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Objective: To determine whietherseverity of
obsessive-compul sive symptoms{OCS) differs
during treatment with olanzapine or(risperidone
and to establish whether duration of antipSyehotic
treatment is related to severity of @CS.

Method: We conducted a prospective study of
consecutively hospitalized young patients(mean
age = 22.4 years) with DSM-IV schizophréenia or
related disorders (N = 113) who were treated with
olanzapine or risperidone. Olanzapine or risperis
done was randomly prescribed for patients who
were drug-naive or were treated with typical anti-
psychotics before admission (N = 36). Patients
who had started olanzapine (N = 39) or risperidone
treatment (N = 23) prior to admission continued
with that medication if they showed initial clinical
response. Patients who prior to admission started
olanzapine (N = 6) or risperidone (N = 9) but
showed no response or suffered from adverse
effects switched at admission to risperidone or
olanzapine, respectively. Medical records, parents,
and patients revealed information on duration of
treatment and compliance with olanzapine or ris-
peridone prior to admission. The Yale-Brown
Obsessive Compulsive Scale (YBOCS) was
administered at admission and 6 weeks thereafter.

Results: At baseline and 6-week assessments,
OCS were found in about 30% of 106 evaluable
cases and 15% met DSM-1V criteriafor obsessive-
compulsive disorder. No differencesin OCS were
found in the patients randomly assigned to olanza-
pine or risperidone. The 35 subjects treated with
olanzapine at both assessments had significantly
(p =.01) more severe OCS at week 6 than the 20
subjects treated with risperidone at both assess-
ments. Duration of treatment with olanzapine was
significantly (p < .01) related to severity of OCS.

Conclusion: There are no differencesin the
short-term propensity of olanzapine or risperidone
to induce or exacerbate OCS. However, severity
of OCS was associated with duration of treatment
with olanzapine.
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T he prevalence of obsessive-compulsive disorder

(OCD) isestimated to be 14% in patientswith first-
epispdg)schizophrenia.* Obsessive-compulsive symptoms
(OCS)(probably occur more frequently than OCD in pa-
tientS with schizophrenia.? Retrospective studies and case
reports suggest that some antipsychotic drugs may induce
or exacerbate QCS in patients with schizophrenia. Most
reports concern clozapine.** Case reports mention the oc-
currence of OCS in‘elanzapine-treated patients.®” Tibbo
and Warneke® reviewed'4’case reports with regard to the
relation between risperidone andOCS that showed contra-
dictory results. The retrospective and cross-sectional
methodol ogy and the focus on chrgnically ill patientslimit
the conclusions that can be drawn)from these reports.
Baker et al.® conducted a prospective study of the propen-
sity of olanzapine to induce or exacerbate,OCS. In a
6-week double-blind design, 7 patients receivied placebo,
11 received olanzapine, 1 mg/day, and 7 received olanza-
pine, 10 mg/day. No significant differences in OCS were
found between these groups. The small sample size and
low dose of olanzapine limit the conclusions to be drawn
from this study also.

In the present prospective longitudina study, we
attempted to determine if the prevalence and severity of
OCS differ during treatment with olanzapine or risperi-
done. We al so examined the rel ationship between duration
of treatment with olanzapine or risperidone and severity
of OCS.
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METHOD

Consecutively admitted patients (N = 113) participat-
ing in a prospective study of recent-onset schizophrenia
and related disorders were included. Patients were diag-
nosed at admission according to DSM-IV criteria and
were treated at a specialized unit in the Academic Medical
Center, Amsterdam, The Netherlands. The intensive treat-
ment program was aimed at decreasing psychotic symp-
toms, preventing psychotic relapse, and improving quality
of life. The feasons for admission to the treatment program
were that clinical"tteatment was considered necessary to
enable stabilizatiops~psychoeducation, and rehabilitation.
Discharge diagnosessaccording to DSM-IV criteria were
based on longitudinaly clinical, and heteroanamnestic as-
sessment (Longitudinal Expert Assessment of Diagnosis
procedure”). Exclusion critgtia‘were neurologic or endo-
crine disease and mental retardation. After a complete de-
scription of the study was given to_the subjects, written
informed consent was obtained fromrall.

Olanzapine or risperidone was randomly, prescribed
for patients who were drug-naive or_were being treated
with typical antipsychotics at admission/(N = 36)-Patients
who had started with olanzapine (N = 39)Car, risperidone
(N =23) prior to admission continued withthet sedica:
tion if they showed initial clinical response. Patients who
showed no response or adverse effects to olanzepine
(N = 6) or risperidone (N = 9) at admission were switched
to risperidone or olanzapine, respectively.

Excluded from analyses were 3 patients because of
medication noncompliance (2 patients were treated with
olanzapine at admission, 1 patient was treated with risper-
idone) and 4 patients because of crossover to typical anti-
psychotics 6 weeks after first assessment (2 olanzapine-
treated subjects, 2 risperidone-treated subjects). Analyses
of differencesin OCS for these small groups were deemed
inappropriate.

The presence of OCS was defined according to the
Structured Clinical Interview for DSM-IV Axis| Disorders-
Patient Edition (SCID-P)™° as persistent, repetitive, intru-
sive, and distressful thoughts (obsessions) not related to the
patient’s delusions or repetitive goal-directed ritual s (com-
pulsions) clinically distinguishable from schizophrenic
mannerismsor posturing. The Yale-Brown Obsessive Com-
pulsive Scale™ (YBOCS) was administered at admission
and 6 weeks later by 2 trained psychiatric residents (N.B.,
B.H.) who rated the patients twice and were not blind to
medication. Interrater agreement for YBOCStotal scorein
4 categories was good (weighted k = 0.73).

The cutoff point of clinically significant OCD is a
YBOCS score of 7 in nonpsychotic populations. However,
we chose a cutoff score of 10 for clinically significant co-
morbid OCD in these patients with schizophrenia and
related disorders, since a patient with a YBOCS score of
10 or less could have no more than mild OCS. We think
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that it is appropriate to increase the threshold for clini-
cally significant comorbidity of OCD in this severely dis-
abled group, since it is difficult to disentangle interfer-
ence with social or occupational activities caused by OCS
from symptoms of a schizophrenic disorder.

Determination of the duration of antipsychotic treat-
ment with olanzapine or risperidone was based on the
clinical research file. Sources of information on duration
of treatment and compliance with olanzapine or risperi-
done prior to admission were medical records, parents,
and patients.

The Mann-Whitney statistic was used to determine
grouping effects, and the Pearson statistic was used for
correlations (both 2-tailed).

RESULTS

One hundred thirteen patients (92 men and 21 women)
were included; 97 had schizophrenia, 7 had a schizo-
phreniform disorder, and 9 had a schizoaffective disorder.
The mean + SD age at admission was 22.4 + 3.2 years.
The mean dose of olanzapine at both assessments was
14.2 + 5.4 mg; the mean dose of risperidone at both as-
sessmentswas 4.1 + 1.7 mg.

At admission, 33 patients (29%) had OCS (mean + SD
YBOCS total score=3.6+6.8). Six weeks later, 36
patients (32%) had OCS (mean+SD YBOCS total
Sgore=3.1+5.9). Seventeen patients (15%) had a
YBOCS total score of 10 or higher and fulfilled DSM-1V
critefiafor OCD at both assessments (mean YBOCS total
Score a agmission = 17.5 + 7.0; mean YBOCS total score
6 weeks ‘efter admission = 17.8 = 5.8).

Inthe randomly allocated group, we found no differ-
ences 6 veeks @fter admission in YBOCS total scores
between patients assigned to the olanzapine or risperidone
treatment condition.“}n.the groups starting with olanza-
pine or risperidone priort0-admission and taking olanza-
pine (N = 35) or risperidone (N,4.20) at both assessments,
the YBOCS total score tended tozbe higher in the olanza-
pine group at admission (Mann-Wahitney test, p = .08) and
was significantly higher in the olanzapie group 6 weeks
later (Mann-Whitney test, p = .01). The mean + SD total
score for compulsions was significantly” higher in the
olanzapine group (2.4 + 4.6 vs. 0.5 + 2.2; ManniWhitney
test, p=.04). There were no significant differences in
mean YBOCS total score at admission and 6 weeks later
in the 6 patients who switched from olanzapine to risperi-
done, nor in the 9 patients who switched from risperidone
to olanzapine (Table 1).

Twelve (19%) of 63 patients who took olanzapine 6
weeks after admission fulfilled DSM-IV criteriafor OCD;
4 (9%) of 43 patients who took risperidone 6 weeks after
admission fulfilled DSM-1V criteriafor OCD (Table 1).

Duration of treatment with olanzapine correlated
with YBOCS total score (r = 0.33, p<.01). The correla-
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Table 1. YBOCS Scores and Number of Patients With OCD at Admission
and at 6 Weeks*

Patients With OCD

YBOCS Score (YBOCS score > 10)
AtAdmission At 6 Weeks At At
Treatment Group Mean SD Mean SD Admission 6 Weeks
Randomly allocated to:
Olanzapine (N = 19) 24 (5.3) 19 (4.2 2 2
Risperidone (N = 17) 24 (54) 2.2 (5.0) 1 1
Started before admission on:
Olanzapine (N = 35) 4.9 (7.8) 45 (6.7) 7 8
RisperidonéAN = 20) 2.9 (8.8) 22 (71) 2 2
Switched from:
Olanzapine to 5.8 (7.0) 4.7 (3.1) 2 1
risperidone (N'= 6)
Risperidone to 3.5 (4.9) 4.0 (5.6) 2 2

olanzapine (N = 9)
@Abbreviations: OCD = obsessiVe-compulsive disorder, YBOCS = Yale-Brown
Obsessive Compulsive Scale, SD =standard deviation.

tion between duration of treatment_with olanzapine and
YBOCStota scorewasr = 0.51 (p <t.@1)for patientswho
had a positive YBOCS total score. Patients,who were
treated 12 weeks or longer with olanzapige (W= 22 of
the group who took olanzapine at 6 weeks) hadasignifi-
cantly higher YBOCS total score than patieats whostook
olanzapine for less than 12 weeks (N = 41 of ¢he‘gratp
who took olanzapine at 6 weeks) (mean = SD =73 +'97/
vs. mean + SD = 2.7 + 4.9; Mann-Whitney test, p'<”05).
Duration of treatment with risperidone was not related
to YBOCS total score (N =24 =12 weeks; N=19< 12
weeks) (r =0.12, p = .23). The mean duration of treatment
with olanzapine 6 weeks after admission was 53.6 + 50.4
days. The mean duration of treatment with risperidone
6 weeks after admission was 71.3 = 73.0 days.

0C Symptoms With Olanzapine and Risperidone

Our findings should be cautiously inter-
preted because of the response complexity
of patients with both schizophreniaand OCS
to atypical antipsychotics. A number of case
reports and retrospective chart review stud-
ies**? link clozapine, olanzapine, and risperi-
done to worsening or precipitating obsessions
and compulsions in individuals with schizo-
phrenia. There are also preliminary reports
indicating that in some individuals cloza-
pine"**¢ and olanzapine” may be efficacious
in aleviation of both psychotic symptomsand
OCS. However, treatment with clozapinewas
associated with improvement of OCSin only
5 of 9 cases described.”® Moreover, it isworth
mentioning the differencesin the definition of
OCS between our study and that in the case
reports described by Bermanzohn et al.™® We

assessed the presence of OCS only if patients had per-
sistent, repetitive, intrusive, and distressful thoughts
(obsessions) not related to the patient’s delusions or repeti-
tive goal-directed rituals (compulsions) clinically distin-
guishable from schizophrenic mannerisms or posturing.
Bermanzohn et al.*® included OCS related to delusions. In
fact, psychotic and obsessive symptoms were intertwined
and were referred to as “obsessive delusions.” Therefore,
the improvement of obsessive delusions in some patients
feported by Bermanzohn et al. could be accounted for
hy, the effectivity of clozapine on neuroleptic-refractory
psyehotic symptoms. Bermanzohn et al. have suggested
thet oldsessive delusions in schizophrenic patients may
origimatefrom 2 sources. Those schizophrenic patientsin
whom obsessiyve.del usions grew out of preexisting simple

obsessiong;,of which they lost insight, would respond to

DISCUSSION

adjunctive aptiobsessional agents, whereas thosein whom

obsessive del usions grew-out of “obsessive preoccupation

The comorbidity rate of OCD in our patient sample
(15%) was similar to the 14% reported by Poyurovsky et
al.! About another 15% of our patients lacked severe
enough OCS to fulfill DSM-1V criteria for OCD, under-
scoring the importance of a dimensional view on the
co-occurrence of OCS and schizophrenia.

We found no differences in the short-term propensity
of olanzapine versus risperidone to induce or exacerbate
OCS. However, the findings of our study give a pre-
liminary indication that the duration of treatment with
olanzapineisrelated to severity of OCS, whereas duration
of treatment with risperidone is not related to severity of
OCS. Olanzapine may be associated with a delayed ex-
pression of clinically relevant OCS in a subset of patients
with recent-onset schizophrenia. Although most patients
had low scores on the YBOCS, and mean scores slightly
decreased from admission to 6 weeks later, aimost one
fifth of the patients taking olanzapine had clinically sig-
nificant OCS.
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with schizophrenic detdsions” would be responsive to
atypical antipsychotics. Althoughwe agree that obsessions
and delusions are not necessarilyymutually exclusive, we
took a different stand in our study)because we wanted
to disentangle psychotic symptomsianchOCS as much as
possible. Theimprovement of OCS during treatment with
olanzapine described by Poyurovsky et al . méay have been
partialy attributable to clozapine discontinuation in 2 of
their 3 patients. However there may be a great inter-
individual variability in OCS response to treatment with
olanzapine. The above-mentioned complexity of response
of patients with both schizophrenia and OCS to atypical
antipsychotics underscores the need for further investiga-
tion in larger controlled studies.

Moreover, the finding that long-term treatment with
olanzapine may induce or exacerbate OCS in a subgroup
of patients with schizophrenia or related disorders seems
to be in contradiction to open reports and studies that
suggest that olanzapine augmentation may benefit some
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patients with treatment-refractory OCD.***! However, ris-
peridone showed a more robust response in patients with
treatment-refractory OCD.?# Our findings are therefore
compatible with a difference between risperidone and
olanzapinein terms of effectivenessfor treatment-resistant
OCD, athough double-blind controlled comparisons are
needed to establish the differences between olanzapine and
risperidone in this respect.

Perhaps the increase in OCS in a subgroup of patients
with schizophrenia during treatment with olanzapine, and
the decrease.im OCS in other patients during treatment
with olanzapinegistel ated to genetic diversity. It has been
suggested that “polysnorphisms in the 5-HT,, receptor
gene are associated-fvith clinical response to clozapine®®
and OCD,? and such'polymorphisms might also be asso-
ciated with the differential effects of olanzapinein differ-
ent groups of patients.

The number of patients studigd¢the prospective longi-
tudinal design, and the relatively” homogeneous group of
patients with recent-onset schizophreniasare strengths of
our study. Limitations are the unknown retigbility and
validity of the DSM-1V OCD diagnosis.orthe YBOCSin
patients with schizophrenia and the operslabel “eharacter
of our study.

With regard to further studies, we recommend” thiat
OCS assessments should also be done a considerable time
(for instance, about 12 weeks) after the start of treatment
with olanzapine. Replication of the presented findings
may raiseclinicians’ awareness of the possible occurrence
or exacerbation of OCS in a subset of patients during
long-term treatment with olanzapine that could have a
potential negative effect on compliance with maintenance
treatment. Also, if differences in long-term propensity of
olanzapine and risperidone to induce or exacerbate OCS
are replicated, our understanding of mechanisms associ-
ated with occurrence of OCS may be enhanced.

Drug names: clozapine (Clozaril and others), olanzapine (Zyprexa),
risperidone (Risperdal).
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