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Background: Although serotonin reuptake
inhibitors (SRIs) are the first-line treatment for
obsessive-compulsive disorder (OCD), approxi-
mately half of patients with OCD do not respond
adequately to SRI monotherapy. Patients with
predominant obsessions are common in OCD and
are often difficult to treat, necessitating adjunc-
tive treatment.

Method: Thiswas a 9-week, double-blind,
placebo-controlled, crossover study comparing
the benefits of 2-week adjunctive treatments with
risperidone, haloperidol, and placebo in patients
with OCD (DSM-IV criteria) who continued to
have severe symptoms despite taking a stable
dose of an SRI. Eligible patients must have been
receiving atherapeutic dose of an SRI for at least
12 weeks and at the screening visit had a score
= 10 on items 1-5 (obsession) and atotal score
= 16 on the Yale-Brown Obsessive Compulsive
Scale (YBOCS). Data were collected from
January 1999 through April 2002.

Results: Sixteen patients were enrolled and
12 completed the study. On the YBOCS, both
risperidone and haloperidol significantly reduced
obsession (p < .05) when compared with placebo.
There was a tendency that haloperidol, and to
alesser degree risperidone, also reduced the
compulsion and the total YBOCS scores. These
results were accompanied by areduction in
the Hopkins Symptom Checklist 90-revised
(SCL-90R) anxiety scale score. According to
the 17-item Hamilton Rating Scale for Depres-
sion, the SCL-90R depression scale, and the Pro-
file of Mood States, risperidone, but not halo-
peridol, also improved depressed mood. Neither
risperidone nor haloperidol changed neurocogni-
tive function during the 2-week treatment. All
12 patients completed the 2-week risperidone
treatment, but 5 of the 12 terminated hal operidol
treatment early owing to intolerable side effects.

Conclusion: Adjunctive risperidone improved
obsessions and depressed mood and was well
tolerated in patients with SRI-refractory OCD.
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O bsessive-compulsive disorder (OCD) is a com-
mon psychiatric disorder, with a lifetime preva-
lence of 2.5%." It is characterized by recurrent obsessions
or compulsions that are time-consuming, associated with
distress or impairment, and viewed by patients as un-
reasonable. More than 90% of patients with OCD have
both obsessions and compulsions, athough about 30%
claim to be troubled mainly by obsessions, 20% by com-
pulsions, and 50% equally by both.2 Many patients with
predominant obsessions have intrusive and frightening
thoughts related to aggression, sexuality, and unaccept-
able urges. Patients with OCD may have a poor prognosis,
with severely impaired interpersonal relationships and
limited vocational attainment.> OCD is often comorbid
with depression, anxiety, tics, and symptoms of other psy-
chiatric disorders.*

In the last 2 decades, pharmacologic and behavioral
treatments have improved the prognosis in OCD.* Clo-
mipramine, a potent serotonin reuptake inhibitor (SRI)
with weaker norepinephrine reuptake blockade, showed
excellent efficacy for OCD in many clinical trials carried
out in the 1980s and early 1990s.* Today, SRIs given at
moderate-to-high doses are the first-line agents for the
treatment of OCD.>®

Because 40% to 60% of patients with OCD do not
respond adequately to SRI monotherapy, adjunctive treat-
ment with another agent is common.” Many agents, in-
cluding buspirone, clonazepam, clonidine, inositol, lith-
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ium, |-tryptophan, monoamine oxidase inhibitors, and
trazodone, have shown little or inconsistent benefit in
SRI augmentation or have the potential to cause serious
adverse effects when given with an SRI.>® Previously,
the conventional antipsychotics were used as adjunctive
treatment in severe OCD patients, especially those with
comorbid psychiatric conditions. McDougle et al.° re-
ported that haloperidol could be used to augment the ef-
fect of fluvoxamine in OCD patients, especialy for those
with motor tics or other signs of Tourette's syndrome.

Given the superior safety and tolerability of the
atypical antipsychotics, it is not surprising that they have
been used in many SRI augmentation studies. In 3 case
series'®™? and 1 open-label study,™ 46 patients with re-
fractory OCD and various psychiatric comorbidities re-
ceived adjunctive risperidone at doses of 0.5 to 8 mg/day;
most patients (N = 29; 63.0%) were classified as respond-
ers, and many experienced improved OCD symptoms.
Only 6 (13.0%) of 46 patients discontinued risperidone
because of adverse events.*>® In the series of 21 patients
described by Saxena et al.,* the 5 patients with a history
of obsession accompanied by horrific mental imagery
experienced the strongest and fastest response to risperi-
done. The 5 patients with a history of tic disorders were
the least likely to respond and the most likely to expe-
rience adverse events, especially akathisia.** Olanzapine
augmentation has also been reported to benefit patients
with treatment-resistant OCD, irrespective of OCD sub-
types or psychiatric comorbidities.**" The effects of
adjunctive quetiapine have also been assessed, ***° and
patients with various OCD symptoms and psychiatric co-
morbidities responded to quetiapine treatment in these
studies.

These early investigations helped to dispel concerns
arising from studies of conventional antipsychotics that
augmentation would benefit only a subset (those with
motor tics or a family history of Tourette’'s syndrome) of
treatment-resistant patients.®?* They also helped allay
fears, based on the experience of patients with schizo-
phrenia and obsessive-compulsive symptoms,®?# that
antipsychotics would exacerbate rather than improve
symptoms in patients with OCD.

The primary objective of this study was to determine
whether patients with treatment-refractory OCD would
derive more clinical benefit from risperidone than from
placebo or the conventional antipsychotic haloperidol.
The study was also designed to assess whether risperi-
done or haloperidol changed other comorbid symptoms
and cognitive function and whether the subjects could
better tolerate risperidone or haloperidol.

METHOD

This was a 9-week, double-blind, placebo-controlled,
crossover study. Patients who had been diagnosed with
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OCD and had continued to have severe symptoms while
being maintained on a stable dose of an SRI received
crossover adjunctive treatment with placebo, risperidone,
and haloperidol in a counterbalanced order. The study was
approved by the University of Alabamaat Birmingham In-
stitutional Review Board. Consent information was dis-
cussed thoroughly with the participants, and their signa-
tures were obtained on an approved consent form before
further evaluation was conducted. Data were collected
from January 1999 through April 2002.

Participants

Seven men and 9 women aged 19 to 56 years with a pri-
mary diagnosis of OCD according to DSM-IV? criteria
were enrolled in the psychiatric outpatient research clinic
at the University of Alabamaat Birmingham. At screening,
eligible patients had been receiving a therapeutic dose of
an SRI (= 40 mg/day of fluoxetine or paroxetine, = 200
mg/day of fluvoxamine, or = 100 mg/day of sertraline) for
at least 12 weeks. The 12-week duration of SRI pretreat-
ment was decided upon, because an adequate response to
a therapeutic dose of SRI usually takes 4 to 6 weeks, and
an additional 6 to 8 weeks of treatment ensures the thera-
peutic effect of an SRI. All potential subjects were ad-
ministered the Yale-Brown Obsessive Compulsive Scale
(YBOCS),”%* on which a score = 10 on items 1 to 5 (ob-
session) and a total score = 16 were required for accep-
tance into the study. Enrolled participants also had scores
< 16 on the 17-item Hamilton Rating Scale for Depression
(HAM-D-17).7

Subjects were excluded if they concomitantly met
criteriafor any other Axis | diagnosis of the DSM-1V and
the Schedule for Affective Disorders and Schizophrenia-
lifetime version (SADS-L).% Subjects were also excluded
if they had a history of major motor or vocal ticsor if these
were evident at screening.

Medications

Throughout the 9-week trial, subjects continued to take
the same SRI at the same dose they were receiving at the
time of screening. After a 1-week, single-blind placebo pe-
riod, each subject was randomly assigned to receive 2
weeks of placebo, risperidone (1 mg/day), or haloperidol
(2 mg/day) in a crossover fashion, with a 1-week placebo
washout between each treatment. The subjectsreceived the
3 treatments in different sequences, as shown in Table 1.
They were instructed to take the study medication at bed-
time. If they experienced intolerable side effects while re-
ceiving one of the study medications, subjects were per-
mitted to discontinue treatment with that agent but were
allowed to remain in the trial. Concomitant medications
were not permitted during the study period except for
emergency relief of intolerable side effects, such as benz-
tropinefor acute dystonia. The subjects were not instructed
in formal behavior therapy techniques during the trial.
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Table 1. Demographic Characteristics of Treatment-Refractory OCD Patients and Medication Distribution of
Adjunctive Risperidone, Haloperidol, and Placebo in a Crossover Study

Patient Week
No. Race Sex Age, y 1 2 3 4 5 6 7 8 9
1 White Male 19 P H H P R R P P P
White Female 36 P P P P R R P H H
3 Black Female 42 P R R P H H P P P
4 White Male 36 P P P P H H P R R
5 White Male 36 P H H P P P P R R
6 White Female 26 P R R P P P P H H
7 White Female 34 P R? R? P2 P2 P2 P H? H2
8 White Male 26 P H H P R R P P P
9 White Female 44 P P P P H H P R R
10 White Female 37 P P P p2 R2 R2 p2 Ha Ha
11 White Female 48 P H H P P P P R R
12 White Male 28 P R2 R2 P2 H2 H2 22 22 pa
13 White Male 24 P H H P R R P P P
14 White Female 20 P P2 P2 P2 R2 R2 P2 Ha Ha
15 White Female 26 P R R P H H P P P
16 White Male 56 P P P P H H P R R

#No medication was administered due to patient dropout.

Abbreviations: H = haloperidol, OCD = obsessive-compulsive disorder, P = placebo, R = risperidone.

Assessments

Psychiatric and medical histories were taken at the
screening visit, and each subject received aformal evalua-
tion with the SADS-L. A physical examination, including
a neurologic examination, was conducted at the screening
visit, and vital signs were measured at screening and at
each visit. Laboratory tests at screening included a urine
drug screen for each subject and a urine pregnancy test for
each female participant.

At screening and at the end of each week, treatment ef-
ficacy was assessed using several clinician-administered
measures including the Y BOCS and the HAM-D-17. Dur-
ing each visit, participants also completed 2 self-report
measures, the Hopkins Symptom Checklist 90-revised
(SCL-90R)* and the Profile of Mood States (POMS).* On
the SCL-90R, responses were assessed on the domains of
somatization, obsession-compulsion, interpersona sensi-
tivity, depression, anxiety, hostility, phobic anxiety, para-
noia, and psychoticism. The mood states in the POMS
were categorized into the standard domains of tension-anx-
iety, depression-dejection, anger-hostility, vigor-activity,
fatigue-inertia, and confusion-bewilderment. A total mood
disturbance score was calculated by summing the raw
scores for each mood domain and then subtracting the raw
score of the vigor-activity domain. Additionally at each
visit, the investigator recorded adverse events, and the
Abnormal Involuntary Movement Scale (AIMS)* and
Simpson-Angus Scale (SAS)* were used to evaluate ab-
normal movements.

At the screening visit, the intellectual functioning of
each subject was assessed using the Barona Estimate of
Premorbid Intelligence.® A battery of neuropsychological
tests was performed at the end of each washout period
and at the conclusion of the second week of each of the
3 treatment periods. These tests included the Stroop Neu-
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ropsychological Screening Test (SNST),*** the Hopkins
Verbal Learning Test-revised (HVLT-R),***" and the
Conners Continuous Performance Test (CPT).%8*

Data Analysis

Our a priori hypotheses were that risperidone would
be better than placebo in reducing obsessions and im-
proving the patients’ sense of well-being and would be
better tolerated than hal operidol.

Data analysis, tabulation of descriptive statistics, and
calculation of inferential statistics were performed using
Microsoft Excel and the SAS (release 8.2) for Windows.
The analyzed data set consisted of 12 OCD patients who
received 3 treatments in a randomly assigned sequence
over 9 consecutive weeks.

Each of 20 efficacy variables was analyzed as the de-
pendent variablein statistical models: 3YBOCS variables
(obsession, compulsion, and total score), 9 SCL-90R vari-
ables (somatization, obsession-compulsion, interpersonal
sensitivity, depression, anxiety, hostility, phobic anxiety,
paranoia, and psychoticism), 7 POM S variables (tension-
anxiety, depression-dejection, anger-hostility, vigor-ac-
tivity, fatigue-inertia, confusion-bewilderment, and total
mood disturbance scores), and HAM-D-17 score. The
independent variables included the screening vaue of
the dependent variable, treatment group (placebo, risper-
idone, or haloperidol), period (weeks 1-3, weeks 4-6, or
weeks 7-9), time (week within period), sequence (which
of the 6 possible treatment sequences the patient re-
ceived), and carryover effect (treatment in the previous
period).

A mixed-effects model was used to evaluate each
dependent variable. The fixed-effect factors included
screening value, treatment, period, time, sequence, inter-
action of treatment-by-time, interaction of period-by-
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time, and interaction of sequence-by-time. The random
factor in the model was patient, with the assumption that
the patient random effect and the residual error random
effect were uncorrelated (a “variance components’ cova-
riance structure). Pairwise comparisons between treat-
ments were performed based on least squares mean esti-
mates from the model. Pairwise comparisons between
treatments were only performed if the overall treatment
p value was statistically significant (p < .05).

In addition, a second model was fit, including all the
same assumptions and model terms as well as carryover
and the carryover-by-time interaction.

RESULTS

Of the 27 screened subjects, 16 met the criteria for in-
clusion and 12 completed the study. Table 1 summarizes
demographic variables and the distribution of study medi-
cation. The mean = SD age of the subjects was 33.6 +
10.4 years, ranging from 19 to 56 years. The subjects had
experienced obsessive-compulsive symptoms for a mean
of 9 years and had completed a mean of 4 medication tri-
als for these symptoms. Four of the 16 subjects (patients
7,10, 12, and 14) discontinued the study prematurely with
less than 3 weeks' participation. All 4 discontinued vol-
untarily, of which 3 received only the first week of pla-
cebo, and none discontinued due to the lack of efficacy
of their treatment or reported intolerance to the study
medications. The 12 study completers were assessed for
treatment efficacy weekly. Five participants terminated
the haloperidol phase before completion of week 2 treat-
ment owing to dystoniaor severe lethargy; however, these
subjects were able to complete the other 2 phases of the
study. In these cases, data from the week 2 haloperidol
treatment were collected within 1 to 2 days of haloperidol
discontinuation.

Obsessive-Compulsive and Anxiety Symptoms

At screening, the mean = SD obsession score on the
YBOCS was 13.00 = 1.60, the compulsion score was
11.42 + 3.26, and the mean total score was 24.33 + 4.27.
At the end of the washout week, the mean YBOCS scores
decreased, a decline that was similar among the 3 wash-
outsfrom each treatment arm, and none of these scoreswas
significantly different from the scores at screening (by
paired t test). Although the placebo effect remained un-
changed until the end of week 2 treatment, both risperidone
and haloperidol reduced Y BOCS scores at the end of week
1 and week 2 treatment, with the effects more prominent
on obsession and total scores (Figures 1A—1C). When the
YBOCS obsession score was analyzed using the mixed-
effectsmodel, the overall treatment effect was statistically
significant (p =.011), which implies that at least 1 of
the 3 treatments is different than the others. Therefore,
pairwise comparisons were performed. When compared
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with placebo (mean + SE = 9.23 + 1.07), both risperidone
(7.07 £ 1.07) and haloperidol (6.70 = 1.08) significantly
reduced obsession (p =.014 and p = .006, respectively).
Although the overall treatment effect for compulsion was
not statistically significant (p = .059), there was atendency
that haloperidol (6.64 + 0.98), and to a lesser degree,
risperidone (7.99 + 0.96), lowered the compulsion score
when compared with placebo (8.54 + 0.96). For the total
YBOCS score, the overall treatment effect demonstrated
a dstatistically significant difference (p=.019). On the
pairwise comparisons, risperidone showed a tendency to
decrease the total score, although the difference between
risperidone (15.09 + 1.81) and placebo (17.85 + 1.81) did
not reach statistical significance (p = .065). Haloperidol
(13.45 + 1.83) demonstrated a stronger and significant re-
duction in total YBOCS score relative to placebo (p =
.006). Not only did risperidone and haloperidol reduce
obsession, but also the overall treatment effect on the
SCL-90R anxiety scale was significant (p = .008), with
both risperidone and haloperidol significantly reducing
anxiety when compared with placebo (p=.004 and p =
.014, respectively) (Figure 1D). When Y BOCS obsession,
compulsion, and total scores and SCL-90R anxiety scores
were analyzed with the mixed-effect model including
a carryover effect, the carryover model terms were not
statistically significant.

Mood Symptoms

None of the 12 participants who completed the study
met diagnostic criteria (DSM-IV) for a current major
depressive episode, and the mean + SD score on the
HAM-D-17 at the screen visit was 10.67 + 3.39 (Figure
2A). Nevertheless, compared with placebo, HAM-D-17
scores were significantly reduced with risperidone (p =
.012) and dlightly increased with haloperidol, resulting
in a statistically significant difference in HAM-D-17
scores between risperidone and haloperidol treatments
(p =.004). On the self-rated SCL-90R depression scale,
the scores of risperidone treatment, but not haloperidol
treatment, also separated significantly from the placebo
treatment (p = .013) (Figure 2B).

Results of the POMS self-rating scale, a sensitive
measure of short-term changes in mood and affect during
outpatient drug trials,® are shown in Figure 3. The
mean = SD total mood disturbance score at the screening
visit was 178.25 + 37.11. The profile is further divided
into 6 factors, including 5 negative mood states and 1
positive state (vigor-activity). Compared with placebo
treatment, the most prominent effect of risperidone was
a significant reduction in depression-dejection scores
and anger-hostility scores (p =.011 and p = .022, respec-
tively) (Figure 3). Haloperidol also significantly reduced
anger-hostility scores (p =.022), but failed to improve
depression-dejection (p =.053) and significantly wors-
ened fatigue-inertia when compared with both placebo

J Clin Psychiatry 66:6, June 2005
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Figure 1. The Effects of Risperidone and Haloperidol on OCD Patients as Measured With the YBOCS and the SCL-90R Anxiety

Scale in a Crossover Study
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**p Value significant at the level of .01 when compared with placebo from the mixed-effects model.
Abbreviations: OCD = obsessive-compulsive disorder, SCL-90R = Hopkins Symptom Checklist 90-revised, Y BOCS = Yale-Brown Obsessive

Compulsive Scale.

and risperidone (p =.021 and p = .006, respectively). In
addition, risperidone improved vigor-activity and halo-
peridol reduced it; although neither was significantly dif-
ferent from placebo, the 2 were significantly different
from each other (p = .004).

Cognitive Function

Neuropsychological tests were conducted at the end of
each washout week and the end of treatment week 2 with
each agent. Intellectual functioning (Barona Estimate) at
the screen visit was similar among all 16 recruited sub-
jects (including completers and noncompleters), with a
mean + SD full scale IQ score of 108.31+ 7.71. Ac-
cording to the results of the SNST, HVLT-R, and CPT,
neither risperidone nor haloperidol changed cognitive
function from baseline, and between-group differences
were not significant. For example, data at the end of week
2 treatment showed that the mean = SD reaction times
in the SNST were 103.19 + 30.77 seconds for placebo,
105.59 + 26.70 seconds for risperidone, and 109.82 =+
30.24 seconds for haloperidol; the mean + SD HVLT-R
total number of word completion was 28.69 + 5.79 for

J Clin Psychiatry 66:6, June 2005

placebo, 28.25 + 4.29 for risperidone, and 29.91 + 6.09
for haloperidol; and the mean+ SD CPT hit response
times were 44.04 + 15.99 seconds for placebo, 44.90 =
14.34 seconds for risperidone, and 46.03 + 9.85 seconds
for haloperidol.

Safety and Tolerability

The safety and tolerability of the study medications
were assessed by clinical interview, self-report, and move-
ment evaluation instruments (AIMS and SAS). The de-
scriptive data are summarized in Table 2. According to the
AIMS and the SAS, no abnormal movements were ob-
served during the placebo phase. No acute dystonia or
other abnorma movements were observed during risperi-
done treatment, whereas 3 subjects experienced mild to
moderate dystonia during the haloperidol phase that re-
sulted in early termination of treatment with haloperidol.
Subjects who experienced acute dystonia from hal operi-
dol were managed with an antihistamine or benztropine
until symptom-free (all within 3 days) and were main-
tained in the study by proceeding to the next washout
phase. Other self-reported adverse events during the
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Figure 2. The Effects of Risperidone and Haloperidol on OCD Patients as Measured With the HAM-D-17 and the SCL-90R

Depression Scale in a Crossover Study
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Figure 3. The Effects of Risperidone and Haloperidol on the
Mood State Factors of the POMS in a Crossover Study*
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Abbreviation: POMS = Profile of Mood States.

risperidone and haloperidol augmentation included leth-
argy, irritability, insomnia, and gastrointestinal distress
(Table 2). Lethargy was the most common adverse event,
reported by 4 subjects during risperidone treatment, but
none of the subjects discontinued risperidone treatment.
In contrast, 8 subjects reported lethargy during the halo-
peridol phase and 2 discontinued haloperidol treatment
because of severe lethargy. One subject reported gastroin-
testinal distress while taking risperidone, compared with
11 on haloperidol treatment reporting irritability, insom-
nia, and/or gastrointestinal distress. Furthermore, the self-
reported somatic symptoms on the SCL-90R somatization
scale during treatment with placebo and with risperidone
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Table 2. Adverse Events Reported in OCD Patients Receiving
Crossover Treatment With Risperidone or Haloperidol

Risperidone Haloperidol

Occurrence (N=12) (N=12)
Adverse event

Acute dystonia 0 3

Lethargy 4 8

Irritability 0 4

Insomnia 0 2

Gastrointestinal distress 1 5
Action taken

Continue medication 12 7

Discontinue medication 0 5

Abbreviation: OCD = obsessive-compulsive disorder.

were not different (p =.791), while the somatic symptom
scores during haloperidol treatment were significantly
higher than during both placebo and risperidone treatment
(p=.036 and p = .022, respectively) (Figure 4).

DISCUSSION

In this 9-week study of patients with SRI-refractory
OCD, including severe obsessive symptoms, augmenta-
tion treatment with risperidone (1 mg/day) or with halo-
peridol (2 mg/day) was associated with rapid improve-
ments in obsessive symptoms as assessed by the YBOCS
scale. Furthermore, risperidone, but not haloperidol, sig-
nificantly improved depressed mood as assessed by the
HAM-D-17 scale, the SCL-90R, and the POMS. When
compared with haloperidol, risperidone augmentation was
generally well tolerated by OCD patients.

In a double-blind, placebo-controlled, 6-week study of
patients with OCD, McDougle et al.”® previously demon-
strated that risperidone augmentation of an SRI was effica-
cious and well tolerated. In the present study, we used a
crossover design to compare the efficacy and tolerability

J Clin Psychiatry 66:6, June 2005



Figure 4. The SCL-90R Somatization at Screening and
During Crossover Treatment With Placebo, Risperidone,
and Haloperidol
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Abbreviation: SCL-90R = Hopkins Symptom Checklist 90-revised.

of risperidone and a conventional antipsychotic (hal operi-
dol) and sought to distinguish between effects on obses-
sive symptoms and on compulsive symptoms. The focus
on obsession reflects the fact that this presentation of OCD
is common, associated with great distress, and often diffi-
cult to treat.? Exclusion of patients with other Axis| disor-
ders made it possible to focus on the benefits of risperi-
done augmentation in OCD with few complications from
other comorbid psychiatric diseases. The decision to ex-
clude persons with a history of or with current tic disor-
ders was made on the basis of research suggesting that
OCD with comorbid tics may be a distinct subtype of the
disorder.®**

The most promising finding of our study was the rapid
and significant improvement in obsession (YBOCS scal€)
with risperidone and haloperidol. Considering that the pa-
tients had severe residual symptoms during SRI treatment,
a significant reduction in obsession within 2 weeks of
treatment initiation with each drug is notable. Risperidone
appeared to be more effective in obsession, whereasiits ef-
fect on compulsion was limited in this study, which may
have been affected by the small number of subjects and
shorter duration of treatment. Haloperidol appeared to be
as effective as risperidone in the improvement of obses-
sion, and its effect on compulsion was also promising. Al-
though neither risperidone nor haloperidol demonstrated a
statistically significant effect on compulsion, the trend of
reducing compulsion by both drugs, especially haloperi-
dol, warrants further investigation of their effectivenessin
larger trials beyond 2 weeks of treatment duration. The
larger reduction of compulsion by haloperidol may have
contributed to its significant effect on the total YBOCS
score. In summary, the effectiveness of both risperidone
and haloperidol shown in this study supports the use of
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antipsychotics in the acute treatment of severe OCD that
isrefractory to SRI treatment.

Although none of the subjects met diagnostic criteria
for major depression at study entry, OCD patients often ex-
perience depressive symptoms. In this study, risperidone,
but not haloperidol, significantly reduced HAM-D-17 and
SCL-90R depression scores. Our results are consistent
with those of McDougle et al.,* that risperidone improves
depressive symptoms in OCD patients, and suggest that
risperidone may be superior to haloperidol in treating de-
pressive symptoms in OCD patients.

According to 3 of the 6 POMS factors, the patients
also experienced an enhanced sense of well-being during
risperidone augmentation. Unlike the HAM-D-17, the
depression-dejection factor in the POMS mainly rates
the mood state related to the sense of persona inad-
equacy. The sense of self-inadequacy appears to be espe-
cially sensitive to risperidone augmentation, which sug-
gests that risperidone enhances the sense of well-being in
OCD patients. This effect of risperidone may also benefit
the improvement of mood symptoms in other psychiatric
disorders, such as psychotic and mood disorders, and fur-
ther clinical trials are warranted to confirm this effect of
risperidone. The data from the vigor-activity and fatigue-
inertia factors further separated risperidone from halo-
peridol, in that hal operidol caused a negative outcome by
decreasing vigor-activity and increasing fatigue-inertia.
These negative effects of haloperidol may be a conse-
quence of the prominent adverse events during hal operi-
dol treatment.

Animportant difference between risperidone and halo-
peridol augmentation in OCD participants was in tolera-
bility. The patients experienced substantially more serious
adverse events such as dystonia and lethargy while re-
ceiving haloperidol, resulting in premature discontinu-
ation of haloperidol treatment in 5 participants. None of
the risperidone-treated subjects discontinued treatment
because of adverse events. By weighing the benefits with
the risks, the use of haloperidol in the treatment of OCD
needs to be cautious. On the other hand, although risperi-
done is more tolerable during the short treatment, one
should consider itslong-term side effect profilewhen it is
used in the treatment of OCD.

The neuropsychological tests examined the effects of
placebo, risperidone, and haloperidol on cognitive func-
tions during each treatment. The nonsignificant findings
in our study suggest that short-term treatment with alow
dose of risperidone or haloperidol does not have a signifi-
cant impact on cognitive function in OCD patients.

One of the limitations of this study isthe small number
of participants. The promising effects of risperidone in
obsession, anxiety, and depression, as well as the favor-
able side effect profile seen with risperidone in this study,
warrant additional placebo-controlled research in refrac-
tory OCD patients. Another limitation factor of the study
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is the short duration (2 weeks) of adjunctive treatment
with risperidone and haloperidol. At present we do not
know if the significant effects observed here would be
maintained over a longer period of treatment. Also, it is
possible that alonger duration of treatment with each drug
might have resulted in a more significant reduction in
compulsion. Although the doses of risperidone (1 mg) and
hal operidol (2 mg) used in this study were considered rela-
tively low in the treatment of psychosis, OCD patients
may have lower tolerance to these drugs. A lower starting
dose, especially with haloperidol, may result in better tol-
erance of the drug.

Drug names: benztropine (Cogentin and others), buspirone (BuSpar
and others), clomipramine (Anafranil and others), clonazepam (Klono-
pin and others), clonidine (Catapres, Duraclon, and others), fluoxetine
(Prozac and others), haloperidol (Haldol and others), lithium (Eskalith,
Lithobid, and others), olanzapine (Zyprexa), paroxetine (Paxil and
others), quetiapine (Seroquel), risperidone (Risperdal), sertraline
(Zoloft), trazodone (Desyrel and others).
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