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Clozapine Induced Ogilvie’s Syndrome
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Abstract:

We report a case of clozapine induced acute intestinal pseudo obstruction (also known as Ogilvie’s syndrome) in

a 54-year female with a history significant for multiple psychiatric disorders. The diagnosis was made dfter a

challenging clinical presentation where collaboration between multiple medical services resulted in reaching a

unified diagnosis. The diagnosis was established based on multiple radiological imaging modalities and confirmed

by a documented response to colonic decompression through colonoscopy and discontinuation of the offending

medication.
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Introduction:

Acute intestinal pseudo-obstruction, also known as Ogilvie s
syndrome, is characterized by acute massive colon dilatation
involving primarily the right side of the colon and without a
mechanical cause.!>? It is most often diagnosed in
hospitalized, debilitated medical or surgical patients with a
wide array of medical conditions.>* A water-soluble contrast
enema or CT scan can exclude mechanical obstruction if gas
and distention are present throughout all colonic segments,
including the rectum and sigmoid colon.’

Here, we report a case of clozapine induced acute intestinal
pseudo obstruction known as Ogilvie’s syndrome.

Case Report:

A 54-year-old female presented to the gastroenterology
service through the emergency department (ED) with
abdominal pain & diarrhea for 3 weeks. Past medical history
was significant for bipolar disorder, Schizophrenia and

Fig.-1 : Shwing marked thickening in the wall of the
terminal ileum
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chronic obstructive pulmonary disease. She was on regular
daily Lithium (450 mg/day), clozapine (337.5 mg/day),
oxybutynin (10 mg/day), valproic acid (1000 mg/day), and
tiotropium bromide (18 mc/day) inhaler. There were no recent
changes made to drug dosages and no history of previous
abdominal surgeries.

The abdominal pain started suddenly and gradually
progressed. It was more in the right lower quadrant, dull in
character and intermittent in nature. It was non-radiating
and associated with abdominal distention and bloating. The
diarrhea was watery, small in amount and occurred up to
eight times per day, there was no blood or mucous seen.
There were no further gastrointestinal symptoms. History
was negative for travel, infectious contacts or antibiotic use.
Review of systems was negative apart from chronic fatigue
and weakness. Socially, the patient resided at the Regional

Mental Hospital (RMH) due to her severe psychiatric

Fig.-2 : Shwing dilated bowel loops and multiple air fluid
levels
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disability. On physical examination, the abdomen appeared
distended; on palpation there were no signs of peritonitis,
bowel sounds heard on auscultation and percussion revealed
diffuse tympany. The patient had been seen in the ER 3
weeks earlier for abdominal pain and a CT abdomen was
done at that time to rule out appendicitis (Fig.-1); It showed
marked thickening in the wall of the terminal ileum with no
small bowel dilatation. A large fecal load in colon was noted.
Infectious work-up was done at that time and was negative
and the patient was sent back to RMH.

L& -
Fig.-3 : Multiple dilated bowel loops and multiple air fluid
levels consistent with small and large bowel obstruction

During the current ED visit, investigations were reported as
follows, sodium 133, potassium 3.4, chloride 98, HCO, 27,
urea 1.6, creatinine 53, WBC 17.2, hemoglobin 132, platelets
389, ESR 2, CRP 17, lactate 2.2, stool for clostridial difficile,
cultures and O&P were all negative. Blood cultures were
negative. Abdominal X-ray (Fig.-2) showed dilated bowel
loops and multiple air fluid levels especially on the right side.
The general surgery team was consulted; their assessment
concluded that the patient had a non-surgical abdomen,
unlikely to be mechanically obstructed given the benign
physical examination. The patient was admitted and a
nasogastric tube was inserted which drained 500 ml of bilious
fluid. The patient was kept nil per mouth and a colonoscopy
was organized. Abdominal x-rays were repeated (Fig.-3) and
showed again multiple dilated bowel loops and multiple air
fluid levels consistent with small and large bowel obstruction.
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Fig.-4: Showing marked improvement in the degree of
bowel dilatation

The diagnosis of acute intestinal pseudo obstruction was
made after a collaborative discussion between the
gastroenterology, radiology and general surgery teams. The
patient’s medication list was reviewed with the hospital
pharmacist and both clozapine and lithium were suspected.
Other secondary causes were excluded. A clozapine level
was ordered and found to be critically high at 5950 nm/I,
while the lithium level was within the therapeutic range. The
decision was made to stop the lithium. The patient’s
symptoms resolved and she underwent an uneventful
colonoscopy, which revealed normal mucosa throughout
the large bowel and terminal ileum. A repeatabdominal x-ray
(Fig.-4) showed marked improvement in the degree of bowel
dilatation. The patient was able to go back to RMH free of
any abdominal complaints. A long-term plan regarding her
psychiatric illness management was to be arranged by the
psychiatry team as an outpatient.

Discussion:

Intestinal obstruction can have many causes including
medications. A long list of medications that can cause this
condition exists.® Most often a narcotic is the offending
agent and many of these medications are associated with
potent anticholinergic effects.”® Antipsychotics are
generally not a common cause of acute colonic pseudo
obstruction®. However, clozapine has been recently
recognized as an under-reported etiology.'?

Clozapine is an atypical antipsychotic used to treat resistant
schizophrenia. The most likely mechanisms by which
clozapine leads to this condition are through anticholinergic
and antiserotonin-like effects.!®!! A large Australian case
series reported by Palmer et al, suggested that this is a
dose related phenomenon and is also directly related to serum
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drug levels.!? There is one case report in the literature
reporting lithium as a cause of intestinal pseudo
obstruction!3, but none exist that report the combination of
lithium and clozapine as a cause that renders patients as
higher risk. Patients with psychiatric disorders are usually
treated with multiple medications, which generally have a
large side effect profile. One of the most troublesome side
effects is constipation, which theoretically can ultimately
lead to intestinal pseudo obstruction through the same
mechanism.!%!> Multiple medications with anticholinergic
activity can obviously predispose these patients to such a
condition especially if their underlying disease leads to
decreased oral intake and eventually dehydration in addition
other metabolic derangements. Psychiatrists and general
practitioners should be aware of the seriousness of such
side effects and how to recognize when patients are heading
towards developing complications of serious and potentially
fatal outcomes.
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