drug. Laboratory assess-
ments included urine drug tests, complete blood
count and blood chemistry, including hepatic,
renal, and thyroid function tests at baseline,
8 weeks, and end of study. A 12-lead electrocar-
diogram (ECG) was performed16 at baseline and at
study completion.

Statistical analyses

Efficacy analyses were performed in the intent-to-
treat population of patients who received at least
one dose of study medicine, and who had pre-
randomization efficacy assessments and also at
least one post-randomization assessment at study
termination. The primary efficacy endpoint was the
change in PANSS total score from baseline to the

final visit at 8 weeks, which was compared between
treatment groups. An endpoint analysis of treat-
ment on the final PANSS total score covarying for
baseline PANSS total score was run using analyses
of covariance. Missing efficacy data at 8 weeks
were imputed with the last observation carried
forward. Secondary outcomes between treatments
evaluated subscales of the PANSS, including pos-
itive, negative and aggression subscale scores,
YMRS total scores, MADRS total scores, CGI-S,
DAI dysphoric and non-dysphoric subscale scores.
Other secondary analyses included evaluating 16-
week data with endpoint analyses between the
treatment groups covarying for baseline scores. On
all secondary outcomes, the Bonferroni correction
was applied for testing multiple variables. Re-
sponse was defined as a ‡20% improvement in the
baseline PANSS total or positive symptom scores
at 8 weeks and was compared between treatment
groups using a chi-square test. The Cohen’s h effect
size, used for differences between independent
proportions, was calculated by taking the absolute
difference between the nonlinear arcsine transfor-
mation of the proportions (17). Proportions of
patients completing the 8-week and 16-week dou-
ble-blind study were compared between treatment
groups using a chi-square test. Proportions of
patients in each treatment group who17 experienced
increases in MADRS total scores from ‡10 at
baseline to ‡18 at two consecutive visits (or at the
final visit) were evaluated using a chi-square test, as
were proportions of patients experiencing a ‡10%
worsening of PANSS total scores in each treatment
group.
Adverse events reported by ‡10% of patients in

each treatment group were compared using a chi-
square test. Laboratory values, vital signs and
physical examinations were compared from base-
line and in reference to normal ranges, and
reported as normal or abnormal. Changes in body
weight (lb), body mass index (BMI; kg/m2) and
waist size (inches) at last visit in the 16-week
dataset were compared as mean changes between
treatment groups using t-tests.

Results

Patients

Of 55 patients who provided consent and were
screened for randomization (Fig. 1), 48 were ran-
domized (topiramate, n ¼ 32; placebo, n ¼ 16).
Twenty subjects were recruited from Mayview
State Hospital and 28 subjects were recruited as
outpatients at Western Psychiatric Institute and
Clinic. The baseline PANSS total scores did not
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significantly differ18 between these two patient
groups (data not shown). A total of 3919 patients
completed 8 weeks of the double-blind study
(Fig. 1, Table 1), with no statistically significant
differences between the treatment groups in com-
pletion rates. Of the 26 responders at 8 weeks, 19
chose to enter the 8-week double-blind extension
phase, and 15 of those patients completed the entire
16 weeks (Fig. 1, Table 1).
Baseline demographic characteristics and scores

on the various psychopathology scales were not
significantly different between treatment groups
(Tables 2 and 3). The proportions of patients in
each group receiving either lithium or valproate, or
both, were not significantly different; and neither
were there any significant differences in propor-
tions of patients receiving first- or second-genera-
tion antipsychotic agents (Table 2). The median
time for the duration of mood stabilizer treatment
(i.e., either lithium or valproate, or both) prior to
the study was 7.1 weeks for both groups combined20 ,
6.2 weeks for the placebo group, and 8.3 weeks for
the topiramate group (Mann–Whitney U-test ¼
0.89). Visual inspection of the mean blood levels of

lithium or valproate at three time-points did not
show any significant differences between the two
treatment groups, and pooled results indicated
mean valproate levels of 69.4 ± 15 mg/mL for the
placebo group and 61 ± 7 mg/mL for the topira-
mate-treated group. Similarly, the pooled mean
lithium levels were 0.69 ± 0.13 mEq/L for the
placebo group and 0.70 ± 0.15 mEq/L for the
topiramate-treated group.
Following titration, the topiramate group

received a mean dose of 276 ± 108 mg/day
throughout21 the study. Twenty-five patients reached
a target dose of 200 mg/day, of whom 10 subjects
reached 400 mg/day, and 7 received <200 mg/day.

Efficacy and secondary outcome measures

Similar reductions in PANSS total scores were
observed in each treatment group (Fig. 2, Table 3)
by 8 weeks, with no statistically significant differ-
ences between the two treatments. The results were
very similar for all the PANSS subscale scores, and
for scores on the YMRS, CGI-S and the DAI
subscales (Table 3). There was a greater reduction

Consented and screened for randomization
n = 55

Did not make it into study

Reasons
Withdrew consent
Re-hospitalized for psychiatric issues
Medical concerns prevented entry to study

Randomly assigned to treatment
n = 48

n = 32 (topiramate); n = 16 (placebo) 

Completed first 8 weeks (n = 39)
Did not complete first 8 weeks (n = 9)

Responders 
Non-responders
Responders who chose not to
continue in 8-week extension 

Entered 16-week study n = 19  

n = 26  
n = 13

n = 7  

n = 7

n = 5
n = 1
n = 1

n = 4

n = 3
n = 1

Did not complete 16-week study

Reasons
Psychiatric status worsened, 
required alternative medicines
Non-adherent with study medicine 

Fig. 1. Disposition details of topiramate study participants.
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in mean MADRS total scores in the adjunctive
placebo group, but after Bonferroni correction,
this result was not statistically significant. The
Cohen’s h effect size, used for differences between
independent proportions, was calculated to be 0.30
(small effect) on the response of ‡20% on the
PANSS total or positive symptoms subscale at
8 weeks. Treatment differences at 16 weeks for
PANSS and other psychopathology scale scores
did not significantly differ between the two treat-
ment groups; however, only 3 patients receiving

placebo and 12 patients receiving topiramate
completed the entire study (data not shown).
None of the patients in either treatment group

worsened by ‡10% on22 PANSS total scores after
randomization. One of 13 (7.7%) patients ran-
domized to placebo had an increase in23 MADRS
total scores to ‡18 from a baseline of £10 and one
of 25 (4.0%) patients receiving topiramate had a
similar result (Fisher’s exact test, p ¼ 1.0, not
significant).

Safety and tolerability

Treatment discontinuations were not significantly
different between treatment groups at 8 weeks,
but in the 8-week extension phase significantly
more placebo-treated patients (3 of 6 patients)
discontinued treatment compared with those who
received topiramate (1 of 13 patients; Table 1).

Concomitant medications

Three subjects in the adjunctive placebo arm of the
8-week, double-blind extension phase required a
switch in their antipsychotic medication and were
terminated from further participation.

Treatment-emergent adverse events

There were no serious adverse events in the study.
Furthermore, there were no clinically significant
changes in vital signs, laboratory values, or ECGs.
Certain adverse events, mostly reported as �mild�,
were noted more frequently in the topiramate

Table 1. Disposition details of study participants

Topiramate (n ¼ 32) Placebo (n ¼ 16) v2 df p

Completed double-blind, first 8 weeks 28/32 (88%) 11/16 (69%) 2.46 1 0.12
Response in intent-to-treat population
(‡20% in PANSS total or positive symptom scale scores),
first 8 weeks

19/32 (59%) 7/16 (44%) 1.05 1 0.30

Completed double-blind extension, 16 weeks 12/13 (92%) 3/6 (50%) 4.42 1 0.04

Discontinued during double-blind, 8 weeks 4 5
Reasons:

Adverse experience 1 1
Unsatisfactory response 2 0
Failure to follow-up 0 2
Therapy refusal 0 1
Other 1 1

Discontinued in double-blind extension 1 3
Reasons:

Required other antipsychotic medicine 0 3
Other 1 0

PANSS ¼ Positive and Negative Syndrome Scale.

Table 2. Baseline demographic comparison of subjects assigned to either
topiramate or placebo

Topiramate
(n ¼ 32)

Placebo
(n ¼ 16)

Age, years, mean ± SD 42.6 (8.9) 42.8 (6.7)
Men (%) 14 (44) 8 (50)
White (%) 20 (63) 7 (44)
African-American (%) 12 (37) 8 (50)
Other (%) 0 (0) 1 (6)
Education, years, mean ± SD 13.2 (2.4) 13.1 (2.4)
Married (%) 1 (3) 2 (13)
Never married (%) 13 (41) 9 (56)
Separated/divorced (%) 18 (56) 5 (31)
Currently unemployed (%) 24 (75) 11 (69)
Valproate 20 10
Lithium 9 5
Receiving both lithium
and valproate

3 1

First-generation
antipsychotic agents

8 6

Second-generation
antipsychotic agents

22 9

SD ¼ standard deviation.
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group: paresthesia, sedation, word-finding diffi-
culty, sleepiness, and forgetfulness; however, the
difference was not statistically significant (Table 4).
Constipation was reported more frequently in
those receiving placebo. Eight subjects24 (four in
the placebo treatment arm and four in the topir-
amate group)25 tested positive for either alcohol or
marijuana during the urine drug screens conducted
throughout the study. They were sent for a dual
diagnosis clinical consultation, but none of the

subjects dropped out of this study due to either
substance or alcohol abuse/dependence.
Movement disorders were reported infre-

quently. One patient in the placebo group receiv-
ing fluphenazine and valproate met criteria for
akathisia, and one patient in the topiramate
group, who received haloperidol and lithium,
met criteria for mild extrapyramidal symptoms.
Two patients, one receiving topiramate and the
other receiving placebo, met pre-existing tardive

Table 3. Psychopathology measures in topiramate study: 8-week outcome – LOCF data

Topiramate
(n ¼ 32)

Placebo
(n ¼ 16)

Treatment effect in
endpoint analyses

PANSS total, mean (SD) NS
Baseline 74.8 (8.4) 76.3 (10.3)
Endpoint 61.8 (13.6) 60.6 (15.7)
Mean difference )13.0 (11.9) )15.1 (12.9)
% Difference )17.3 (15.1) )20.0 (15.9)

PANSS positive, mean (SD) NS
Baseline 21.9 (3.5) 23.1 (4.3)
Endpoint 16.8 (4.4) 17.9 (4.9)
Mean difference )5.1 (4.4) )5.0 (4.0)
% Difference )22.5 (18.0) )21.7 (15.7)

PANSS negative, mean (SD) NS
Baseline 16.0 (3.3) 14.7 (4.0)
Endpoint 14.1 (4.0) 12.5 (4.1)
Mean difference )1.9 (3.4) )1.7 (3.0)
% Difference )11.0 (21.5) )11.4 (20.3)

PANSS aggression, mean (SD) NS
Baseline 7.4 (2.0) 9.1 (2.7)
Endpoint 5.8 (2.5) 6.7 (2.8)
Mean difference )1.6 (2.4) )2.5 (2.6)
% Difference )20.2 (29.4) )25.7 (25.5)

MADRS, mean (SD) NS
Baseline 7.9 (6.4) 8.8 (5.1)
Endpoint 7.0 (6.2) 3.7 (2.3)
Mean difference )0.9 (6.2) )4.1 (2.9)
% Difference )10.4 (96.9) )48.3 (30.7)

YMRS, mean (SD) NS
Baseline 17.7 (7.1) 20.4 (7.4)
Endpoint 12.6 (6.9) 12.9 (7.6)
Mean difference )4.8 (5.8) )8.0 (5.1)
% Difference )21.0 (42.1) )39.7 (22.8)

DAI dysphoric, mean (SD) NS
Baseline 1.5 (1.2) 1.5 (0.9)
Endpoint 1.5 (1.5) 0.7 (0.7)
Mean difference )0.1 (1.4) )0.7 (1.0)
% Difference )2.3 (114.9) )41.7 (46.6)

DAI non-dysphoric, mean (SD) NS
Baseline 5.1 (1.2) 5.1 (0.8)
Endpoint 4.9 (1.4) 4.8 (1.5)
Mean difference )0.1 (1.3) )0.1 (1.4)
% Difference )1.0 (41.2) )1.1 (29.1)

CGI-Severity, mean (SD) NS
Baseline 4.3 (0.6) 4.4 (0.5)
Endpoint 3.6 (0.8) 3.5 (0.8)
Mean difference )0.8 (0.7) )0.8 (0.9)
% Difference )17.2 (15.0) )17.7 (20.2)

PANSS ¼ Positive and Negative Syndrome Scale; MADRS ¼ Montgomery–Asberg Depression Rating Scale; YMRS ¼ Young Mania
Rating Scale; DAI ¼ Drug Attitude Inventory; CGI ¼ Clinical Global Impression; NS ¼ not statistically significant; SD ¼ standard
deviation.
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dyskinesia criteria at study initiation (18), and
these symptoms persisted throughout the study
but did not worsen. Mean scores on the BAS,

Simpson–Angus Scale and AIMS tended to be
low at baseline, and there were no significant
differences between the treatment groups in the
study (data not shown).

Compliance

Compliance was assessed by pill counts at each
visit; we found26 ‡95% compliance using this
method. Only one patient was unable to comply
with study medication in the 8-week, double-blind
extension, and he discontinued in that phase of the
study.

Body weight, body mass index and waist size

The topiramate-treated patients lost nearly
3.3 ± 8.5 lb on average, whereas the lithium- or
valproate-treated group (i.e., adjunctive placebo)
gained 6.6 ± 14.2 lb, a statistically significant
difference [F(1,43) ¼ 6.46, p < 0.02] (Table 5).
Similarly, patients randomized to topiramate aug-
mentation of lithium or valproate experienced a
significantly greater reduction in BMI than those
receiving lithium or valproate and placebo
[F(1,43) ¼ 6.50, p < 0.02] (Table 5). Even though
the topiramate group lost, on average, a little more
than 0.5 ± 2.18 inches at the waistline, and those
receiving lithium or valproate gained, on average, a
little over 0.75 ± 3.11 inches, the difference was
not statistically significant [F(1,38) ¼ 0.96, p ¼
0.33] (Table 5).

Discussion

This pilot study did not show clinical efficacy for
adjunctive topiramate in patients with a diagnosis
of SAD-BT. What may be the reasons? Is it
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Fig. 2. Averaged observed Positive and Negative Syndrome
Scale (PANSS) total score across 8 weeks of study by treat-
ment group.
PBO ¼ placebo.

Table 4. Treatment emergent adverse events occurring at ‡10% in each
treatment arm, n (%)40

Event
Topiramate
(n ¼ 32)

Placebo
(n ¼ 16) v2 df p

Paresthesia 10 (31.3) 3 (18.8) 0.84 1 0.36
Sedation 8 (25.0) 1 (6.3) 2.46 1 0.12
Urinary frequency 4 (12.5) 2 (12.5) 0.0 1 1.0
Diarrhea 4 (12.5) 2 (12.5) 0.0 1 1.0
Word-finding
difficulty

5 (15.6) 1 (6.3) 0.86 1 0.35

Sleepiness 5 (15.6) 1 (6.3) 0.86 1 0.35
Headache 2 (6.3) 3 (18.8) 1.79 1 0.18
Forgetfulness 4 (12.5) 1 (6.3) 0.45 1 0.50
Constipation 0 2 (12.5) 4.17 1 0.04

Table 5. Changes in body weight, body mass index (BMI) and waist size41

Topiramate (n ¼ 32) Placebo (n ¼ 14)
Treatment effect in
endpoint analyses (p-value)

Body weight, lbs, mean ± SD 0.02
Baseline 214.5 (51.7) 195.4 (19.2)
Endpoint 211.2 (50.6) 201.4 (24.6)
Mean difference )3.3 (8.5) 6.0 (14.2)
% Difference )1.4 (3.8) 3.0 (7.1)

BMI, kg/m2, mean ± SD 0.02
Baseline 33.8 (7.7) 30.8 (3.9)
Endpoint 33.3 (7.4) 31.7 (4.7)
Mean difference )0.5 (1.3) 1.0 (2.2)

Waist, inches, mean ± SD (n ¼ 29) (n ¼ 12) 0.33
Baseline 44.2 (7.2) 40.0 (3.2)
Endpoint 43.7 (6.7) 40.8 (4.3)
Mean difference )0.6 (2.2) 0.8 (3.1)

SD ¼ standard deviation; BMI ¼ body mass index.
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possible this study was statistically underpowered?
Even if this were the case, there were no significant
treatment effects for any of the psychopathology
scale scores favoring topiramate. Furthermore, the
calculated size of the treatment effect for topira-
mate was small (Cohen’s h ¼ 0.30). Were these
patients treatment-refractory, thus making it diffi-
cult to see any benefits of topiramate? This
possibility is less likely given that the inclusion
criteria permitted27 less ill patients (PANSS total
scores ‡60) to enter the study, and so there was
room for improvement. As these patients were
already receiving active psychotropic agents, is it
possible that �time on drug� effects would eventu-
ally show that adjunctive placebo (i.e., time on
lithium or valproate) was as good as initiating
topiramate? The results of this study are consistent
with this possibility. A report of four large,
controlled trials of topiramate28 also confirmed no
efficacy advantage for topiramate over placebo in
acute mania (19).
Why then were the open adjunctive studies of

topiramate in bipolar and schizoaffective disorders
positive?29 (2, 20, 21) Open studies are often
confounded by patient and clinician expectations
and bias toward favorable outcomes. This expec-
tation bias may result in assigning favorable scores
on clinical rating scales by both patients and
clinicians for newer treatments that randomized,
double-blind studies typically avoid. Finally, sev-
eral psychiatric disorders are episodic in nature,
and results in open-label studiesmay be confounded
by spontaneous improvements being incorrectly
attributed to the newer open-label treatment.
Double-blind, random-assignment studies are also
affected by spontaneous improvements, but it is
hoped that the random assignment to an active
drug or placebo results in the inclusion of30 nearly
equal numbers of spontaneously recovering
patients31 in each treatment arm.
Not unexpectedly, adjunctive topiramate was

associated with weight loss and a reduction in
BMI. These weight loss and BMI results have been
reported in several studies involving topiramate
(22). A combination of factors including, but not
limited to, obesity, a higher prevalence of the
metabolic syndrome, a sedentary lifestyle, and very
high rates of smoking conspire to increase medical
morbidity and mortality in people with bipolar or
schizoaffective disorder or schizophrenia (23, 24).
Reduction of body weight and BMI is likely to be
beneficial for such patients. Topiramate has shown
benefits in controlled trials for obese patients in
terms of significant weight loss accompanied by
significant improvements in blood pressure and
glucose tolerance (25). Overall, the tolerability of

topiramate was good in this study and the profile
of adverse events reported with topiramate was
consistent with that reported in the literature.
How does the present study compare with recent

studies that have added either anticonvulsants or
placebo to either lithium or valproate in patients
with bipolar disorder? Adjunctive gabapentin did
not separate from adjunctive placebo when added
to either lithium or valproate for patients with
bipolar disorder type I experiencing a hypomanic,
manic or mixed episode (26). A small, inpatient
mania study found similar efficacy for combining
lithium and carbamazepine versus combining
lithium with low-dose haloperidol (27), with differ-
ences in adverse event profiles between the combi-
nation treatments. However, that combination
study (27) was not an add-on study such as the
gabapentin study32 (26) or the present topiramate
study, but rather involved combining the drugs33
from the start in an acute hospital setting, which
limits the ability to compare these studies. In
contrast, combination or add-on studies that have
used34 olanzapine, quetiapine or risperidone with
either lithium or valproate for manic or mixed
bipolar episodes have resulted in positive outcomes
(28–30).
In summary, this pilot study did not show

efficacy for adjunctive topiramate on the primary
efficacy or secondary outcome measures. Topira-
mate was relatively well tolerated, and topiramate-
treated patients lost significant body weight and
reduced their BMI.
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