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Case report

CLOZAPINE-INDUCED PARALYTIC ILEUS
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INTRODUCTION

Clozapine is an atypical antipsychotic drug with
minimal extrapyramidal toxicity, used in the manage-
ment of patients who are unresponsive or intolerant to at
least two different antipsychotics (McEvoy et al. 2006).
lleus is a rare but life-threatening side-effect of cloza-
pine treatment (Palmer et al. 2008). The largest study
investigating risk factors of ileus in psychotic patients
showed that increasing age and treatment with higher
dosage of clozapine were associated with an increased
risk of fatal ileus (Nielsen & Meyer 2012). The treat-
ment of clozapine-induced ileus comprises of discon-
tinuation with potential rechallenge of the drug (Palmer
et al. 2008). We describe here a patient with treatment-
resistant depressive psychosis and extrapyramidal symp-
toms, who developed paralytic ileus shortly after the
initiation of clozapine.

CASE REPORT

A 60-year-old woman presented with extrapyramidal
symptoms and psychotic-like symptoms. She has a 12-
year history of depression with several psychotic epi-
sodes. The patient had been treated previously with
different psychotropic drugs (paroxetine, duloxetine,
agomelatine, maprotilin and olanzapine) in a various
psychiatric structures. Recently, the patient was pres-
cribed 80 mg/day of ziprasidone. During the initial
period of ziprasidone use, she did not develop any side-
effect. After three months, the patient presented to
neurology clinic due to distressing tremor, rigiditiy,
agitations and delusions. At baseline visit, her Modified
Simpson-Angus Scale (MSAS) (Simpson & Angus
1970) score was 11 and her Brief Psychiatric Rating
Scale (BPRS) (Overall & Gorham 1988) score was 87.
The treatment with clozapine was initiated and gra-
dually increased dose to 150 mg/day, while ziprasidone
was gradually tapered and eventually discontinued.
With clozapine, her psychosis improved significantly
after two weeks. At day 10, she became febrile
(38.5°C), tachycardic (120 beats/min) and hypotensive.
She complained abdominal fullness and nausea. Her
white blood cell counted 10.2 and C-reactive protein
level became elevated. A chest X-ray showed pleural

effusion. Colonocsopy did not provide evidence of
pathological obstruction. Abdominal CT scan led to a
diagnosis of paralytic ileus, most likely related to cloza-
pine treatment. Clozapine was discontinued, and conser-
vative management with prostigmin injection, colonic
lavement and fluid intake, was performed with a good
clinical response within 24 h. She was then put on
quetiapine 50 mg/day and then was increased in incre-
ments of 50 mg/day up to 300 mg/day. After three
weeks, her parkinsonian syndrome and psychosis impro-
ved significantly. She remained free of her symptoms at
the 3-month follow-up visit.

DISCUSSION AND CONCLUSION

Clozapine is unique in its lack of producing extra-
pyramidal symptoms, even at high doses, compared to
other antipsychaotics. Clozapine's highest anticholinergic
property is though to be the main cause of paralityc
ileus. Mean time from initiation of clozapine to onset of
ileus is four years (Palmer et al. 2008). Clozapine-rela-
ted adynamic ileus was reported to be dose-dependant
and may occured several days after initiation of treat-
ment (Fayad & Bruijnzeel 2012). Compared with these
cases, the clinical findings in our patient are unique: (1)
onset of ileus shortly after initiation of low dose of
clozapine and absence of other anticholinergics which
could contribute to combined effects to ileus, at the time
of decompensation and (2) slow titration and low dose
of clozapine. Patients receiving clozapine and/or other
psychotropics associated with significant muscarinic
properties should undergo careful monitoring of bowel
function and timely use of laxatives, and early refferal
of constipated patients, because early recognition can
prevent life-treathening pathologic process and fatal
outcomes and enable appropriate management.

A limitation of the current study was in that we have
not provided plasma levels of clozapine. Although cloza-
pine concentrations in plasma correlated with dose in
most cases, plasma levels of clozapine varies substan-
tially and there is considerable variability in the response
achieved at any given clozapine concentration. A
clozapine concentration of 370 ng/ml was reported the
optimal cutoff for distinguishing responders from non-
responders (Spina et al. 2000). Because many patients
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respond well at plasma clozapine concentrations in a
low range, higher plasma clozapine concentrations
require in some patients use of high dosages and imply
an excessive risk of side effects including ileus. The
incidence of side effects was twice as high at clozapine
concentrations above 350 ng/ml compared with lower
concentrations. Increasing dosage to achieve plasma
levels above 400 ng/ml may be especially indicated in
patients without adverse effects who failed to respond at

lower or standard dosages (Spina et al. 2000).
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