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Objective: The first episode of psychotic
illness is a key intervention point. The ini-
tial experience with medication can affect
willingness to accept treatment. Further,
relapse prevention is a treatment corner-
stone during the first years of illness be-
cause active psychotic illness may affect
lifetime outcomes. Thus, initial treatment
of active symptoms and subsequent re-
lapse prevention are central goals of
pharmacotherapy. This study compared
long-term effectiveness of risperidone
versus haloperidol in first-episode psycho-
sis patients.

Method: First-episode psychosis patients
(N=555, mean age=25.4 years) partici-
pated in a double-blind, randomized,
controlled flexible-dose trial that com-
pared risperidone (mean modal dose=3.3
mg) and haloperidol (mean modal dose=
2.9 mg). The median treatment length
was 206 days (maximum=1,514).

Results: Positive and Negative Syndrome
Scale scores and Clinical Global Impres-
sion ratings improved significantly rela-
tive to baseline, with no significant differ-
ences between groups. Three-quarters of
the patients achieved initial clinical im-

provement, defined as >20% reduction in
total Positive and Negative Syndrome
Scale score. However, among those who
achieved clinical improvement, 42% of
the risperidone group experienced a re-
lapse compared with 55% of the haloperi-
dol group. The median time to relapse
was 466 days for risperidone-treated sub-
jects and 205 days for those given halo-
peridol. These differences were statisti-
cally significant based on Kaplan-Meier
survival analysis. Adverse effects distin-
guished the treatments: there were sig-
nificantly more extrapyramidal signs and
symptoms and adjunctive medication use
in the haloperidol group and greater pro-
lactin elevation in the risperidone group.
There was less weight gain with haloperi-
dol initially but no significant differences
between groups at endpoint.

Conclusions: Relatively low doses of an-
tipsychotic drugs lead to significant symp-
tom amelioration in the majority of first-
episode psychosis patients. In the long
term, risperidone prevents relapse in more
patients and for a longer time and also
induces less abnormal movements than
haloperidol.

(Am J Psychiatry 2005; 162:947–953)

Following the first episode of psychosis, treatment with
antipsychotic medication is associated with rapid im-
provement of symptoms in a majority of individuals (1–7).
First-episode patients appear to respond to relatively low
doses of antipsychotic medication (4, 8) and manifest high
sensitivity to extrapyramidal signs and symptoms (9). Un-
fortunately, because of the chronic undulating course of
psychosis in schizophrenia, the majority of first-episode
patients experience a relapse within the first year after
clinical improvement or remission, either because of
medication discontinuation or despite continuous treat-
ment (10). Although treating acute symptoms and pre-
venting relapse are important at any time during the ill-
ness and at any age, it is particularly critical in adolescents
and young adults and during the first few years of the ill-
ness. This is because the illness may be more active in the
initial phases, with frequent and distinct cycles of remis-
sion and exacerbations (4). Also, late adolescents and early
adulthood are critical years for social and vocational de-
velopment. Hence, illness control might have an impact

on life-long outcomes. Reducing the number of relapses
and increasing the time spent with few or no symptoms is
therefore a major goal of pharmacological treatment.

A number of meta-analyses have tried to determine to
what extent the novel antipsychotics are superior to the
older-generation antipsychotics (11, 12), specifically in
terms of maintaining symptomatic improvement (13) and
preventing relapse (14). A previous trial designed to com-
pare the efficacy of risperidone versus haloperidol in
preventing relapse in stable outpatients with chronic
schizophrenia or schizoaffective disorder (15) reported sig-
nificantly fewer occurrences of relapse with risperidone
and after a significantly longer time of treatment. Patients
treated with risperidone were about half as likely to experi-
ence relapse than those treated with haloperidol. The cur-
rent study compared the efficacy of risperidone and halo-
peridol in preventing relapse in first-episode psychosis
patients. We also compared long-term symptom efficacy
and adverse effect profiles of the medications.
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Method

The study, sponsored by Johnson & Johnson Pharmaceutical
Research and Development, enrolled patients in 11 countries be-
tween November 1996 and January 2000 with planned treatment
until the last enrolled participant completed 2 years of treatment.
The study was conducted in accordance with good clinical prac-
tice after it was approved by the local institutional review boards.

Subjects

Consenting 16–45-year-old patients were enrolled into the trial
if they 1) met Structured Clinical Interview for DSM-IV criteria for
schizophrenia, schizophreniform disorder, or schizoaffective dis-
order for no more than 1 year during which period they had no
more than two psychiatric hospitalizations for psychosis; and 2)
had less than 12 weeks of cumulative exposure to antipsychotics
and required antipsychotic treatment upon enrollment into the
trial. Patients were excluded from the trial for any of the following
reasons: 1) meeting DSM-IV criteria for another axis I diagnosis,
including substance dependence or abuse; 2) needing another
nonantipsychotic psychotropic medication at enrollment; or 3)
having a serious or unstable medical illness.

Study Design and Procedures

Before entering the study, subjects provided informed consent
after the procedure had been fully explained. Subjects admitted
to this double-blind trial were randomly allocated to receive ei-
ther risperidone or haloperidol according to a 1:1 randomization
scheme balanced by site. Before administration of trial medica-
tion patients had a 3–7-day drug washout period that was waived
for extremely ill patients. Subjects in both treatment groups
started with a once daily dose of 1 mg that could be increased to 2
mg/day on day 4 and thereafter by 1 mg/day each week, up to a
maximum daily dose of 4 mg. In exceptional cases (i.e., subjects
showing insufficient response in whom not more than mild ex-
trapyramidal signs and symptoms were observed at 4 mg/day),
the dose could then be increased further by 1 mg a week up to a
maximum daily dose of 8 mg. Concomitant psychotropic medica-
tions allowed were those addressing extrapyramidal signs and

symptoms; chloral hydrate, zolpidem, or flurazepam for sleep;
and lorazepam for agitation.

Assessments

Outcomes were measured in five domains: 1) relapse, 2) psy-
chopathology, 3) safety, 4) quality of life, and 5) neurocognitive
functioning (the latter two are reported in separate manuscripts).
Psychopathology was assessed using the Positive and Negative
Syndrome Scale (16) and Clinical Global Impression (CGI) sever-
ity and change scales (17).

Relapse was examined among patients who reached clinical
improvement (decrease of more than 20% on total Positive and
Negative Syndrome Scale score) and was defined according to
Csernansky et al. criteria (15) as any one of the following occur-
ring after clinical improvement: 1) 25% or more increase in score
on the Positive and Negative Syndrome Scale (or a 10-point in-
crease if initial score was 40 or less); 2) CGI change rating of
“much worse” or “very much worse”; 3) deliberate self-injury (as a
reported adverse event); 4) emergence of clinically significant sui-
cidal or homicidal ideation (as a reported adverse event) or com-
pleted suicide; or 5) violent behavior resulting in significant in-
jury to another person or significant property damage (as a
reported adverse event).

Abnormal involuntary movements were assessed with the Ex-
trapyramidal Symptom Rating Scale (18). Adverse effects were re-
corded with standard recording forms.

Assessments with the Positive and Negative Syndrome Scale,
CGI, and Extrapyramidal Symptom Rating Scale were completed
weekly during the first 4 weeks of the trial and then every 4 weeks
for the next 5 months. During months 6–15, the instruments were
completed every 2 months and every 3 months thereafter. Follow-
up evaluations were conducted until the last patient enrolled had
completed 2 years of treatment. The blind was broken when the
study ended.

Statistical Analysis

Five hundred fifty-nine patients from 11 countries were ran-
domly assigned to receive either haloperidol or risperidone.
Three patients assigned to risperidone and one patient assigned
to haloperidol did not receive study medication and were thus ex-
cluded from the analysis. Therefore, 278 patients treated with ris-
peridone and 277 with haloperidol were included in the analysis.
The data from all randomized and treated patients were analyzed
for safety. Before breaking the blind, 11 subjects receiving risperi-
done and 10 subjects receiving haloperidol, all from the same site,
were excluded from the efficacy analyses because of violations of
good clinical practice. Exclusion of these data did not change the
findings. Baseline characteristics and duration of treatment were
compared between the two groups by analysis of variance or chi-
square test for categorical variables and summarized by descrip-
tive statistics.

Differences between the groups in the degree of change from
baseline in scores on the Positive and Negative Syndrome Scale
and Extrapyramidal Symptom Rating Scale were evaluated with
analysis of covariance after we controlled for baseline scores and
tested for center-by-treatment interactions. For the Extrapyrami-
dal Symptom Rating Scale, change for each patient was examined
from baseline to maximum score at any time point. Differences on
CGI change scale were also tested but with no baseline controls.

Further analysis of dyskinesia used the Extrapyramidal Symp-
tom Rating Scale dyskinetic movement scale to operationalize
dyskinesia on the basis of criteria of Schooler and Kane (19).
Those criteria were originally developed for the Abnormal Invol-
untary Movement Scale (20), which contains almost identical
items on a 5-point scale. Emergent dyskinesia was defined ac-
cording to the Schooler and Kane criteria as an increase from
baseline of 3 points or more on one item or 2 points or more on

TABLE 1. Demographic and Clinical Characteristics of
Patients With First-Episode Psychosis Randomly Assigned to
Double-Blind Treatment With Risperidone or Haloperidol 

Characteristic

Treatment Group

Risperidone 
(N=278)

Haloperidol 
(N=277)

N % N %

Male 196 70.5 200 72.2
Ethnicity

White 205 73.7 208 75.1
Black 36 12.9 34 12.3
Hispanic 10 3.6 7 2.5
Other 27 9.7 28 10.1

DSM-IV diagnosis
Schizophrenia 152 54.7 116 41.9
Schizoaffective disorder 17 6.1 25 9.0
Schizophreniform disorder 109 39.2 135 48.7

No previous antipsychotic 
exposure 94 33.8 78 28.2

Mean SD Mean SD

Age (years) 25.2 6.84 25.7 6.87
Age at onset of first psychotic 

symptoms (years)
Male subjects 22.89 6.49 23.86 6.43
Female subjects 25.33 7.66 25.71 7.71
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two items of the seven-item dyskinetic movement scale. Persis-
tent dyskinesia was defined as emergent dyskinesia that met the
criteria on two or more consecutive visits.

Relapse rates, which were part of the planned analysis, were
analyzed according to the aforementioned Csernansky et al. cri-
teria (15). As planned, the relapse analysis included only those
patients who had reached clinical response as defined as a >20%
decrease in score on the total Positive and Negative Syndrome
Scale. A dichotomous variable was created that assigned a value
of 1 once a patient experienced a relapse. Time to relapse was cal-
culated as the number of days elapsing from clinical improve-
ment to the first relapse using Kaplan-Meier survival analysis. Cox
regression analysis was performed to test for possible interaction
effects of treatment group and study center. The differences in
time to relapse between treatment groups were analyzed by using
Cox proportional hazards model and log rank test after we con-
trolled for center. Follow-up evaluations for endpoint analyses
ceased after the discontinuation of treatment. The analysis of
time to relapse was therefore censored at the time of treatment
discontinuation if it occurred before relapse. All statistical tests
were two-tailed. All analyses tested for study center-by-treatment
interactions; no such interactions were found.

Results

The characteristics of the 555 patients in the two treat-
ment groups were similar (Table 1). About half had a diag-
nosis of schizophrenia, 70% were male, and their mean
age was 25 years.

Subjects were treated with trial medication for a median
of 192 days (range=2–1,502) in the risperidone group and
for a median of 218 days (range=1–1,514) in the haloperi-
dol group (Mann-Whitney z=0.116, p=0.90). The mean
modal total daily dose was 3.3 mg for risperidone and 2.9
mg for haloperidol. The most commonly taken daily dose
for each of the drugs (mode dose) was 3 mg. Two hundred
eighteen subjects (117 in the risperidone group and 101 in
the haloperidol group) discontinued double-blind treat-
ment prematurely. As can be seen in Table 2, there were no
significant differences between groups in overall discon-
tinuation or specific reasons for discontinuation.

After 3 months, 73.6% (N=192) of patients randomly as-
signed to risperidone showed clinical improvement (>20%
decrease in Positive and Negative Syndrome Scale score)
as did 76.2% (N=199) of those receiving haloperidol (χ2=
0.50, df=1, p=0.48). Kaplan-Meier survival analysis found
that at study endpoint slightly more than three-quarters of

the patients in each group (risperidone, N=197 [75.5%];
haloperidol, N=203 [77.8%]) met the predefined clinical
improvement criterion, with a median time to clinical im-
provement of 26 days in the risperidone group and 22 days
in the haloperidol group (log rank=1.49, p=0.22). As shown
in Table 3, both groups showed clinical improvement ac-
cording to Positive and Negative Syndrome Scale scores
and CGI ratings, with no significant differences between
the risperidone and haloperidol groups. According to CGI
change ratings, 50.8% of the patients were “much” or “very
much improved,” and 81.4% were at least minimally
improved.

Among those patients who achieved clinical improve-
ment (risperidone, N=197; haloperidol, N=203), there
were significantly fewer relapses in the risperidone group
(42.1%) than in the haloperidol group (54.7%). The time to
relapse for the risperidone group was significantly longer
than for the haloperidol group (risperidone median=466
days; haloperidol median=205 days). Figure 1 presents Ka-
plan-Meier plot of time from clinical response until re-
lapse, the illustrated difference between the curves is
highly significant (log rank=7.10, df=1, p=0.008). Signifi-
cant differences between the groups emerged by 145 days,
at which time there were 58 events of relapse in the risperi-
done group and 80 in the haloperidol group (mean days to
relapse=114 for risperidone, 102 for haloperidol) (log-rank
test comparing survival curves, p<0.04).

Safety

Treatment-emergent extrapyramidal signs and symp-
toms were significantly more frequent and more severe in
the haloperidol-treated group as reflected by the scores on
the Extrapyramidal Symptom Rating Scale (Table 4). There
was significantly less emergent dyskinesia in the risperi-
done group than in the haloperidol group but no signifi-
cant difference in persistent dyskinesia. On the specific
Extrapyramidal Symptom Rating Scale subscales, the ris-
peridone group had significantly lower maximum change
in score from baseline on total, parkinsonism, and parkin-
sonism dystonia (due primarily to the difference in par-
kinsonism) symptoms. Significantly lower akathisia scores
were seen in the risperidone-treated group as well as a
tendency for lower dyskinesia scores.

TABLE 2. Discontinuation Rates and Reasons Among Patients With First-Episode Psychosis Randomly Assigned to Double-
Blind Treatment With Risperidone or Haloperidol

Discontinuation Variable

Risperidone (N=278) Haloperidol (N=277) Total (N=555) Analysisa

N % N % N % χ2 (df=1) p
Total discontinuing treatment 117 42.1 101 36.5 218 39.3 1.84 0.40
Reasons for discontinuation

Adverse event 15 5.4 17 6.1 32 5.8 0.14 0.71
Insufficient response 25 9.0 16 5.8 41 7.4 1.77 0.15
Subject ineligible to continue the trial 1 0.4 3 1.1 4 0.7 1.01 0.31
Subject lost to follow-up 20 7.2 16 5.8 36 6.5 0.46 0.50
Subject noncompliant 5 1.8 8 2.9 13 2.3 0.72 0.39
Subject withdrew consent 34 12.2 32 11.6 66 11.9 0.06 0.80
Other 17 6.1 9 3.2 26 4.7 2.55 0.11

a For risperidone versus haloperidol.
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Similarly, there were also differences in the rates of pa-
tients who received concomitant medications as treat-
ments for extrapyramidal signs and symptoms. For the ha-
loperidol- and risperidone-treated patients, 49.5% (N=
137) and 41.7% (N=116), respectively, received anticholin-
ergic agents (χ2=3.34, df=1, p<0.07); 61.7% (N=171) and
54.7% (N=152) received benzodiazepines to control agita-
tion as well as extrapyramidal signs and symptoms (χ2=
2.84, df=1, p<0.10); and 10.5% (N=29) and 5.0% (N=14) re-
ceived beta blocking agents to control akathisia (χ2=5.73,
df=1, p<0.02). 

Forty-six patients expressed suicidal ideations during
the trial. This was 9.4% (N=26) of the haloperidol group, in
which there were three completed suicides, versus 7.2%
(N=20) of the risperidone group, in which no suicides were
completed.

Significantly more weight gain was observed in the ris-
peridone group early in treatment. At the third month of
treatment the risperidone group (N=180) had gained on
average 4.6 kg (SD=4.96) and the haloperidol group (N=
180) 3.5 kg (SD=4.42) (t=5.41, df=358, p=0.03). At endpoint
the difference in weight gain between the treatment
groups was no longer significant (risperidone [N=211]:
mean=7.5 kg, SD=9.29; haloperidol [N=204]: mean=6.5 kg,
SD=8.86) (t=1.13, df=413, p=0.26).

There were no notable differences between the treat-
ment groups for vital signs, reported adverse events, or
ECG parameters. On laboratory parameters, the only no-
table difference was that maximum prolactin levels (ng/
ml) were higher in the risperidone group (women [N=73]:
mean=73.69, SD=53.18; men [N=185]: mean=34.08, SD=
21.90) than in the haloperidol group (women [N=71]:
mean=48.16, SD=47.82; men [N=178]: mean=21.81, SD=
14.54) (for women: t=3.03, df=142, p<0.003; for men: t=
6.31, df=361, p<0.0001). There were abnormal prolactin
values (males >18 ng/ml; females >25 ng/ml) in 73.8% (N=
189 of 256) of the risperidone patients and in 49.8% (N=

124 of 249) of the haloperidol-treated patients. Prolactin-
related adverse effects were reported in 14 risperidone-
treated patients and one haloperidol-treated patient. All
patients with prolactin-related adverse effects had abnor-
mal prolactin levels. Specifically, among the risperidone
patients, there were three patients with gynecomastia, six
with hyperprolactinemia, and six with galactorrhea. One
patient had both hyperprolactinemia and galactorrhea.
There was one case of hyperprolactinemia in the haloperi-
dol group. Moderate hyperglycemia was reported as an
adverse effect in one risperidone-treated subject.

Discussion

This study both confirms findings regarding treatment
of the first episode of schizophrenia and extends our un-
derstanding of the role of medication during this critical
period of the illness. In the present study we found initial
symptom improvement in a carefully defined first-epi-
sode patient group treated with low doses of either a con-
ventional antipsychotic (haloperidol) or an atypical medi-
cation (risperidone). This finding is in agreement with
results of studies with older antipsychotic medications (1,
8, 21). It is also in accord with results of studies of second-
generation antipsychotic medications (5, 7). However,
even when dosage is appropriately managed for first-epi-
sode patients, haloperidol (at a mean dose of 2.9 mg/day)
is associated with significantly greater acute extrapyrami-
dal signs and symptoms and a greater need for concomi-
tant medications to treat those side effects than risperi-
done. The favorable response rate to antipsychotic
medication in this study was similar to rates reported by
other trials treating recent-onset psychosis (7, 21).

The further and unique contributions of this study are a
function of the long duration of treatment and the fact
that it was a randomized, double-blind trial. To our knowl-
edge this is the longest such trial to compare an older an-

TABLE 3. Psychopathology at Baseline and Endpoint Among Patients With First-Episode Psychosis Randomly Assigned to
Double-Blind Treatment With Risperidone or Haloperidol

Psychopathology Measure

Risperidone Haloperidol

N

Score

N

Score Analysisa

Mean SE 95% CI Mean SE 95% CI F (df=1, 516) p
Positive and Negative 

Syndrome Scale
Total

Baseline 266 83.7 1.24 267 81.1 1.23
Change at endpoint 264 –21.0 1.46 –23.9 to –21.0 264 –20.6 1.43 –23.4 to –17.8 0.47 0.49

Positive symptoms
Baseline 266 20.5 0.37 267 20.0 0.39
Change at endpoint 264 –6.6 0.43 –7.4 to –5.8 264 –7.0 0.48 –7.9 to –6.1 2.30 0.13

Negative symptoms
Baseline 266 22.0 0.44 267 21.0 0.43
Change at endpoint 264 –4.8 0.44 –5.7 to –3.9 264 –4.2 0.44 –5.1 to –3.3 0.00 0.98

General psychopathology
Baseline 266 41.3 0.66 267 40.1 0.63
Change at endpoint 264 –9.6 0.77 –11.1 to –8.1 264 –9.3 0.75 –10.8 to –7.8 0.25 0.62

Clinical Global Impression 
change score 263 2.69 0.07 2.55 to 2.83 264 2.62 0.07 2.48 to 2.76 0.56 0.45

a Comparison of treatment groups in terms of change from baseline.
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tipsychotic medication and an atypical agent. As a result,
we were able to study the process of relapse after the initial
response. The finding of an increased risk of relapse in ha-
loperidol-treated subjects relative to those treated with
risperidone is of great clinical significance. Because treat-
ment for all participants continued until the last partici-
pant enrolled had an opportunity for 2 years of treatment,
the earliest enrolled patients could be treated and fol-
lowed for almost 6 years. Using this design we observed a
significant increase in time to relapse for risperidone that
emerged as early as 100 days after first clinical improve-
ment and persisted until the end of the trial. The substan-
tial delay in relapse with risperidone would not have been
detected in a brief trial. Inspection of the survival curves
also reveals that the magnitude of the difference does not
decrease over time. Despite this substantial clinical ad-
vantage for risperidone, the extended observation period
makes it clear that relapse does occur but that risperidone
serves to delay and prevent that event.

The most frequent and disturbing adverse effects asso-
ciated with treatment—specifically extrapyramidal signs
and symptoms, including emergent dyskinesia and
akathisia—were less prevalent in the risperidone-treated
patients than in the haloperidol-treated patients. The
lower prevalence of extrapyramidal signs and symptoms
in the risperidone-treated patients has possible implica-
tions regarding adherence to medications, since extrapy-

ramidal signs and symptoms are associated with poorer
compliance (22). There are also possible implications for
suicide prevention, since suicidality may also be related to
extrapyramidal signs and symptoms (23). Reports of sui-
cidal ideation as an adverse event did not differ signifi-
cantly between the two treatment groups. Three com-
pleted suicides all occurred in the haloperidol group; this
represents 1.08% over the course of the trial. The expected
rate based on epidemiological studies of first-episode
schizophrenia is estimated to be between 1% and 2% for
the first year after initial hospitalization (24).

The novel atypical antipsychotics produce less extrapy-
ramidal signs and symptoms than typical ones, but as
seen in the present study, they are associated with a
greater risk of weight gain (25). We found weight gain with
both haloperidol and risperidone: significantly more gain
with risperidone at the 3-month point (the first time point
at which weight was measured following baseline), but no
significant difference at endpoint. Furthermore, it appears
that younger, recent-onset psychosis patients are more
vulnerable to antipsychotic-induced weight gain than
older patients with more chronic illness. Since most re-
cent-onset patients are targeted with novel atypical
agents, weight gain is a major consideration in selecting
the specific atypical drug. A recent conference on antipsy-
chotic drugs, obesity, and diabetes (26) concluded that
clozapine and olanzapine are associated with the greatest

FIGURE 1. Time to Relapse Among Patients With First-Episode Psychosis Who Had Responded to Their Randomly Assigned
Double-Blind Treatment With Risperidone or Haloperidol
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weight gain and that risperidone and quetiapine have in-
termediate effects.

Risperidone treatment was associated with significantly
greater elevation of prolactin in both men and women
compared with haloperidol. Seventy-four percent of ris-
peridone patients developed abnormal prolactin levels at
some point during the trial, compared with 49% of the ha-
loperidol-treated patients. These elevated prolactin levels
were rarely associated with reports of prolactin-related
adverse events.

A limitation of randomized controlled trials is that indi-
viduals who agree to participate in such trials may not be
representative of the patients treated in routine clinical
practice or of the general population of individuals suffer-
ing from schizophrenia, and therefore the results are not
generalizable. To address this limitation, we compared the
baseline characteristics of the subjects enrolled in this
clinical trial to a large-scale epidemiological sample of
first-episode patients previously collected in the United
States (the Suffolk County Mental Health Project) (27). We
found that 33% (N=59) of the epidemiological sample
would not have met inclusion criteria for the present drug
trial (because of antidepressant treatment, N=26; current
substance abuse, N=18; recent suicide attempt, N=9; or for
more than one reason, N=6). There were no significant dif-
ferences between the two study groups on age at onset,
age, gender, or premorbid functioning. Drug trial patients
had more severe clinical symptoms, slightly lower CGI rat-
ings, and less formal education than those in the epidemi-
ological study. Although the epidemiological sample itself
was from a limited geographic area, the general character-
istics of these two study groups were similar on several key
variables, supporting the generalizability of the findings. A
second threat to generalizability concerns overall reten-
tion in the trial. As shown in Table 2 there were no treat-
ment differences in withdrawal from the trial because of
competing risks. Discontinuation due to relapse repre-

sented an outcome of the study. Overall, the percent dis-
continued was just under 40%.

The study raises many questions that call for further re-
search. The first has to do with the determinants of re-
lapse. In this trial, medication adherence was closely mon-
itored. However, with oral medication in outpatients, lack
of adherence to medication may have occurred. Robinson
et al. (3), who followed first-episode patients regardless of
treatment status, found that nonadherence was the stron-
gest predictor of relapse in their study. It is clear that oral
risperidone delays relapse substantially. Whether control
for adherence through use of a long-term injectable form
of medication, which is now available for risperidone,
would delay relapse further needs to be investigated. A
second important question is whether the delay of relapse
seen in two long-term studies with risperidone is specific
to risperidone or is a class effect that will be seen with
other atypical antipsychotics such as olanzapine, quetia-
pine, ziprasidone, and aripiprazole. However, the combi-
nation of greater delay of relapse and a reduced emergent
dyskinesia strongly support the use of risperidone early in
a schizophrenic illness.

In summary, this report of the largest treatment study of
first-episode psychosis patients, which also featured an
unusually long duration, contributes to the emerging
body of knowledge on the treatment response of first-epi-
sode psychosis patients and the comparative efficacy and
safety of the atypical and conventional antipsychotic
drugs. The present study results demonstrate a clear ad-
vantage for risperidone relative to haloperidol in terms of
relapse prevention and in diminished incidence of ex-
trapyramidal signs and symptoms.
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