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ABSTRACT

Context The antipsychotic agent clozapine
has been linked to several cases of
pancreatitis. The newer, but related,
olanzapine was believed to have fewer side
effects.

Case report A 42-year-old man in good
physical condition gradually developed
hypertriglyceridemia, hypercholesterolemia,
elevated alanine aminotransferase, diabetes
and, ultimately, acute pancreatitis after 19
months of olanzapine monotherapy. Due to
multiorgan failure, he was in the intensive
care unit and surgical ward for 29 days. He
made a full recovery. The olanzapine was
discontinued. Glucose, triglyceride and
cholesterol levels normalized as did pancreas
and liver function.

Conclusions We report olanzapine as the
probable cause of acute pancreatitis in a
patient without any known predisposing
factors. Olanzapine-treated patients should be
monitored with glucose, lipid, pancreatic
function and liver function tests, and the
olanzapine should be discontinued if the
results of these tests worsen.

INTRODUCTION

Olanzapine (ZyprexaTM, Eli Lilly and
Company, Indianapolis, Indiana, USA) has
become a commonly prescribed antipsychotic

drug because of its assumed low association
with dystonia and other extrapyramidal side
effects. With sales of 4 billion US dollars,
ZyprexaTM was the fourth leading
pharmaceutical on the global market in 2002
[1].
Olanzapine is a thienobenzodiazepine,
structurally related to the older
dibenzodiazepine clozapine. Clozapine has
been associated with the induction of diabetes
mellitus and several cases of acute
pancreatitis [2, 3, 4, 5]. Recently, new-onset
diabetes, ketoacidosis and some cases of
pancreatitis have also been linked to
olanzapine treatment [3, 6]. We report on a
case of olanzapine-induced pancreatitis in a
man who had always been in good physical
health.

CASE REPORT

A 42-year-old male with paranoid psychosis
was treated with the antipsychotic drug
olanzapine 10 mg od. Extensive blood tests
prior to beginning the olanzapine therapy
were normal, including alanine
aminotransferase (ALAT) of 39 IU/L
(reference range: 0-50 IU/L), non-fasting
blood glucose of 5.9 mmol/L (reference
range: 3.0-5.0 mmol/L) and total cholesterol
of 4.9 mmol/L (reference range: 3.9-8.6
mmol/L). He did not use alcohol, narcotics or
other medication. He was 170 cm tall and
weighed 79 kg (body mass index: 27.3
kg/cm2). After 7 months of monotherapy with
olanzapine, the fasting glucose level was 8.8
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mmol/L (reference range: 3.7-6.0 mmol/L),
ALAT was 110 IU/L and total cholesterol was
7.3 mmol/L.
After 19 months of olanzapine monotherapy
he was admitted to the local tertiary level
hospital in poor physical condition. Two days
prior to admission, he suffered from
polydypsia and polyuria. His fasting glucose
concentration was greater than 60 mmol/L
and he had ketoacidosis with urinary glucose
greater than 250 mmol/L (reference range: 0-
1.5 mmol/L). The glycosylated hemoglobin
A1c test was 12.4% (reference range: 4.5-
6.0%), C-reactive protein (CRP) was 407
mg/L (reference range: 0-10 mg/L), amylase
was 2,663 IU/L (reference range: 0-120
IU/L), ionized calcium was 1.08 mmol/L
(reference range: 1.13-1.32 mmol/L),
triglycerides were 23.1 mmol/L (reference
range: 0.6-3.9 mmol/L), leukocytes were 15.6
109/L (reference range: 3.5-11.0 109/L) and
total cholesterol was 14.3 mmol/L. Lipase
was not measured.
On the second day of his hospital stay, the
patient developed acute abdominal pain,
followed by respiratory and circulatory
failure. He needed a respirator and
vasopressors. An abdominal CT scan was
performed without contrast due to rapidly
developing renal failure. The pancreas was
enlarged with poorly defined borders. There
were signs of peripancreatic inflammation and
fluid was visible around the liver, spleen,
small intestines and in the pelvis. The
abdomen was firm, distended and board-like
with extensive guarding. Bowel sounds were
absent. An explorative laparotomy showed an
edematous pancreas with yellow plaques and
nodules on the duodenum and in the infracolic
space and excessive ascites. The gallbladder
was normal. He was treated with the
antibiotic imipenem. The patient developed
acute renal failure with creatinine values over
700 µmol/L. After three days in the local
tertiary hospital, he was transferred to the
intensive care unit (ICU) in the primary level
hospital for hemodiafiltration. His antibiotic
was changed to meropenem. Amylase and
CRP gradually declined. Vasopressors were
reduced and respirator weaning was started.

The patient was transferred to the ICU in a
secondary level hospital on day 10 for
continued hemodiafiltration. He was treated
for invasive candida infection with
fluconazole. The patient was extubated on day
14. Dialysis treatment ended on day 16. An
ultrasound on day 16 confirmed the previous
finding of a normal gallbladder. The patient
was transferred to the local third level hospital
on day 18. A CT scan of the abdomen on day
28 showed signs of pancreatic pseudocysts,
but no abscesses. He was discharged on day
29 in good physical condition. On day 53,
amylase, triglyceride and blood glucose levels
were normal. Insulin was discontinued.

DISCUSSION

Olanzapine is believed to exert its
pharmacological action by transiently
occupying dopamine D2 receptors and then
rapidly dissociating to allow normal
dopamine neurotransmission. This would
keep prolactin levels normal, maintain
cognitive attitudes, and reduce extrapyramidal
symptoms as compared to the older anti-
psychotics [7]. This last effect has recently
been questioned though [8].
According to the manufacturer's data sheet,
the common adverse effects of olanzapine
(i.e. with a frequency greater than 10%)
include sedation, weight gain and
hyperprolactinemia [9]. Among the common
adverse effects (frequency: 1-10%), transient
elevations in liver transaminases were also
seen. Reports of diabetic coma, diabetic
ketoacidosis and pancreatitis were rare (less
than 0.01%). A recent review of studies and
case reports showed that hyperglycemia,
diabetes mellitus type II and diabetic
ketoacidosis were more frequently reported in
patients receiving clozapine and olanzapine as
compared to conventional antipsychotics [10].
The mechanism is unclear, but insulin and
leptin may play a role as may triglycerides
and the weight-inducing effect of atypical
antipsychotics [10, 11]. However, olanzapine
may also affect glucose metabolism in the
absence of weight gain [12]. Even though
primary damage to the pancreatic islet cells
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and/or sympathetic dysregulation has been
mentioned, the most probable explanation is
that the pancreatic toxicity of olanzapine is
mediated by the metabolic effects of the drug
[6].
Some few cases of olanzapine-induced
pancreatitis have been published since 2000
[13, 14]. Of the reports reviewed by the Food
and Drug Administration’s MedWatch, 39%
dealt with clozapine, 33% olanzapine, 16%
risperidone and 12% haloperidol [3].
Although psychiatric patients may have had
complicating substance abuse and alcohol
consumption, it was not present in all the
reports. This was also the case in our patient
where the common causes of acute
pancreatitis, e.g. trauma, cholelithiasis,
ethanol, hypercalcemia and other drugs, were
ruled out as the source of the acute
pancreatitis.
Our patient had used olanzapine for 19
months. In most reported cases, pancreatitis
occurred within six months after
administration [3]. In one case, however,
diabetes and acute pancreatitis presented after
more than 12 months of olanzapine use [15].
Considering the aforementioned points
discussed and the rapid and sustained
normalization of lipids and blood glucose
which our patient experienced upon
olanzapine discontinuation, we believe that
olanzapine was the probable cause of the
pancreatitis.
Owing to its potential for fatal clinical
deterioration and chronic complications, and
because pancreatitis may improve upon
discontinuation of olanzapine, clinicians and
psychiatrists should be alert to its possible
adverse effect.
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