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In a naturalistic study of the ef-
fectiveness of atypical antipsy-
chotics for the long-term outpa-
tient treatment of persons with
severe and persistent mental ill-
ness, 19 patients began taking
risperidone and were prospec-
tively evaluated. Nine patients
dropped out of risperidone treat-
ment before three months; four
of them later responded to cloza-
pine. The ten patients who com-
pleted the study on risperidone
were less severely ill at baseline.
Three completers with unremit-
ting negative symptoms required
a combination of risperidone and
typical antipsychotics. The results
suggest that risperidone is effec-
tive for about half of patients with
severe and persistent mental ill-
ness. Very ill patients who are not
responsive to risperidone or com-
bined antipsychotic therapy will
likely benefit from clozapine.
(Psychiatric Services 50:1084–
1086, 1999)

The introduction of atypical an-
tipsychotics, including clozapine,

risperidone, olanzapine, and quetia-

pine, has improved the treatment of
patients with chronic psychotic disor-
ders. Clozapine has been shown to
improve positive and negative symp-
toms and impaired cognition among
patients with treatment-resistant
schizophrenia (1,2). In addition, it has
been associated with relapse-free
community survival and improved
psychosocial functioning at two-year
follow-up (3).

Risperidone, olanzapine, and que-
tiapine also have proven efficacy
against positive and negative symp-
toms in inpatient and outpatient
treatment settings (4–9). However,
their efficacy in outpatient mainte-
nance treatment of patients with se-
vere and persistent mental illness is
not as well understood (7). The study
reported here examined the effect of
risperidone in outpatient mainte-
nance treatment.

Methods
Subjects were 19 Caucasian men and
women aged 18 to 65 years with a
DSM-III-R diagnosis of schizophre-
nia or schizoaffective disorder. They
were recruited from the day treat-
ment program of a state hospital in
New York State during a 16-month
period in 1994–1996. All 19 suffered
from treatment-resistant conditions,
and all experienced persistent posi-
tive and negative symptoms despite
multiple trials of standard antipsy-
chotic agents, including adjunctive
pharmacotherapy with antidepres-
sants and mood stabilizers.

The patients were started on
risperidone, and their doses were
titrated slowly upward while their
doses of standard antipsychotic med-

ication were gradually decreased, to
discontinuation if possible. Adjunc-
tive medication, such as antidepres-
sants and mood stabilizers, was grad-
ually reduced to the lowest mainte-
nance dose or was discontinued. The
treatment team made medication de-
cisions based solely on clinical consid-
erations.

The patients were assessed at base-
line and every three months for up to
14 months using the Brief Psychiatric
Rating Scale (BPRS), the Schedule
for the Assessment of Negative Symp-
toms (SANS), the Clinical Global Im-
pression Scale (CGI), and the Abnor-
mal Involuntary Movement Scale
(AIMS). All assessments were per-
formed by the first author. Patients
needed to complete a minimum fol-
low-up time of three months to be
considered a study completer.

Numerical values are presented as
means with standard error of the
mean (SEM). Statistical analysis was
done using the two-tailed Wilcoxon’s
signed rank test with the Bonferroni
correction factor for multiple tests on
the same data set.

Results
Of the 19 subjects, nine did not com-
plete the study. Four dropped out
due to psychotic relapse, four due to
side effects, and one due to treatment
noncompliance. All dropped out be-
fore the first outcome testing was per-
formed at three months.

At baseline, the mean±SEM age of
the nine patients who did not com-
plete the study was 36.6±2 years. Five
of the patients were male, and four
were female. They had been ill for a
mean of 17.3±1.2 years. The ten
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study completers—eight men and
two women—had a mean±SEM age
of 37.1±2.8 years. They had been ill
for a mean of 19.2±1.7 years.

Compared with the ten patients
who completed the study, the non-
completers had been hospitalized
twice as often—a mean of 17 hospi-
talizations, compared with eight for
the completers. The noncompleters
also exhibited more severe symptoms
at baseline (see Table 1). Their base-
line mean CGI score of 6.4 was in the
range for severely ill to most extreme-
ly ill patients, and their scores on the
SANS subscales for avolition-apathy
and for attention were in the marked
range, indicating severe negative
symptoms. The two groups did not
differ in dosage of medication in
chlorpromazine equivalents at base-
line (1,111±351 mg for the noncom-
pleters and 1,337±418 mg for the
completers). However, both groups
had substantial prior exposure to neu-
roleptics. The difference in AIMS
scores between baseline and the end
of the study shown in Table 1 reflects
the fact that the group of treatment
completers included all patients in
the sample who had tardive dyskine-
sia at baseline.

Of the four noncompleters who ex-

perienced psychotic relapse, three
improved on clozapine, as evidenced
by a reduction in BPRS scores of 20
percent or more. One had previously
taken clozapine and relapsed early in
the risperidone titration period. The
fourth patient was rehospitalized for
six months and needed high doses of
depot prolixin with atypical-antipsy-
chotic augmentation.

Four other noncompleters experi-
enced side effects. Of the two with
akathisia, the first did well when re-
turned to the typical antipsychotic
she had taken before the risperidone
trial. The second was placed on cloza-
pine, developed neuroleptic malig-
nant syndrome during titration, and
was medically hospitalized. Use of a
typical antipsychotic plus increased
support allowed the patient to
achieve tenuous outpatient stabiliza-
tion. A third patient, who experienced
vomiting when placed on risperidone,
did well when returned to his pre-
risperidone therapy. The fourth pa-
tient, who was allergic to risperidone,
responded to clozapine, as evidenced
by a reduction in the BPRS score of
20 percent or more.

The ninth patient who did not com-
plete the study was noncompliant
with treatment and was hospitalized.

It is important to note that the two
patients who did well when returned
to their typical antipsychotic thera-
pies were less severely ill than the
other seven noncompleters.

Outcome testing for the ten com-
pleters indicated significant improve-
ment over baseline in the BPRS
score, SANS subscale scores (except
for avolition-apathy), and the CGI
(see Table 1).

The total dose of risperidone pre-
scribed was 4 mg to 12 mg per day
(mean of 8.2±.7 mg) administered in
two divided doses. Patients on risperi-
done experienced diminished ex-
trapyramidal symptoms, leading to a
decreased need for or discontinuation
of anticholinergic agents. Among treat-
ment completers, weight gain—of 5 kg
or less—was the only significant side
effect. Of the four completers who
used adjunctive antidepressant or
mood stabilizer medications before the
study, only one required an antidepres-
sant with risperidone.

Three of the ten completers re-
quired adjunct typical antipsychotics.
These patients tended to be more ill
at baseline and less responsive to
pharmacotherapy, especially as evi-
denced by their score on the SANS
avolition-apathy subscale.

TTaabbllee  11

Mean scores on measures of symptoms of treatment noncompleters at baseline and of completers at baseline and endpoint
in a long-term outpatient trial of risperidone

Completers on ris-
Noncom- Completers on ris- peridone plus typic-
pleters at All completers (N=10) peridone only (N=7) al antipsychotic (N=3)
baseline
(N=9) Baseline Endpoint Baseline Endpoint Baseline Endpoint

Measure Mean SEM Mean SEM Mean SEM Mean SEM Mean SEM Mean SEM Mean SEM

Abnormal Involuntary
Movement Scale1 — — 2.7 .9 1.7 .9 — — — — — — — —

Clinical Global Impression Scale2 6.4 .2 4.6 .2 2.8 .1 — — — — — — — —
Brief Psychiatric Rating Scale3,4 57.8 4.8 50.3 2.8 37.5 1.5 49.7 3.8 35.6 1.5 49.3 6.7 42.7 2.3
Schedule for the Assessment of 
Negative Symptoms subscales5

Affect3 3.4 .2 3.1 .4 1.8 .3 2.7 .6 1.6 .3 4.0 .0 2.3 .7
Alogia3 4.2 .3 3.9 .2 2.3 .3 3.7 .3 2.1 .3 4.3 .3 2.7 .3
Avolition-apathy 4.6 .2 3.4 .3 3.0 .3 3.3 .4 3.0 .3 3.7 .3 3.3 .3
Anhedonia-associality3 4.1 .3 3.5 .2 2.5 .2 3.6 .2 2.4 .2 3.3 .3 2.7 .3
Attention3 4.0 .2 2.6 .3 1.0 .3 2.3 .3 .9 .3 3.3 .7 1.3 .3

1 Scored on a scale from 0 to 28; higher scores indicate more numerous and severe abnormal involuntary movements.
2 Scored on a scale from 1 to 7; higher scores indicate more severe symptoms.
3 Significant difference between baseline and endpoint for all completers (p≤.05, two-tailed, Wilcoxon’s signed rank test)
4 Scores can range from 1 to 133; higher scores indicate more severe symptoms.
5 Subscale scores can range from 0 to 5; higher scores indicate more severe negative symptoms.
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Discussion
This naturalistic study found that
risperidone was effective in reducing
both positive and negative symptoms
in long-term maintenance treatment
of about half of a sample of 19 pa-
tients with severe and persistent
mental illness. Although the bulk of
improvement in negative symptoms
for these patients occurred within the
first three months, gradual improve-
ment continued for 14 months. Posi-
tive symptoms improved over the first
three months. No further improve-
ment occurred thereafter.

The risperidone-only group, which
had significant but not severe posi-
tive and negative symptoms at base-
line, improved in both spheres. Pa-
tients who received risperidone plus
typical antipsychotics improved as
well but not to the same extent.
These patients had more severe neg-
ative symptoms at baseline, particu-
larly avolition-apathy, which re-
mained marked despite vigorous
pharmacotherapy. Finally, noncom-
pleters were the most ill and showed
the poorest response to risperidone.
These findings are consistent with
the known association between in-
creasing levels of symptom severity,
particularly of negative symptoms,
and poorer outcome (10).

Risperidone appears to have a low
incidence of tardive dyskinesia and
may reduce preexisting tardive dyski-
nesia (4). In the study reported here,
the AIMS score diminished in the
risperidone-only group (all patients
with tardive dyskinesia were in this
group). Because the abnormal move-
ments measured by the AIMS im-
proved within the first three months
of the study, the improvement is
more likely secondary to withdrawal
of the typical antipsychotic than to a
direct effect of risperidone. Never-
theless, the absence of de novo emer-
gence, or worsening, of preexisting
tardive dyskinesia argues for consid-
eration of the use of risperidone in
treatment of patients with tardive
dyskinesia who are being maintained
on typical antipsychotics.

The shortcomings of this study in-
clude its modest sample size and the
absence of a blind rater and a distinct
control group, although patients
served as their own control subjects.

Conclusions
Risperidone is effective for long-
term treatment of patients with seri-
ous and persistent mental illness
that is treatment resistant. Its use is
associated with improvement in
both positive and negative symp-
toms as well as in preexisting tardive
dyskinesia. In addition, risperidone
may be less likely to produce tardive
dyskinesia, compared with typical
antipsychotics. Risperidone is rec-
ommended for patients with moder-
ately high levels of positive and neg-
ative symptoms, particularly if vigor-
ous trials of standard antipsychotics
have been ineffective, and for pa-
tients with tardive dyskinesia. For

patients with more substantial nega-
tive symptoms, combined pharma-
cotherapy may be helpful, provided
tardive dyskinesia is absent. Howev-
er, for patients with severe positive
and, especially, negative symptoms,
clozapine continues to be the gold
standard, and a trial of clozapine is
warranted for the most impaired,
chronically psychotic patients.

This pilot study suggests the need
for larger studies to test the effective-
ness—as opposed to the efficacy—of
the atypical agents such as risperi-
done, olanzapine, and quetiapine in
the long-term treatment of patients
with serious and persistent mental ill-
ness. ♦
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