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CLOZAPINE AND OBSESSIVE-
COMPULSIVE SYMPTOMS IN
PATIENTS WITH SCHIZOPHRENIA
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Summary

Clozapine differs from typical neuroleptics in its potent serotonin blockade and weak

D, receptor blockade. This paper consists of a series of three brief case vignettes

describing patients with schizophrenia and obsessive-compulsive symptoms who were

treated with clozapine. Two of the patients manifested an exacerbation of their

obsessive-compulsive symptoms, while the third manifested no change. The findings

are interpreted in the light of previous work and theories on the pathophysiclogy of

obsessive-compulsive symptoms, which has been linked to abnormal serotonin as well

as dopaminergic activities. The differential effect of clozapine on obsessive-compulsive

symptoms may be a reflection of the heterogeneity of the pathophysiology of

obsessive-compulsive symptoms.

Keywords: clozapine; schizophrenia; obsessive-compulsive symptoms; serotonin;

dopamine

INTRODUCTION

Clozapine is an atypical antipsychotic which may be
effective in the treatment of schizophrenic patients
whose symptoms do not respond to traditional typical
anti-psychotics (Kane,1988, Meltzer, 1990). Unlike the
typical antipsychotics, clozapine is a more potent anta-
gonist of serotonin 5-HT), receptors than of dopamine D,
receptors (Seeman, 1990).

There are reported cases of either an exacerbation or
development of obsessive-compulsive (OC) symptoms in
patients with chronic psychosis treated with clozapine
(Baker,1992, Earles, 1994, Patil,1992). The impression
from these reports is that exacerbation or development
of OC symptoms seems more likely with clozapine than
with typical antipsychotics although this adverse effect
has also been reported with risperidone, another atypical
neuro-leptic (Remington,1994).

Reported here are three patients who suffered from
schizophrenia (according to DSM III-R criteria). In two of
the patients, there were worsening of OC symptoms
while in the third patient with pre-existing OC symptoms
there was no exacerbation of her OC symptoms.
Clozapine therefore may not invariably cause an
exacerbation of pre-existing OC symptoms. We interpret
our findings in light of previous work and theories re-
garding the pathophysiology of OC symptomatology.

CASE 1

S.S., a 32 year old Chinese male, had suffered from
schizophrenia since the age of 17. Despite continuous
treatment with typical antipsychotics, there was no
lessening of his symptoms which included persistent
auditory hallucinations, paranoid delusions, thought
disorder and a range of negative symptoms. He was
treated with clozapine which was maintained at 550
mg/day. His Brief Psychiatric Rating Scale (BPRS) score
prior to clozapine was 40 and 29 after 18 weeks of
treatment. Auditory hallucinations and delusions remitted
over time. There was a significant improvement in his
self-grooming and volition. However, he began to
complain of intrusive and repetitive thoughts of a sexual
theme. He identified them as his own thoughts and was
very distressed by them. Although he had experienced
this prior to treatment with clozapine, he had not
complained as it was not as severe and had even remitted
while he was on chlorpromazine. Because of the worsen-
ing of his obsessive thoughts, he asked to be taken off
clozapine and reinstated on chlorpromazine. A sub-
sequent reduction of clozapine to 300 mg/day resulted in
a self-reported reduction of his obsessive thoughts.
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CASE 2

L.C.H., a 26 year old Chinese woman, had a 5 year
history of schizophrenia with prominent persecutory
delusions and ideas of reference. Shortly after the onset
of her psychotic symptoms, she developed -certain
compulsive rituals which consisted of checking light
switches, and doing household chores ritualistically. She
knew that it was ridiculous to do so, but felt uncom-
fortable when she resisted. Typical oral and depot
antipsychotics were ineffective in relieving her psychotic
features. She was started on clozapine which was
subsequently maintained at 125 mg/day. Her perse-
cutory delusions disappeared whilst her ideas of reference
were reduced. However, her compulsive rituals worsened
within 3 months of clozapine treatment, and she even
began to ruminate on anything that came to her mind.
She found these thoughts irrational and distressing but
was unable to resist them. Addition of clomipramine 50
mg/day resulted in resolution of her obsessive thoughts
and a decrease of her compulsive checking.

CASE 3

W.F.K., a 30 year old Chinese woman, suffered from
schizophrenia since the age of 13. Her illness was
characterized by auditory hallucinations, persecutory
delusions, thought disorder, and unpredictable and
aggressive behaviour. About ten vyears intc her
schizophrenic illness, she developed a fear of con-
tamination and an obsession with cleanliness with
compulsive hand washing and bathing. She would also
wash anything that she considered contaminated. Despite
high doses of typical antipsychotics, her illness
deteriorated and she had to be hospitalized for nearly a
year before clozapine was started. Clozapine was
eventually increased to 450 mg/day and her schizo-
phrenic illness improved significantly. From a pre-
clozapine score of 71, her BPRS score fell to 31 after 18
weeks of treatment. After more than a vyear of
continuous treatment with clozapine however, her OC
symptoms remained in status quo.

DISCUSSION

It has been suggested that clozapine, an atypical
neuroleptic, is effective in treatment refractory schizo-
phrenia because, in contrast to typical neuroleptics, it
also blocks serotonin (5-HT) receptors with the highest
affinity for 5-HT,. receptors (Kahn,1993).

Serotonin  has  been  implicated in  the
pathophysiology of obsessive-compulsive disorder (OCD)
as evidenced by the efficacy of serotonin reuptake
blocker (clomipramine) and selective serotonin reuptake
inhibitors (fluvoxamine, fluoxetine) in the treatment of
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OCD (Barr,1992). Selective serotonin reuptake inhibitors
have also been reported to be effective in the treatment
of OC symptoms resulting from clozapine therapy
(Cassady,1992, Allen,1994) and clomipramine was
effective in reducing the OC symptoms in case 2.
Administration of meta-chlorophenylpiperazine (MCPP)
which binds to all 5-HT receptors but most potently to
the 5-HT,. subtype, causes an exacerbation of OC
symptoms in patients with OCD (McDougle,1994). It
would be expected that cloza-pine (a 5-HT, antagonist)
would improve these symptoms but clozapine actually
appeared to worsen these OC symptoms. Furthermore,
the lack of an exacerbation of obsessive-compulsive
features in case 3, and a reported case of refractory
OCD that responded to clozapine alone (Young,1994)
suggests the possibility that different 5-HT receptor
subtypes are involved in the pathophysiology of OC
symptomatology. In additional, dopaminergic mechanism
has also been implicated in OCD (Goodman,1990).
Interestingly, the first patient reported that his obsessive
thoughts remitted while he was treated with
chlorpromazine. If dopaminergic activity is linked to
expression of OC symptoms, the OC symptoms of this
patient may have emerged due to the discontinuation of
this typical neuroleptic. Monotherapy with typical
neuroleptics have been reported to be effective in some
cases of OCD (Thethown,1955, O'Regan,1970). Typical
neuroleptics produce a more potent blockade of D,
receptors in contrast to clozapine which has a weak
affinity for D, receptors but a higher affinity for D; and
D, receptors (Kerwin,1994). This may suggest that
different dopamine receptor subtypes may also be
involved in the pathophysiclogy of OC symp-tomatology.

It is also possible that serotonergic-dopaminergic
interactions may play a part. There is considerable
preclinical evidence of such interactions. Schmidt et al
(1991) found that the 5-HT, receptor antagonist,
MDL11,939, blocks acute stimulation of striatal
dopamine synthesis induced by 3,4-methylenedioxy-
methamphetamine (MDMA). Sorensen (1992) also
demonstrated that amphetamine-induced reduction in
firing rate of A 10 dopamine neurons in chloral hydrate-
anaesthetized rats is blocked in animals pretreated with
the selective 5-HT, receptor antagonists MDL 23,133A
and ritanserin.

It is still far too premature for any firm explanation
of OC pathophysiology. It may involve receptor subtype
selectivity or specific ratios of receptor antagonism.
These or none of these mechanisms may contribute to
some extent in explaining the effect that clozapine has
on OC symptoms.



Furthermore, caution should be exercised in
interpreting findings from the pooling together of several
case reports. The limitations of this report as in previous
reports are that it consists of isolated cases with no
structured assessment, and they raised more questions
than answers. However, such observations do offer a
glimpse of the neuro-biological heterogeneity involved in
the expression of OC symptoms in schizophrenia, and
also gives support to the heuristic validity of using
treatment response to define subgroups of schizophrenia
(Buckley,1994).

REFERENCES

Allen L, Tejera C. (1994}, Treatment of clozapine-induced
obsessive-compulsive symptoms with sertraline. Am J
Psychiatry 151:1096-7.

Baker RW, Chengappa R, Baird JW, Steingard S, Christ MAG,
Schooler NR. (1992) Emergence of obsessive compulsive
symptoms  during treatment with clozapine. J Clin
Psychiatry 53:439-442,

Barr LC, Goodman WK, Price LH, McDougle CJ, Charney DS,
(1992), The serotonin hypothesis of obsessive-compulsive
disorder: Implications of pharmacologic challenge studies. J
Clin Psychiatry 53 Suppl 4:17-28.

Buckley PF, Schulz SC. (1994)Obsessive-compulsive symptoms
and clozapine [letter]. Br J Psychiatry 165:408.

Cassady SL, Thaker GK. (1992) Addition of fluoxetine to
clozapine. Am dJ Psychiatry, 149:1274.

Earles MJ, Layerni O. (1994) Exacerbation of obsessive-
compulsive symptoms associated with clozapine. J Br
Psychiatry 164: 687-688.

Goodman WK, McDougle CJ, Price LH, Riddle MA, Pauls DL,
Leckman JF. (1990) Beyond the serotonin hypothesis: A role
for dopamine in some forms of obsessive compulsive
disorder? J Clin Psychiatry 58 Suppl 8:36-43.

Kahn RS, Davidson M, Siever L, Gabriel S, Apter S, Kenneth
LD. (1993} Serotonin function and treatment response to

S.A. Chong & K.E. Wong

clozapine in schizophrenic patients. Am J Psychiatry
150:1337-1342.

Kane J, Honigfeld G, Singer J, et al. (1988) Clozapine for the
treatment-resistant schizophrenic. Arch Gen Psychiatry
45:789-796.

Kerwin RW. (1994) The new atypical antipsychotics. Brit J
Psychiatry 164:141-148.

McDougle CJ, Goodman WK, Price LH. (1994) Dopamine
antagonists in tic-related and psychotic spectrum obsessive
compulsive disorder. J Clin Psychiatry 55:24-31.

Meltzer HY. (1990) The role of serotonin in the action of
atypical antipsychotic drugs. Psychiatric Ann 20:571-579.

O’Regan JB. (1970) Treatment of obsessive-compulsive neurosis
with haloperidol. Can Med Assoc J 103:167-168.

Patil VJ. (1992) Development of transient obsessive-compulsive
symptoms during treatment with clozapine [letter]. Am J
Psychiatry 149:272.

Remington G, Adams M. (1994) Risperidone and obsessive-
compulsive symptoms. J Clin Psychopharmacol 14:358-
9.

Schmidt CJ, Taylor VL, Abbate GM, et al.,, (1991) 5-HT,
antagonists  stereoselectively prevent the neurotoxicity of
3,4-methylenedioxymethamphetamine by blocking the acute
stimulation of dopamine synthesis: reversal by L-dopa. d
Pharmacol Exp Ther 256:230-235.

Seeman P. (1990) Atypical neuroleptics: role of multiple
receptors, endogenous dopamine, and receptor linkage.
Acta Psychiatr Scand 82 suppl 358:14-20.

Sorensen SM, Humphreys TM, Taylor VL, et al., {1992) 5-HT,
receptor neurons by interfering with stimulated dopamine
synthesis. J Pharmacol Exp Ther 260: 872-878.

Thethowan WH, Scott PAL. (1955) Chlorpromazine in
obsessive-compulsive and allied disorders. Lancet 16:781-
785.

Young CR, Bostic JQ, McDonald CL. (1994) Clozapine and
refractory obsessive-compulsive disorder: A case report. J
Clin Psychopharmacology 14:209-211.

*Chong SA, MBBS, M.Med(Psychiatry), Registrar, Institute of Mental Health and Woodbridge Hospital
Wong KE, MBBS, MRC Psych, AM, Consultant Psychiatrist, Head of Outpatient Services, Institute of Mental Health and

Woodbridge Hospital

*Correspondence: Institute of Mental Health and Woodbridge Hospital, 10 Buangkok Green, Singapore 539747

47



