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Risperidone Safety and Efficacy

in the Treatment of Bipolar and Schizoaffective Disorders:

Results From a 6-Month, Multicenter, Open Study

Eduard Vieta, M.D., Ph.D.; José M. Goikolea, M.D.;
Barbara Corbella, M.D.; Antonio Benabarre, M.D.;
Maria Reinares, Ph.D.; Guadalupe Martinez, M.D.; Antonio Fernindez, M.D.;
Francesc.Colom, Ph.D.; Anabel Martinez-Aran, Ph.D.; and Carla Torrent, Ph.D.,
for the-Group for the Study of Risperidone in Affective Disorders (GSRAD)

Background: The goal of this study.was to
assess the efficacy and safety of risperidone.in
bipolar and schizoaffective disorders.

Method: 541 patients entered this‘Open, multi-
center, 6-month study. Patients were entered pro-
vided that they fulfilled DSM-IV criteriafor bi-
polar disorder or schizoaffective disorder, bipolar
type, during a manic, hypomanic, mixed, or de-
pressive episode. Risperidone was added to any
previous mood-stabilizing medication that the
patients were taking. Efficacy was assessed with
the Young Mania Rating Scale (YMRS), the
Hamilton Rating Scale for Depression (HAM-D),
the Positive and Negative Syndrome Scale
(PANSS), and the Clinical Global Impressions
scale (CGl). Extrapyramidal symptoms (EPS)
were assessed using the UKU Side Effect Rating
Scale.

Results: 430 patients completed the study.
Addition of risperidone produced highly signifi-
cant improvements (p < .0001) on the YMRS and
HAM-D at both 6 weeks and 6 months and on the
CGl and the scales of the PANSS at both 4 weeks
and 6 months. There was a significant reduction
in UKU total and subscale scores at 6 months.
The mean dose of risperidone was 3.9 mg/day.
There was no single case of new-emergent tardive
dyskinesia, and there was a very low incidence of
exacerbation of maniawithin the first 6 weeks
(2%). Adverse events were few and mostly mild,
the most frequent being EPS and weight gain.

Conclusion: This large study provides addi-
tional evidence that risperidone is effective and
well tolerated when combined with mood stabiliz-
ersin the treatment of bipolar disorder and
schizoaffective disorder, bipolar type. Previous
concerns about exacerbation of manic symptoms
were not confirmed.
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ecause of the wide spectrum of symptomatology,
complex psychiatric conditions such as bipolar dis-

order and schizoaffective disorder frequently need more
than one drug for adequate control.of symptoms. In bipolar
disorder, an antipsychotic drug-or an antidepressant is
commonly added to lithium or to another mood stabilizer
during acute phases,' and in schizoaffeetive disorder, the
combination of an antipsychotic and-an antidepressant
isusual practice.? However, combining somemedications
with lithium can cause problems with drug interactions
such as increased neurotoxicity®*; further, some of the
combinations commonly used are often ineffective.*® Tra-
ditional classification of medications as antipsychotic,
antidepressant, or mood stabilizing emphasizes one treat-
ment benefit to the exclusion of other important benefits.
Thus, in bipolar and schizoaffective disordersfor example,
control of psychotic/manic symptoms must go hand in
hand with treatment and prevention of affective symptoms.
Risperidone, a benzisoxazole compound, is a novel
antipsychotic drug with proven efficacy against both the
positive and negative symptoms of schizophrenia® It is
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generally well tolerated, with alow potential for extrapy-
ramidal and other adverse events.”® In addition to its effi-
cacy against psychotic symptoms, risperidone seemsto be
effective against affective symptoms (anxiety and depres-
sion) in schizophrenia.® Thus, it may have a broader effi-
cacy profilethan commonly thought, encompassing arange
of symptoms not normally associated with the term anti-
psychotic. Evidence for this contention comes from anum-
ber of studiesin both schizophrenia and bipolar disorder.

A number_of open-label studies,™*® 1 double-blind
study of monotherapy,*” and 2 still unpublished double-
blind add-on trials®®° suggest that risperidone is also ef-
fective and well tolerated in the treatment of the manic
phase of bipolar disorder. In an open-label study as ad-
junctive therapy in 15 'manic patients resistant to conven-
tional mood-stabilizing drugs; risperidone showed signifi-
cant improvements at 2 and 6 weeks.** A 6-month open
study by Ghaemi et al.” showed-that adjunctive risperi-
done was an effective antimanic therapy in bipolar pa-
tients who experienced “breakthrough” episodes despite
adequate dosage of conventional mood stabilizers such as
lithium and valproate. Risperidone was shown to be as ef-
fective as haloperidol and lithium in the'treatment.of 45
acutely manic patients in a double-blind study-by‘Segal et
al.Y In all 3 studies, risperidone was well tolerated, and
none of the patients experienced a worsening of their con-
dition. Finally, 2 still unpublished, randomized, placebo-
controlled studies on adjunctive risperidone to mood-
stabilizers have been performed.’®*® Both trials showed
active antimanic properties for the drug.

Inaddition to clinical studiesindicating abroad efficacy
profile, thereisbiochemical evidence that risperidone may
have antidepressant properties. A series of animal experi-
ments has shown that risperidone potently increases sero-
tonin (5-HT) availability in the frontal cortex, aproperty it
shares with many antidepressant drugs, such as the selec-
tive serotonin reuptake inhibitors (SSRIS).?# It is sug-
gested that this enhanced 5-HT output may be of particular
relevance for the treatment of schizophrenia when associ-
ated with depression, and of schizoaffective disorder.

Taking these 3 lines of evidence together, we conducted
alarge, multicenter, open study to further assess the effi-
cacy and safety of risperidone in the treatment of schizoaf-
fective and bipolar disorders. Preliminary 6-week results
from 1 subsample of patients taken from this study have
previously been reported.?? With this longer follow-up, we
tried to address not only the long-term efficacy of treatment
with risperidone, but also the safety, as some concerns have
been raised about risk of tardive dyskinesia and induction
or worsening of mania with risperidone treatment.?

METHOD

Five hundred forty-one patients with bipolar disorder or
schizoaffective disorder entered the study after receiving a
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full explanation of the procedure and giving their written
informed consent to take part. Criteriafor inclusion were
aDSM-IV? diagnosis of amanic, hypomanic, depressive,
or mixed episode, a need for antipsychotic treatment as
assessed by the investigator on the basis of his or her ex-
perience, and aYoung Mania Rating Scale (Y MRS)® score
of 20 points or more for manic patients and 7 points or
more for hypomanic, mixed, and schizoaffective patients.
Depressed patients had to score higher than 17 on the Ham-
ilton Rating Scale for Depression (HAM-D).% Diagnosis
was assessed by means of a checklist of DSM-IV criteria
for bipolar disorder or schizoaffective disorder, bipolar
type, and mania, hypomania, mixed episode, or major de-
pression. Risperidone was given in combination with lith-
ium, anticonvulsants, and antidepressantsin doses accord-
ing to clinical response and tolerability. Antipsychotics
were not alowed except for risperidone. The addition of
another mood stabilizer was not allowed, either, but mood
stabilizers could be tapered after remission of the index
episode, according to the decision of the clinician. Antide-
pressants could be added throughout the 6-month follow-
up if the patient met DSM-IV criteriaat any point. There-
fore, the dose of existing medications was maintained
stable with clinical response to minimize the likelihood of
any carryover effect.

Measures used to assess the efficacy of medication were
the YMRS (for manic symptoms), the 17-item HAM-D
(for symptoms of depression),? the Positive and Negative
Syndrome Scale (PANSS, for psychotic symptoms),# and
the Clinical Global Impressionsscale (CGI).% The primary
efficacy variable was the magnitude of reductionin Y MRS
score, whichindicates an improvement in manic symptoms
for manic, hypomanic, and mixed patients. A responder
analysis was also-performed, with responders defined as
those patients:wha showed a 50% reduction in YMRS
scores from baseline'to’endpoint and a decrease in CGl
score of at least 2 points; except for purely depressed pa-
tients, who were defined according to a 50% reduction in
HAM-D score. Extrapyramidal-symptoms (EPS) were
measured using the UKU Side Effect)Rating Scale.”

The overall assessment period was 6 months; measure-
ments of YMRS and HAM-D scores' were performed
at baseline and then at weeks 1, 2, 4 (month 1), 6, 12
(month 3), and 24 (month 6; endpoint). The other measure-
ments of efficacy and tolerability (PANSS, CGI, UKU)
were performed at baseline and weeks 4, 12, and 24.
Analyses of efficacy were performed in an intent-to-treat
approach. Adverse events reported by the patients were
collected throughout the 6-month follow-up. To address
safety concerns about the risk of exacerbation of mania or
depression after theintroduction of risperidone, any manic
or depressive episode emerging within the first 6-week
follow-up was considered as potentially drug related, and
thisissueisreported and discussed in the Tolerability sec-
tion. Relapses or recurrences appearing after the 6-week
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Table 1. Patient Characteristics (N = 541)

Table 3. Reasons for Patient Discontinuation

Characteristic Value? Variable N %
Sex Eligible for evaluation 541 100.0
Male 249 (46.0) Early discontinuation 111 20.5
Female 292 (54.0) Lack of efficacy 30 55
Age, y, mean = SD (range) 40.1 + 12.6 (18-64) Lost to follow-up 22 4.1
Body mass index, kg/m?, 255+ 4.2 (16.1-45.7) Physician’s decision 22 4.1
mean + SD (range) Adverse event 16 3.0
Patient status Patient’s decision 7 1.3
Inpatient 189 (34.9) Patient moved 6 11
Outpatient 280 (51.8) Noncompliance 3 0.5
Day hospital 72 (13.3) Other 5 0.9
Occupationa status
Employed 219 (40.5)
Unemployed 34 (6.3)
gisfﬂb;ded l?g (34?;9) Table 4. Concomitant Drugs
o e o 58:7; Baseline (N = 541) Month 6 (N = 430)
Students 23 (4.3) Drug N % N %
Other 11 (2.0) None 114 21.1 75 17.4
Al values shown as N (%) unless spegified otherwise. Lithium 195 36.0 155 36.0
Carbamazepine 60 11.1 48 11.2
Valproate 46 8.5 28 6.5
Antidepressants 34 6.3 33 7.7
. _ Lithium + carbamazepine 32 59 19 4.4
Table 2. Diagnoses (N = 541) Lithium + valproate 1 22 8 19
Diagnosis N % Lithium + antidepressants 25 4.6 30 7.0
Schizoaffective disorder, bipolar type 183 33.8 Lithium + carbamazepine 2 0.4 4 0.9
Bipolar | disorder 299 55.3 + antidepressants
Bipolar Il disorder 45 83 Lithium + valproate 1 0.2
Bipolar disorder NOS 14 2.6 + antidepressants
Type of current episode Carbamazepine + valproate 1 0.2
Manic 249 46.0 Carbamazepine + 13 24 14 33
Mixed 31 5.7 antidepressants
Hypomanic 45 8.3 Carbamazepine + valproate 1 0.2 2 0.5
Depressed 33 6.1 + antidepressants
Schizomanic 183 33.8 Valproate + antidepressants 7 13 12 2.8

cut-off were also collected, and the rates at the endpoint
are discussed in the Efficacy section. These a priori defi-
nitions, though arbitrary, may be useful to separate psychi-
atric side effects from failures in prophylactic efficacy of
the treatment.

The study was performed by investigators who all had
previous experience in clinical trials and in the man-
agement of patients with schizoaffective disorder and bi-
polar disorder. Prior to beginning the study, the protocol
was presented at several meetings across Spain, and the
raters had to demonstrate their skills in the use of all the
measures.

RESULTS

Subjects

Of 598 patients recruited, 57 (9.5%) were excluded be-
cause they did not meet all the inclusion criteria, and 111
(20.5%) of the remaining 541 failed to complete the studly.
The majority of patients excluded were schizoaffective
patients presenting with acute, purely psychotic episodes.
The demographic characteristics of the 541 patients who
entered the study are shown in Table 1. Most patients
were suffering from either bipolar | disorder (N =299,
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55.3%) or.schizoaffective disorder, bipolar type (N = 183,
33.8%). Patients. diagnoses and type of current episode
are shown' in Table)2. The majority of patients (N = 503,
93.0%) were‘moderately to very severely ill at baseline
(Cal), and themean Y MRS score at baseline was 25.6. A
total of 430 patients completed the study. The reasons for
noncompletion are shown in Table 3.

Medications

Table 4 shows the concomitant drugs-patients received
in combination with risperidone at baseline and at 6
months. The most common drug prescribed. as mono-
therapy at baseline and month 6 was lithium. The most
common combination therapy at baseline waslithium plus
carbamazepine, but at month 6 was lithium plus antide-
pressants. The most commonly prescribed antidepressant
at baseline and at 6 months was venlafaxine (N = 17). The
mean + SD dose of risperidone at baseline was 4.0 + 2.9
mg/day and 3.9 + 2.6 mg/day at month 6. The mean dose
of risperidone used by subgroup was 4.3 + 2.8 mg/day for
manic patients, 4.0 = 2.9 mg/day for schizoaffective pa-
tients, 29+ 1.9 mg/day for patients with hypomania,
4.2 + 3.0 mg/day for patients with mixed episodes, and
1.6 = 2.3 mg/day for depressed patients.
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Figure 1. Change in Young Mania Rating Scale (YMRS)
Scores by Diagnostic Subgroup®

O Schizoaffective Disorder (N =183)
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p <.0001 vs. baseline for‘all groups at each subsequent visit except

for patients with depression (p < .05 vs. baseline at each subsequent
visit).

Figure 2. Change in Hamilton Rating Scale for Depression
(HAM-D) Scores by Diagnostic Subgroup®
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ip <.0001 vs. baseline for all groups at each subsequent visit.

Efficacy

Risperidone was associated with significant improve-
ments in all efficacy measures at 6 months. Moreover,
many of the scales showed significant improvements as
early as week 1. Mean scores on the YMRS decreased from
25.6 = 10.7 at baseline to 7.2 + 8.1 at week 4 and contin-
ued to decline to 2.4 + 4.6 at the endpoint at 6 months
(Wilcoxon signed-rank test: p < .0001). The decreases in
scores were significant from week 1 onward (Wilcoxon:
p <.0001). Figure 1 shows YMRS scores by diagnostic
subgroup from baseline to month 6. There was a signifi-
cant improvement from baseline at day 7 in all 5 groups
(Wilcoxon: p < .05 for patients with depression; p < .0001
for all the other diagnostic subgroups), and this was main-
tained at subsequent assessments. There was a significant
fall in scores throughout the study period (Friedman 2-way
analysis of variance: p <.0001) in the schizoaffective,
manic, hypomanic, mixed, and depressed patients.

Overall, mean HAM-D scores declined significantly
from 12.8 +7.9 at baseline to 4.1 +4.8 at 6 months
(Wilcoxon: p <.0001). This significance was apparent at
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Figure 3. Change in Positive and Negative Syndrome Scale
(PANSS) Total Scores
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Figure 4. Change in Scores on the Positive, Negative, and
General Psychopathology Subscales of the Positive and
Negative Syndrome Scale (PANSS)
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eyery visit from week 1 onward. Figure 2 shows scores
on the HAM-D from baseline to month 6 by diagnostic
group. In all 5 groups, there was a significant improve-
ment from baseline at day 7 (Wilcoxon: p <.0001), and
this was maintained ,at subsequent assessments. There
was a significant fallsin-scores throughout the study pe-
riod (Friedman: p < .0001).in the schizoaffective, manic,
hypomanic, mixed, and depressed patients.

Mean total scores on the PANSS declined from
719 +25.1 at baseline to 49:3)+19.1 at week 4
(Wilcoxon: p <.0001) and continued to,decline to 40.0 at
6 months (Friedman: p <.0001). Figure 3 shows the total
PANSS scores from baseline to month 6. At week 4, there
were statistically significant differences from/baseline in
all groups (Wilcoxon: p < .0001). This improvement con-
tinued in all groups to month 6 (Friedman: p <.0001).
Figure 4 shows the change on the positive, negative, and
general psychopathology subscales of the PANSS. As
with the total scores, there was a highly significant im-
provement from baseline to week 4 in all 3 subscales
(Wilcoxon: p <.0001), continuing to month 6 (Friedman:
p <.0001).

Figure 5 shows CGI scores from baseline to month 6
for the total population. There was a significant improve-
ment from baseline at week 4 (Wilcoxon: p <.0001) and
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Figure 5. Change in Clinical Global Impressions Scale (CGI)
Scores
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Figure 6. Change in UKU Side Effect Rating Scale Scores
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*p <.0001 vs. baseline.

a significant fall in scores throughout the study period
(Friedman: p <.0001).

Furthermore, according to CGl at baseline no patients
were completely free from symptoms, and only 5.1% of
patients were rated as “mildly ill.” At-endpoint, however,
44.3% of patients were showing no symptoms.of maniaor
depression and a further 30.2% of patients\were. mildly
ill.” This corresponded with a decrease in:the percentage
of severely and very severely ill patients fram 59.5% at
baseline to 10.2% at month 6.

Using an intent-to-treat analysis with response-defined
asa= 50% reductionin Y MRS score and at |east a 2-point
reduction in CGIl score, 76% of manic, schizomanic;
mixed, and hypomanic patients were considered respond-
ers and 24% of patients were considered nonresponders.
For depressed patients, a = 50% reduction in HAM-D
score was observed in 69%.

During the 6-month follow-up, 136 patients (25.1%)
experienced relapses into amood state different from that
at the start of the trial. Of these, at endpoint, 87 patients
(16.1%) had presented with a depressive episode, 39
(7.2%) met DSM-1V criteria for a manic episode, and 10
(1.8%), for amixed episode.

Tolerability

Risperidone waswell tolerated throughout the 6-month
study. Figure 6 shows the changes in EPS as measured
by UKU scores from baseline to month 6. Therewasasig-
nificant reduction in total scores at month 6 as compared
with baseline (Wilcoxon: p <.0001) and a significant
fall in scores throughout the study period (Friedman:
p <.0001). There were improvements on all subscale
scores, represented by significant reductions throughout
the study period in the dystonia, rigidity, hypokinesia, hy-
perkinesia, dyskinesia, tremor, and akathisia UKU sub-
scale scores. There were no cases of new-emergent tardive
dyskinesia.

Seventy-two nonextrapyramidal adverse events were
recorded in 46 (8.5%) of the 541 patients who received
trial medication, with 17 patients (3.1%) experiencing
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more than one event. These are shown in Table 5. The
most common were increasein weight (13 patients, 2.4%),
drowsiness (7 patients, 1.3%), impotence (4 patients,
0.7%), and dysarthria (4 patients, 0.7%). Of the 72 adverse
events, 23 (31.9%) were considered mild, 36 (50.0%) were
moderate, and 7 (9.7%) were severe. Six (8.3%) of the ad-
verse events were not classified in terms of severity.

Forty-seven adverse events (65.3%) were considered
probably or very probably related to the medication; for a
further 9 adverse events (12.5%), the relationship was
considered possible. The adverse effects considered very
probably due to the medication (11 events, 15.3%) were
impotence and hypotension (in 2 patients each) and som-
nalence, fatigue, tremor, dysarthria, palpitations, and ver-
tigo (in Lipatient each).

A total of 33 adverse events (45.8%) led to withdrawal
fromthe study: (16 patients, 3.0%). The most common rea-
sonsforwithdrawal were drowsiness (3 patients), increase
in weight”(3 patients), and vomiting (2 patients). In the
overall opinion. of the investigators, the tolerability of
medication in patients was generally excellent (51.5%) or
good (40.4%). There wasa'very low incidence of exacer-
bation of mania or depression. At 6-week cutoff, only 10
patients (1.8%) had experienced an exacerbation of manic
symptoms and 16 (3.0%) had experienced an early switch
into depression.

DISCUSSION

The results of this open study in 541 patients show that
risperidone at a mean dose of 3.9 mg/day was associated
with statistically significant improvementsin Y MRS scores
and that it is clinically effective when combined with con-
ventiona mood stabilizersfor the treatment of patientswith
bipolar and schizoaffective disorders. Risperidone waswell
tolerated; it was not associated with a significant increase
in EPS or tardive dyskinesia, and there were very few cases
of potential exacerbation of mania or depression.

Although the results of open-label studies should bein-
terpreted with caution due to the bias inherent in the de-
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Table 5. Most Common Adverse Events, Excluding Extrapyramidal

Symptoms (total N = 541)*

seen with the conventional neuroleptics®; it should
not precipitate mania, a common event that it is

believed to happen with certain antidepressants;
since it is commonly used in combination therapy,

Study
Relation to Withdrawal,
Reaction N (%) Severity Medication N (%)
Drowsiness 7 (1.3) 3 mild, 4 probable, 3(0.6)
1 moderate, 1 very probable
1 severe
Weight 13 (2.4) 5 mild, 2 possible, 3(0.6)
increase 5 moderate 8 probable
Dizziness 3(0.6) 1 mild, 1 remote, 2 (0.4)
2 moderate 2 probable
Impotence 4(0.7) 1 mild, 2 probable, 1(0.2)
2 moderate, 2 very probable
1 severe
Hypotension 3 (0.6) 1 mild, 1 probable, 1(0.2)
2 moderate 2 very probable
Vomiting 3(0.6) 1 mild, 3 probable 2 (0.9
L-moderate,
1 severe
Dysarthria 4 (0.7) 1 mild, 1 possible, 2 (0.4)
3 moderate 1 probable,
1 very probable
Other 4 (0.7) 2 moderate, 1 remote, 4 (0.7)
2 severe 2 probable,
1'very probable

it should not cause problems with drug interac-
tions*"; it should be well tolerated in both short-
and long-term use; and it should not adversely affect
the patient’s quality of life by causing disabling or
stigmatizing adverse events such as EPS, tardive
dyskinesia, or oversedation.

The results from our study suggest that risperi-
done might have the properties of amood stabilizer
in the treatment of schizoaffective disorder and bi-
polar disorder. Of course, such an assumption would
be much more strongly supported by adouble-blind,
randomized long-term trial comparing risperidone
with placebo and/or lithium. However, within the
limitations of an open-label study, there was clear
evidence of efficacy against mania as measured by
the YMRS and against depression as measured by

@A total of 72 nonextrapyramidal adverse eventswere experienced. Severity
was not specified for 6 of the 72 events. A total of .33 adverse.events led to

study withdrawal; 10 patients attributed study withdrawal to.more than 1
event.

the HAM-D, together with efficacy in psychotic
symptoms as measured by the PANSS. The treatment
of one pole of the illness did not induce an early

sign, our results are supported by other open™¢’and
double-blind”"° studies in bipolar disorder which indi-
cate that risperidoneis effective against affective and par-
ticularly manic symptoms as well as being a proven anti-
psychotic. Furthermore, the multicenter design of our
study may have helped to mitigate against single investi-
gator bias. Another potential source of biasisthe fact that
patients were receiving concomitant mood stabilizers and,
in some cases, antidepressants in conjunction with risper-
idone. These mood stabilizers and antidepressants may
have been responsible for some or all of the improvement
in mood symptoms seen during the trial. However, pa-
tients may have been receiving their concomitant medica-
tion for an extended period of time prior to entering the
study, and there were no marked changes in the overall
percentage of patients taking each class of drug as the
study progressed. Therefore, the sudden marked improve-
ments in manic, depressive, and psychotic symptoms and
clinical impression were more likely to have been due to
the additional drug, i.e., risperidone.

Despite these reservations, the evidence from this and
previous studies indicates that risperidone is an effective
treatment for schizoaffective disorder and bipolar disor-
der and that it may exhibit some of the properties of a
mood stabilizer. A mood stabilizer for bipolar or schizoaf-
fective disorder should ideally have the following proper-
ties: it should possess clinical efficacy against the manic,
hypomanic, depressive, and mixed symptoms of the dis-
order; it should not precipitate depression asis sometimes

J Clin Psychiatry 62:10, October 2001

switch to the other, and at the endpoint, the rate of
recurrence was quite low (25%). The uncontrolled
design of the study does not alow for comparisons,
but from the literature we know that thisfigureis not high.*

In terms of tolerability, the level of EPS fell signifi-
cantly during treatment. This is in concordance with sev-
eral other reports that also found reductionsin EPS during
treatment with risperidone, even in patients who had not
previously. received other antipsychotic medication.***
There'was alow.level of other adverse events and, asin
other studies, theindications are that risperidone was well
tolerated when used in.combination with other drugs and
that it is free from troublesome drug interactions.** The
low rate of sexual dysfunction and galactorrhea, however,
might be influenced by the.tendency of some patients to
underreport such symptoms, either by a feeling of shame
or because of their ignorance abouta possible relationship
between the symptoms and the medication.

Tardive dyskinesia and EPS are unpleasant and can
even be life-threatening.** The favorable results with ris-
peridone in terms of very low levels of these)adverse
events suggest that risperidone is likely to have consider-
able benefits in terms of patient quality of life compared
with the conventional neuroleptics, which induce EPS and
tardive dyskinesiain ahigh proportion of patients™* lead-
ing to a high dropout rate* and yet are still widely used in
bipolar disorder.*** The benefits are likely to be espe-
cidly valuable in patients with bipolar disorder who, it is
thought, may be more prone to developing tardive dys-
kinesia #4647 However, a longer follow-up would be
needed to ensure that the risk for tardive dyskinesiais so
low with risperidone.
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Inthe past, it has been suggested that risperidone might
be associated with induction or worsening of mania in
some patients™®; however, at the end of the acute treatment
period, defined as the first 6 weeks after the introduction
of risperidone, only 1.8% of the patients were found to
have experienced exacerbation or induction of manic
symptoms. Given the fluctuating nature of schizoaffective
disorder and bipolar disorder, these symptoms were more
likely to be due to the course of theillness than to be drug
induced. Furthermore, previous studies have suggested that
the risk of induced mania with risperidone is probably no
greater than with-any other antipsychotic.!%*24-

The mean dose at-endpoint of 3.9 mg/day that was used
in this study is very-similar to the target dose of 1 to 4
mg/day recommended in’various reports.’?*®44 Thjs is
interesting since no target dose was indicated to the inves-
tigators at the beginning of the study, and therefore it sup-
ports from a naturalistic perspective the validity of those
recommendations.

The efficacy of risperidone against depression, as shown
by improvementsin HAM-D scores, may berelated to its
property of increasing availability of (5-HT\in the frontal
cortex.?! However, one should keep in mind that.several
patients were taking antidepressants at the same time;

Risperidone is classified as an antipsychotic ands in-
dicated for the treatment of schizophrenia. Thislarge,long-
term study supports that risperidone is also effective in
reducing the manic, hypomanic, depressive, mixed, and
psychotic symptoms of bipolar disorder and schizoaffec-
tive disorder. Risperidone was also found to be safe and
well tolerated, with no evidence of induction of tardive
dyskinesia, life-threatening EPS, or significant worsening
of mania

In conclusion, in thislarge, 6-month study, risperidone
has shown clinically and statistically significant efficacy in
the treatment of mania, hypomania, depression, and mixed
and psychotic symptoms in patients with bipolar and
schizoaffective disorders. Despite the limitations inherent
to the open design, thislarge naturalistic study suggeststhat
risperidone may be a valuable option for the treatment of
bipolar disorder and schizoaffective disorder. Evidence-
based medicine that derives from studies of patient pop-
ulations selected to gain marketing approval for new
psychopharmacologic drugs is increasingly distinct from
the experience of treating patients in clinical psychiatric
practice.® Thus, observational studies give worthy comple-
mentary information about the efficacy and safety of psy-
chiatric treatments in the real world. The effectiveness of
risperidone in the treatment of bipolar spectrum disorders
shown in this study might be indicative of mood-stabiliz-
ing properties, although long-term, controlled clinical tri-
als are needed to confirm this suggestion.

Drug names: carbamazepine (Tegretol and others), haloperidol (Haldol
and others), risperidone (Risperdal), venlafaxine (Effexor).
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