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ABSTRACT

Acute pancreatitis has many causes, with alcohol and gall bladder stones being
the most common. Drug related pancreatitis occurs rarely and usually presents
as mild disease. The diagnosis is by exclusion and relies on a thorough history
and relevant investigations. Management includes withdrawing the drug and
managing the pancreatitis as per protocol.

CASE REPORT

This is a case of a thirty-eight-year-old
hyperthyroid male patient who had been on
carbimazole for two weeks. He has been on
follow-up at the endocrinology unit with
sub-acute thyroiditis. Currently he was
admitted with epigastric pain radiating to
the back associated with vomiting. There
was no history of alcohol intake. On general
examination, he had no icterus, and the vital
signs of significance was a tachycardia of
116 beats per minute. Abdominal exam
revealed epigastric tenderness with no signs
of peritoneal irritation. Murphy’s sign was
negative.

Laboratory work up revealed an elevated
serum lipase of 1090 U/L and a neutrophil
leucocytosis of 12.5. Liver function tests
picture. Thyroid
function tests had an elevated T4 levels. On
imaging, a hepato-biliary ultrasound ruled
out gallstone disease. No other cause of

showed a cholestatic

acute pancreatitis was apparent. The
carbimazole was discontinued and standard
management of pancreatitis was instituted
with good clinical progress, and after four
days of hospital stay, he was discharged on
alternative therapy for hyperthyroidism,

propylthiouracil.
DISCUSSION

Acute pancreatitis is a common surgical
condition mostly presenting with mild
disease. 23% of patients presenting with
pancreatitis at our institution get admitted
to the critical care units with moderate and
severe disease with majority of cases being
secondary to alcohol wuse(l). Diagnosis
requires fulfilment of at least two of the
following ; abdominal pain consistent with
pancreatitis,
amylase levels at least three times the upper
level of normal and characteristic signs on
imaging(2).Severity assessment is done at

acute elevated lipase or
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admission to determine patients who will
require more aggressive treatment and
subsequent admission to critical units..

The commonest cause of pancreatitis in the
western literature is gallstone disease. On
the contrary, alcohol ingestion accounts for
the majority of cases in Africa (1)(3).Other
uncommon causes of pancreatitis including
like hyper-
infections, traumatic

metabolic conditions
triglyceridemia,
pancreatic duct disruption, post ERCP, auto-
immune and drug related causes.
Drug induced pancreatitis is

accounting for up to 2% of all cases (4).

rare,

Patients usually present with mild disease
however, severe cases have been reported (5,
6). Drugs as a potential cause are most often
overlooked, therefore a high index of
suspicion coupled with good history taking
is key in identifying and withdrawing the
offending agent.

Several mechanisms have been postulated
to explain drug induced pancreatitis
including duct obstruction, sphincter of oddi
dysfunction,  direct injury,
immunological injury and indirectly via

cytotoxic

metabolic causes like hyper-triglyceridemia
and hypercalcemia(7).These can result from
effects of the drug and or of its metabolites.

Irrespective of the mechanism, the
common pathway leads to premature
inactivation of pancreatic enzymes that
cause damage to the pancreatic acinar.
Following this damage there is production
of local inflammatory mediators that cause
endothelial ~dysfunction increased
vascular permeability. Fluid extravasation
and interstitial oedema follows as a result.

If the insult persists, the mediators enter
the blood stream and evoke a systemic
inflammatory response that
causes other organ dysfunction. The cycle
perpetuates itself and leads to further
compromised blood flow to the pancreas as
the body shunts blood to vital organs
leading to subsequent
pancreatic necrosis.

and

syndrome

ischemia and

Drugs are classified as class 1 to 4 based on
weight of evidence and clinical presentation
in terms of latency period from time of
initiation of drug
symptoms and recurrence of symptoms with
re-challenge of the drug(5).

Class 1 drugs are those with one case
report that describes
symptoms with re-challenge of the drug.
Examples of these are commonly used drugs
like carbimazole, codeine, metronidazole
and Class 2 drugs like
acetaminophen have consistent latency in
75% or more of reported cases. Class 3 drugs

to presentation of

recurrence  of

isoniazid.

have two or more case reports with no re-
challenge or consistent latent period while
class 4 drugs have one reported case report
with no data on re-challenge or consistent
latency period.(5)

Thioamides have been associated with
severe  adverse  effects such  as
agranulocytosis, hepatotoxicity and reactive
vasculitis. It is theorized that they cause
pancreatitis via an immune mechanism (8,
9).The sulfhydryl moiety of this group of
drugs is implicated as a cause of this
Interestingly, the

pancreatitis following
propylthiouracil use has not been described.
The patient in this case report did not have
recurrence of symptoms during follow-up.
Time from drug to

presentation of symptoms differ following

reaction. amongst

thioamides,

initiation of the

thioamide use. Marazuela et al described a
patient on carbimazole for Graves’ disease,
who presented with symptoms after a
latency period of 30 days. Re-challenge with
a single dose led to development of acute
pancreatitis(8) . Chng et al described a case
of a 70-year-old patient who developed
pancreatitis following a latency period of 14
days. Methimazole has been implicated in a
case report of a 51 year old lady who
developed symptoms three weeks after
initiation of the drug(10).

This case may possibly be an index report
for Carbimazole-induced pancreatitis in the
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region. The patient presented with mild
acute  pancreatitis  that solely
attributable ~ to  carbimazole. = Other
similarities include latency period of two
weeks that falls
duration and improvement in symptoms
after drug discontinuation.

was

between the described

CONCLUSION

Carbimazole is a rare cause of acute
pancreatitis. It usually presents as mild
disease with typical latency period of
30 days. Symptoms
dose independent

between 14 to
presentation is and
management includes supportive treatment
and withdrawal of the drug. Substitution
with Propylthiouracil is acceptable to

manage the hyperthyroid state.
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