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C lozapine is often prescribed 
to manage treatment-resistant 
schizophrenia,1,2 defined as 

an inadequate response to at least 
2 trials of antipsychotic medication of 
adequate dose and duration.3 Despite 
its clinical benefits, clozapine has 
potentially life-threatening side effects, 
eg, hematologic, metabolic, and 
cardiac effects.4 Impairment of 
gastrointestinal motility is also 
common, with an estimated 
occurrence of 14%.5 Gastrointestinal 
hypomotility can lead to paralytic ileus, 
obstruction, gastrointestinal ischemia, 
and death.6,7 Herein, a case of 
clozapine-related cecal volvulus is 
described. To our knowledge, volvulus 
associated with clozapine use has only 
been reported once previously.8 This 
case illustrates the need for a high 
index of suspicion for potentially life- 
threatening surgical emergencies in 
clozapine-treated patients. 

Case Report 
A 58-year-old woman with 

schizoaffective disorder, bipolar type, 
residing in a long-term psychiatric 
facility for chronically ill patients for 
6 years, was transitioned to an acute 
care hospital for evaluation of 
constipation, abdominal distention, 
nausea, and bilious vomiting of 3-day 
duration. Her psychiatric medications 
included clozapine 575 mg/d, 
clonazepam 0.5 mg twice/d as 
needed, lamotrigine 100 mg/d, and 
haloperidol 5 mg by mouth 3 times/d 
as needed. Diphenhydramine 50 mg 
by mouth 4 times/d as needed was 
recently initiated for pruritus. She had 
a history of intermittent constipation 
but was often nonadherent with a 
recommended bowel regimen 
consisting of senna/docusate sodium 
8.6/50 twice/d and polyethylene 

glycol daily. Her bowel habits were not 
consistently documented. Despite her 
postmenopausal status and lack of an 
intimate partner, she attributed the 
abdominal distention to pregnancy. 

On examination, her vital signs 
were notable for hypertension, ie, 
blood pressure of 166/91 mm Hg, 
but otherwise unremarkable 
(heart rate: 90 beats/min, respirations: 
18/min, and temperature: 36.8°C). 
The abdomen was distended, soft, 
and nontender. The comprehensive 
metabolic panel revealed hypokalemia 
(2.8 mmol/L) without other 
significant abnormalities, eg, the 
lactic acid level was 1.1 mmol/L 
and complete blood count was 
unremarkable. Abdominal X-ray 
revealed marked dilation of the colon 
containing an air fluid level occupying 
the left upper and lower quadrants 
with preservation of haustral folds; air 
fluid levels were visualized within 
loops of bowel in the pelvis. Initial 
clinical impression consisted of 
Ogilvie syndrome (Figure 1). 
Clozapine and diphenhydramine were 
withheld. The patient was given 
nothing by mouth, and potassium was 
repleted; an aggressive bowel regimen 
including polyethylene glycol, senna, 
and mineral oil enemas was suggested 
but thwarted by the patient’s refusal, 
as she insisted the abdominal 
distention was from pregnancy. 
Gastroenterology consultants 
considered endoscopic decompression 
but were dissuaded by a significant 
stool burden that would have 
prevented access to the right 
side of the colon. Neostigmine 
was considered to reverse the 
anticholinergic influences of the 
patient’s medication regimen. 

Subsequent computed tomography 
(CT) imaging of the abdomen/pelvis 

with rectal contrast showed 
progression of the contrast to the 
splenic flexure/transverse colon 
and revealed mesenteric swirling 
(Figure 1) in the right lower quadrant 
adjacent to a dilated nonopacified loop 
of bowel measuring 11 cm and 
extending to the left hemiabdomen. 
Cecal volvulus was suspected despite 
the lack of significant small bowel 
dilation. Surgical intervention, ie, 
exploratory laparotomy, confirmed 
cecal volvulus and tearing of the 
intestinal serosa, indicating 
impending rupture (see Figure 1). 
The transverse colon, descending 
colon, sigmoid, and rectum 
appeared healthy. A right 
hemicolectomy with stapled side-to- 
side anastomosis was performed 
without complications. Bowel motility 
was restored; she progressed well 
postoperatively and returned to the 
long-term facility. 

Discussion 
Generally, the anticholinergic, 

serotonergic, and noradrenergic effects 
of clozapine are implicated in 
producing clozapine-induced gastric 
hypomotility (CIGH).8 CIGH is 
managed effectively with laxatives, 
stool softeners, and dietary 
modifications.7 For clozapine-treated 
patients developing abdominal pain 
and distention, vomiting, and marked 
constipation, a careful workup of 
serious causes, eg, Ogilvie syndrome 
or cecal volvulus, is warranted. These 
conditions require aggressive 
treatment to reduce potential 
sequelae, ie, perforation, peritonitis, 
and death. Because symptoms can 
overlap, distinguishing between 
Ogilvie syndrome and cecal volvulus is 
challenging. Contrast-enhanced CT 
imaging and, in ambiguous cases, 
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abdominal laparotomy are warranted 
to distinguish them.9 

Cecal volvulus rarely occurs in 
adults and is related to improper 
fusion of the cecal mesentery with the 
retroperitoneum predisposing the 
cecum to rotation and twisting. It 
occurs in women predominantly, 
between 40 and 60 years of age.10 

Precipitating factors for cecal volvulus 
include constipation, ileus, and prior 

surgery with resultant adhesions. 
Other than recurrent constipation, 
nothing in the patient’s history 
suggested that she had any other 
aggravating risk factors. In fact, CT 
imaging of her abdomen 4 years 
earlier revealed that her cecum was 
large, anteromedially oriented, and 
mobile; the latter increased her 
vulnerability to recurrent constipation 
particularly while on clozapine. Now, 

exacerbated by an increased 
anticholinergic burden (ie, the 
addition of diphenhydramine) and 
nonadherence with the bowel 
regimen, she was particularly 
vulnerable to developing cecal 
volvulus. 

A low threshold of suspicion for 
potentially emergent surgical 
conditions is warranted when patients 
on clozapine develop vomiting, severe 
constipation, or abdominal distention/ 
pain. To mitigate risks, clozapine- 
treated patients, particularly in long- 
term care settings, require diligent 
nursing documentation of bowel 
habits, fluid and diet/fiber intake, 
physical activity, adherence with bowel 
management, and gastrointestinal 
symptoms.7,11 Reducing the 
anticholinergic burden and avoiding 
serotonergic antagonists will also 
mitigate hypomotility. 
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Abbreviation: CT = computed tomography. 
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