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Abstract

Background: The treatment of bipolar disorder is often complicated by the presence of a co-occuring anxiety disorder. Although
second generation antipsychotics are being used with increasing frequency in bipolar patients, their anxiolytic effects have not been
well studied in this population.

Methods: The anxiolytic effect of risperidone 0.5—4 mg/day was tested in an 8-week, double-blind, placebo-controlled, randomized
clinical trial in 111 patients with bipolar disorder and a co-occuring panic disorder or generalized anxiety disorder (GAD). The
primary outcome measure was the Clinician Global Improvement-21 Anxiety scale (CGI-21 Anxiety). Secondary measures
included the Hamilton Anxiety Scale (HAM-A) and the Sheehan Panic Disorder Scale.

Results: On the last-observation-carried forward analysis of repeated measures analysis of variance (ANOVA), risperidone was not
more effective than placebo for the CGI-21 Anxiety score or the other anxiety outcome measures. Risperidone was well tolerated,
with only two patients withdrawing because of adverse events.

Limitations: The risperidone treated group had more patients with mixed states and lifetime panic disorder at randomization than
the placebo group. The study was limited to 8 weeks and to individuals with bipolar and comorbid panic disorder or GAD. The
results may not be applicable to risperidone as an add-on treatment to mood stabilizers, or to bipolar disorder comorbid with
anxiety disorders other than panic disorder or GAD.

Conclusions: Risperidone monotherapy was not an effective anxiolytic for bipolar patients with comorbid panic disorder or GAD
in doses of 0.5—4 mg/day over 8 weeks of treatment. The efficacy of other second generation antipsychotics and mood stabilizers
on anxiety in patients with bipolar disorder and a co-occuring anxiety disorder should be investigated in double-blind, placebo-
controlled studies.
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1. Introduction

From 24-79% of patients with bipolar disorder
present with at least one lifetime anxiety disorder (Pini
et al., 1997; Feske et al., 2000; McElroy et al., 2001;
Freeman et al., 2002, Henry et al., 2003; Kessler et al.,
2005; Otto et al., 2006; Simon et al., 2007). Compared
to patients without a comorbid anxiety disorder, those
with comorbid anxiety have been shown to have an
earlier age of illness onset (Schurhoff et al., 2000; Carter
et al., 2003; Henry et al., 2003; Perlis et al., 2004) and
higher rates of mixed states, depressive symptoms,
alcohol abuse, and suicidal ideation (Young et al., 1993;
Frank et al., 2002; Carter et al., 2003; Simon et al., 2004;
Perlis et al., 2004). Bipolar patients with co-occurring
anxiety have also been shown to have a poorer response
to lithium or anticonvulsants and to experience more
severe medication side effects (Young et al., 1993;
Frank et al., 2002; Feske et al., 2000; Henry et al.,
2003). These considerations have led to a growing
recognition of the need to specifically target anxiety in
the treatment of bipolar disorder.

The second generation antipsychotics aripiprazole,
olanzapine, quetiapine, risperidone, and ziprasidone,
when administered alone or in combination with mood
stabilizers, have been shown to be effective and well
tolerated in the treatment of manic and mixed episodes
of bipolar I disorder (Derry and Moore, 2007; Perlis,
2007). Olanzapine, with and without fluoxetine, and
quetiapine alone have been shown to be effective in
episodes of bipolar depression (Calabrese et al., 2005;
Thase et al., 2006; Tohen et al., 2007). In addition,
olanzapine and aripiprazole have indications for main-
tenance treatment in bipolar I disorder (Derry and
Moore, 2007; Perlis, 2007). Since second generation
antipsychotics are being used with growing frequency in
patients with bipolar disorder (Kessler et al., 2005;
Ghaemi et al., 2006a), their anxiolytic effects are a
matter of growing interest.

Preliminary research has shown that adding risper-
idone, olanzapine, or quetiapine to a selective serotonin
reuptake inhibitor (SSRI) produces results superior to
placebo in the treatment of refractory obsessive—
compulsive disorder (OCD), generalized anxiety dis-
order (GAD), and post-traumatic stress disorder (PTSD)
in patients without bipolar disorder (Gao et al., 2006). In
addition, the anxiolytic effects of olanzapine and
quetiapine have been evaluated in three large double-
blind, placebo-controlled studies of bipolar depression
using the HAM-A as a secondary measure. In one study,
Tohen et al. (2007) found that olanzapine alone and
olanzapine combined with fluoxetine were both superior

to placebo in reducing HAM-A scores after 8§ weeks of
treatment. In a pooled analysis of data from 2 studies,
Hirschfeld et al. (2006) found that quetiapine at doses of
300 and of 600 mg/d significantly reduced total HAM-A
scores compared to placebo after 8 weeks. For
individual HAM-A items, these results were more
robust among patients with bipolar I disorder than
among those with bipolar II disorder.

In none of the latter studies, however, was it specified
whether or not subjects had co-occurring syndromal
anxiety disorders. Moreover, although second generation
antipsychotics may be beneficial for anxiety symptoms in
patients with bipolar depression, these agents have been
reported to exacerbate the symptoms of panic disorder and
OCD, possibly because of their serotonergic antagonistic
properties (Baker et al., 1992; de Haan et al., 2002). There
is therefore a need for systematic examination of the
effects of second generation antipsychotics on the anxiety
cluster of symptoms in patients with bipolar disorder and a
co-occuring anxiety disorder.

2. Methods
2.1. Study design

This randomized, double-blind, parallel group, 8-
week study compared risperidone monotherapy and
placebo in adult outpatients with a lifetime bipolar I, II,
or NOS disorder, a lifetime panic or generalized anxiety
disorder, and current at least moderately severe anxiety
symptoms. The institutional review board for each site
approved the protocol and written informed consent was
received from each participant after the study was fully
explained. Following a 1-2 week screening, patients
were randomized in a 1:1 ratio to receive risperidone or
matching placebo in a flexible dose regimen of 0.5—
4 mgs/day for 8 weeks.

2.2. Patients

Patients were recruited from three sites (University of
South Florida, University of Cincinnati Medical Center,
University of Texas Southwestern Medical Center) with
advertisements requesting patients with a combination
of mood swings and anxiety or anxiety attacks. Patients
enrolled in the study had to be 18—65 years of age. All
patients had to meet DSM-IV criteria for a lifetime
bipolar I, II, or NOS disorder and a lifetime panic
disorder or GAD. However, for the purpose of the study,
the GAD Ceriterion F clause, “does not occur exclusively
during a mood disorder,” was suspended. DSM-IV
diagnostic criteria were documented with the Mini
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International Neuropsychiatric Interview (MINI; Shee-
han et al., 1998). Each patient’s bipolar symptoms had
to be no more than moderately severe (defined as a score
of <4 on the Clinical Global Impressions Scale for use
in Bipolar Illness (CGI-BP; Spearing et al., 1997) and
his or her anxiety symptoms had to be at least
moderately severe (defined as a score of >4 on the
Clinician Global Impression Severity Scale (CGI-S;
Guy, 1976). Patients were excluded if they had an acute,
serious, or unstable medical illness or clinical abnorm-
ality, were currently receiving an antimanic or mood
stabilizing medication, met DSM-IV substance depen-
dence criteria within the past 6 months, had psychotic
symptoms, or were judged clinically to be at a serious
risk for suicide. All patients had to discontinue
psychotropic drugs 7 days before baseline or 4 weeks
in the case of fluoxetine and depot antipsychotics.

2.3. Assessments

Patients were evaluated at baseline and at weekly
visits with the Clinician Global Improvement Scale for
Anxiety (CGI-21 Anxiety) (primary efficacy measure),
the Sheehan Panic Disorder Scale (SPS; Sheehan,
1983), the Hamilton Anxiety Scale (HAM-A; Hamilton,
1959), the Patient Global Improvement for Anxiety
(PGI-21 Anxiety), the Young Mania Rating Scale
(YMRS; Young et al., 1978), the Inventory of
Depressive Symptoms (IDS; Rush et al., 1996), the
Clinical Global Impression Scale for Bipolar Disorder
(CGI BP), and the Sheehan Disability Scale (SDS;
Sheehan, 1983) (secondary efficacy measures).

A physical, electrocardiogram (EKG), and routine
laboratory tests were performed at screen and the EKG
and laboratory tests were repeated at study termination.
Vital signs, including blood pressure, pulse, height and
weight, and adverse events were recorded weekly. In
addition, all patients were rated weekly for extrapyr-
amidal symptoms (EPS) on the Abnormal Voluntary
Movement Scale (AIMS) (Guy, 1976), the Simpson
Angus Scale (SAS; Simpson and Angus, 1970), and the
Barnes Akathisia Rating Scale (BARS; Barnes, 1989).

To improve data acquisition and completion accu-
racy, all data were collected at the time of treatment
using a computerized direct entry source data system
onto a Tablet PC touch screen.

2.4. Medication
Risperidone and matching placebo were provided in

0.5 mg capsules. Patients were initially instructed to take
0.5—1 mg of study medication in the morning. The dose

was then titrated upwards based on tolerability and
adverse events but not to exceed 2.0 mg/day by the end
of week 2. Subsequently, risperidone could be
increased, based on clinical response and tolerability,
to a maximum of 4.0 mg/day. A study-prescribed
benzodiazeine (lorazepam) was allowed as needed in the
first 2 weeks of the study up to 2 mg day in the first
week and up to 1 mg/day in the second week. During the
final 6 weeks, zolpidem (10-20 mg/day) or zaleplon
(10-20 mg/day) were allowed for the management of
insomnia. No other psychopharmacologic agents or
structured psychotherapy was permitted during the trial.
Treatment compliance was monitored by tablet counts.

2.5. Statistical analysis

Demographic and baseline clinical characteristics of
the risperidone and placebo groups were compared
using analysis of variance (ANOVA) for continuous
measures and chi-square, or Fisher’s Exact Test, for
categorical variables.

The main hypothesis, that risperidone would be
superior to placebo in reducing anxiety on the CGI-
Anxiety scale, was tested with a last-observation-carried
forward (LOCF) repeated-measures analysis of variance
(ANOVA). Secondary hypotheses were tested using
repeated-measures analysis of covariance (ANCOVA)
with the baseline score for each scale as a covariate.
ANOVA models, with treatment as the between effect
and time were used to analyze the LOCF baseline-to-
endpoint changes for continuous safety measures (vital
signs and weight). In addition, categorical outcomes
including response (defined as a 50% endpoint
improvement on the efficacy measures) and adverse
events were analyzed using Fisher’s Exact test.

The modified LOCF intent-to-treat (ITT) population
consisted of all patients who were randomized, took at
least one dose of study medication, and had at least one
post-baseline visit. The safety population consisted of
those who were randomized and took at least one dose
of study medication. Data for the 3 sites was pooled. All
statistical tests were two-sided with the alpha set at 0.05.

3. Results
3.1. Patient characteristics

Patient characteristics at baseline are shown in
Table 1. The risperidone group had a significantly
higher proportion of patients presenting with a mixed
mood state (defined as meeting criteria for current mania
or hypomania and current depression on the MINI [59%
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Table 1
Baseline characteristics of patients.

Risperidone (n=54)

Placebo (n=57)

N % N %
Bipolar I Disorder 48 88.9 49 86.0
Bipolar II or NOS Disorder 6 11.1 8 14.0
Mood Episode at Study Entry?
Current euthymia 2 3.7 2 35
Current hypomania/mania 6 11.1 10 17.5
Current mixed state 32 59.3 23 40.4
Current depressive episode 14 259 22 38.6
Panic Disorder, Life 45 83.3 35 61.4
Generalized Anxiety Disorder 45 83.3 53 92.9
Female 36 66.7 35 61.4
Race, White 43 79.6 49 85.9
Employed full time 22 40.7 23 40.3
Past outpatient treatment 33 61.2 39 71.7
Past psych. hospitalization 14 259 15 26.3
Prior benzodiazepine use® 2 3.7 6 10.5
Prior mood stabilizer or antidepressant® 3 5.5 4 7.0
Past suicide attempt(s) 16 29.6 17 29.8
Mean=+SD Mean+SD
Age, yrs 35.1+412.4 38.4+12.8
Age of onset of symptoms 16.4+10.4 19.3+£11.8
Duration of illness (yrs/median) 17.9+12.5 19.3+12.6
CGI-Severity 4.5+0.5 4.4+0.6
Hamilton Anxiety Scale 24.5+£9.5 22.2+9.1
Sheehan Panic Scale 50.6+24.2 43.1£24.0
Inventory of Depressive Symptoms 31.9+11.3 31.2+11.5
Young Mania Rating Scale 12.5+6.1 10.9+6.5
Sheehan Disability Scale (work) 5.7+2.8 53+33
Sheehan Disability Scale (social) 6.2+2.6 5.543.0
Sheehan Disability Scale (family) 6.2+2.7 55429
Days missed work —past week © 0.9+1.6 1.4+2.1
Days underproductive—past week © 23423 28422
Abnormal Voluntary Movement Scale 0.48+1.6 0.47+1.6
Simpson Angus Scale 0.04+0.2 0.12+£0.4
Barnes Akathisia Scale 1.2+1.8 1.0+1.7

? Defined using current episode on MINI (Euthymic=meeting criteria for past mania or hypomania but not for current mania, hypomania, or
current depression; Hypomanic/Manic=meeting criteria for current mania or hypomania but not for current depression; Mixed State=meeting criteria
for current depression and current mania or hypomania; Depressed =meeting criteria for current depression but not for current mania or hypomania.

® Past 30 days only. All subjects were free of medication in the 7 days before randomization.

¢ For patients employed full or part time.

vs. 40%, chi square=3.9, p<0.05], and a higher
proportion of patients with a lifetime history of panic
disorder compared to the placebo group [83% vs. 61%,
chi-square=6.6, p<0.01]). The two groups were other-
wise well matched on demographic and clinical
characteristics at the start of treatment.

3.2. Study completion

One hundred and eleven patients were enrolled and
randomized to receive risperidone (n=54) or placebo

(n=57). Twenty-seven risperidone-treated patients
(50%) and 36 placebo-treated patients (63%) com-
pleted 8 weeks of treatment. Nine randomized patients
(5 on risperidone and 4 on placebo) did not return for
a post baseline visit and were not included in the
LOCF efficacy analysis. The mean+sd time to
discontinuation for those who withdrew early was
2.3+1.6 weeks for risperidone and 2.1+1.5 for
placebo. The most common reasons for early dis-
continuation were lack of efficacy and failure to return

(Fig. 1).
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Randomized (n=111)

Risperidone (n=54)
No post-baseline data (n=5)

Safety population (n=49)

Modified ITT population (n=49)

Adverse events (n=2)
Failed to return (n=9)
Lost to follow up (n=4)
Other reason (n=1)
Protocol violation (n=0)
Lack of efficacy (n=11)

Completed (n=27)

Placebo (n=57)
No post-baseline data (n=4)

Safety population (n=53)

Modified ITT population (n=54)

Adverse event (n=1)
Failed to return (n=5)
Lost to follow up (n=2)
Other reason (n=0)
Protocol violation (n=2)
Lack of efficacy (n=11)

Completed (n=36)

Fig. 1. Study flow chart.

3.3. Study medication and dosage

The mean+sd dose of risperidone was 1.6+0.5 mg/
day at the end of the second week, 2.7+1.1 mg/day at
the end of week 5, and 2.5+£1.1 mg/day at the end of
week 8. At week 8§ or study termination, 18 patients
(37%) were taking <2 mg/day, 22 (45%) were taking 2—
3 mg/day, and 9 (18%) were taking 4 mg/day. Ten
patients (5 on risperidone and 5 on placebo) had study
prescribed lorazepam (0.25—2 mg prn in week 1 and/or
0.25—1 mg prn in week 2).

10
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Fig. 2. Mean Clinician Global Improvement Scale for Anxiety (CGI-
21 Anxiety) scores for risperidone and placebo.

3.4. Primary outcome measure

3.4.1. Clinician-rated global improvement in anxiety
(CGI-21 Anxiety)

Almost half of the patients who had at least one post
baseline visit (48/102) showed a 50% improvement on
the CGI-21 Anxiety. However, repeated measures
ANOVA failed to show any significant difference
between risperidone and placebo in improvement on
this scale (Fig. 2).
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Fig. 3. Mean Hamilton Anxiety Scale scores for risperidone and
placebo.
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Fig. 4. Mean Sheehan Panic Scale scores for risperidone and placebo.

3.5. Secondary outcome measures

3.5.1. Other anxiety ratings

As shown in Figs. 3 and 4, patients on risperidone
showed improvement on the HAM-A and SPS scales.
However, the improvement on risperidone was not
significantly different from placebo on repeated mea-
sures ANCOVA.

3.6. Depression and mania symptom ratings

There were no significant differences between
treatments in improvement on any of the depression or
mania symptom measures. On the repeated measures
ANCOVA of LOCEF, the IDS score showed a decrease
from a mean+sd of 32.1+11.4 to 26.5£15.7 on
risperidone and from a mean+sd of 31.2+11.8 to
19.5+£12.7 on placebo. Although the time effect was
significant (p<0.0001), the group and group by time
effects were not. In addition, significant group differ-
ences were not found on the repeated measures
ANCOVA of CGI-BP scores for mania or depression.

3.7. Disability

The risperidone group did not improve more than
placebo on any of the disability measures. Mean+sd
decreases from baseline to LOCF endpoint on the work,
social, and family disability subscales of the SDS and the
total SDS scores were 1.7+3.7, 2.0+£3.8, 1.9+£3.7 and
5.4£10.0 for risperidone and 1.8+4.0,2.44+3.9,2.4+.9
3 and 7.4+11.3 for placebo. Corresponding decreases
for days missed from work and days underproductive at
work were 0.40+2.1 and 1.5+2.1 for risperidone and
0.46+2.1 and 1.3+2.7 for placebo. These differences
were not statistically significant on the repeated
measures ANCOVA.

100
% I Placebo
75 1 M Risperidone
50 4
25
0 -

CGl-21 PGI-21 HAM-A  SPS YMRS IDS CGI-BP CGI-BP
Anxiety Anxiety Mania Depression

Fig. 5. Responder analysis (% with > 50% improvement).

3.8. Responder analysis

As shown in Fig. 5, the percentages of patients with a
50% improvement were similar for both treatment
groups for the primary and all secondary efficacy
measures. There was no indication of a dose response
relationship. Among completers at week 8, the mean+sd
risperidone dose for the 11 patients with at least a 50%
improvement on the HAM-A was similar to that for the
16 patients without such an improvement (2.6+1.0 mg/
day vs. 2.4+1.2 mg/day). Corresponding risperidone
doses for responders and nonresponders on the LOCF
analysis were 2.3+ 1.0 mg/day and 2.2+ 1.2 mg/day.

3.9. Panic disorder subgroup analysis

Overall, improvement on the CGI-21 and HAM-A was
similar for patients with and without panic disorder.
However, within the panic disorder subgroup, placebo-
treated patients with lifetime panic disorder had sig-
nificantly lower mean+sd endpoint HAM-A scores
compared to those on risperidone (11.9£9.1 vs. 18.4+
10.7, p<0.007) and also showed a trend towards greater
improvement on the CGI-21 (4.3+5.2 vs. 2.1£5.0,
p<0.07).

3.10. Benzodiazepine use

All 8 patients who reported receiving benzodiaze-
pines in the month before baseline withdrew early, 2
between baseline and week 1 and the remainder by week
4. Of the 10 patients administered protocol approved
benzodiazepines in the first two weeks of the study, 7
(all 5 on risperidone and 2 of 5 on placebo) dropped out
by week 4. Overall, mean+sd HAM-A improvement for
risperidone patients with and without benzodiazepine
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Table 2
Adverse events.

Risperidone (7=54)  Placebo (n=57)

% %
Headache 30 33
Drowsiness 19 9
Sedation 6 5
Fatigue 4 4
Insomnia 4 5
Nausea 9 12
Diarrhea 4 11
Dry Mouth 9 11
Muscle stiffness, tension, 7 9

aches

Dizziness 6 4

use in the month prior to study entry and/or in the first
two study weeks was similar (8.5+8.2 vs. 7.5£9.0).

3.11. Adverse events

Two patients on risperidone discontinued treatment
due to an adverse event: 1 because of pregnancy and 1
because of an episode of heightened anxiety and anger.
In addition, one placebo-treated patient withdrew early
after complaining of multiple symptoms, including
“word slurring,” hair loss, and fluid retention. The
most common adverse events, reported by 5% or more
patients in each group, are shown in Table 2.
Drowsiness was the only adverse event that was two
or more times as frequent in the risperidone group.

3.12. Extrapyramidal symptom measures

Changes from baseline to endpoint in extrapyramidal
symptoms, as measured on the AIMS, SAS, and BARS
(LOCF analysis), were minimal and did not differ
significantly between risperidone and placebo. Mean
decreases were 0.47 for risperidone and 0.20 for placebo
on the AIMS and 0.02 for risperidone and 0.04 for
placebo on the SAS. Both groups had similar mean
increases on the BARS (0.79 for risperidone and 0.55
for placebo).

3.13. Vital signs, EKG, laboratory measures and weight

There were no statistically significant differences
between treatment groups in the frequencies of
categorical changes on vital signs, laboratory values,
or ECG. Mean+sd LOCF change in weight was
numerically higher on risperidone (4.7+6.7 Ibs.) than

placebo (1.7+6.7 lbs) (F=3.4, df=1, p=0.07). Mean
weight gain for completers was also higher on
risperidone (5.5+7.0 Ibs.) than placebo (2.6+7.4), but
was not statistically significantly different (F'=1.85,
df=1, p=0.17). Two patients (10%) on risperidone and
none on placebo had a > 7% increase in weight (p=0.15
Fisher’s Exact Test).

4. Discussion

Co-occurring anxiety and anxiety disorders have
been identified as significant impediments to recovery
in patients with bipolar disorder types I and II (Feske
et al., 2000; McElroy et al., 2001; Cassano et al., 1999;
Young et al., 1993). Nonetheless, the treatment of
comorbid anxiety disorders in bipolar disorder is largely
based on anecdotal reports and open clinical experience
(Perugi and Toni, 2004; Singh and Zarate, 2006).

To our knowledge, this is the first parallel-group,
double-blind, placebo-controlled trial of a second
generation antipsychotic with anxiety as the primary
target of treatment in patients with bipolar disorder and a
co-occuring panic disorder or GAD. The study failed to
show that risperidone was superior to placebo in
reducing anxiety on any of the efficacy measures over
8 weeks of treatment at the dose used, 0.5—-4 mg/day.
However, risperidone was well tolerated with only two
patients withdrawing from the study because of
medication related adverse events.

The findings may have been influenced by several
factors. First, the risperidone dose was in the low range
and it was titrated relatively quickly. It is possible that a
higher dose or a slower titration could have produced a
more optimal response in the risperidone group. Second,
patients were seen weekly which may have contributed
to a nonspecific positive response in the placebo group.
Third, the risperidone group had a higher percentage of
patients with panic disorder. Such patients may have a
poorer prognosis than those with GAD only. Indeed,
there is increasing evidence from genetic and epide-
miological research to suggest that bipolar disorder with
panic disorder may represent a distinct and more severe
phenotype or subtype within the bipolar spectrum
(MacKinnon et al., 1997, 1998, 2002, 2003; Rotondo
et al., 2002; Dilsaver et al., 2006; Nardi et al., 2007). If
this is the case, patients with a combination of panic
disorder and bipolar disorder may require a different
treatment than bipolar patients with anxiety or GAD but
without panic disorder. Fourth, risperidone treated
patients also had a higher rate of mixed states at study
entry. Patients with mixed states may have a poorer
prognosis than patients without such states (Gonzalez-
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Pinto et al., 2007). Risperidone may therefore not have
separated from placebo on some outcome variables
because the risperidone group was more severely ill than
the placebo group at baseline.

Our results with risperidone are inconsistent with
carlier analyses showing olanzapine, alone and
combined with fluoxetine, and quetiapine alone have
anxiolytic properties in bipolar depression (Hirschfeld
et al., 2006; Thase et al., 2006; Tohen et al., 2007).
Important differences in patient populations and study
design may account for these apparently discrepant
findings. However, it might also be possible that
risperidone has a different anxiolytic profile in bipolar
disorder compared with olanzapine and/or quetiapine
or that it does not have anxiolytic properties in bipolar
disorder complicated by GAD and/or panic disorder,
though the latter possibility should not be extended to
bipolar disorder with other anxiety disorders without
further research. One hypothesis to account for these
observations is that among second generation anti-
psychotics in bipolar disorder, anxiolytic properties
might be positively related to antidepressant properties
but negatively related to ability to cause extrapyrami-
dal effects. The former would be supported by our
findings that risperidone did not significantly reduce
depressive symptoms compared with placebo along
with the study by Nierenberg et al. (2006) showing
that this antipsychotic may not be effective in acute
bipolar depression. The latter possibility could be
supported by reports of higher rates of akathisia in
bipolar patients receiving high versus low potency
antipsychotic agents (Ghaemi et al., 2006b), since
akathisia can be associated with anxiety. It was not
supported, however, by our findings of low rates of
EPS in general and of akathisia in particular in patients
receiving risperidone.

5. Conclusions

Over an 8-week trial, risperidone monotherapy at
doses of 0.5—4 mg/day was not effective in the treatment
of bipolar disorder with GAD and/or panic disorder and
was possibly even less effective than placebo in those
with bipolar disorder and panic disorder. These findings
add to growing evidence that bipolar disorder with panic
disorder represents a distinct subgroup that may require
unique therapeutic strategies. Given the increased risk of
suicide in this population (Young et al., 1993; Valtonen
et al., 2005), additional research investigating other
second generation antipsychotics and mood stabilizers
in patients with bipolar disorder and a co-occurring
anxiety disorder should be a priority.
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