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A Case of Recurrent Pancreatitis Induced by Trimethoprim-

Sulfamethoxazole Re-Exposure
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Department of Internal Medicine, Chung-Ang University College of Medicine, Seoul, Korea

A 32-year-old man presented with epigastric pain. He
had a previous episode of acute pancreatitis of un-
determined cause 2 years earlier. The patient had
taken trimethoprim (80 mg) and sulfamethoxazole (400
mg) twice daily because of acute urethritis 3 days pri-
or to admission. No definite cause of acute pan-
creatitis could be identified on baseline studies. A thor-
ough history-taking revealed that the patient had an
episode of acute pancreatitis while taking trimethoprim
(80 mg) and sulfamethoxazole (400 mg) twice daily for
2 weeks for prostatitis prior to the previous admission.
Therefore, a cause-and-effect relationship between tri-
methoprim-sulfamethoxazole (TMP-SMX) and repeated
episodes of pancreatitis was highly suggested. The
patient was presumably diagnosed as TMP-SMX-in-
duced pancreatitis. The final diagnosis was TMP-SMX-
induced pancreatitis. Since drugs are rare causes of
acute pancreatitis and the diagnosis of drug-induced
pancreatitis is difficult to establish, we report this in-
teresting case along with a review of medical litera-
ture. (Gut Liver 2010;4:250-252)
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INTRODUCTION

Drugs are rare causes of acute pancreatitis (AP). Con-
firmation of drug-induced pancreatitis (DIP) is difficult to
establish.! Some drugs including valproic acid and didano-
sine have been shown to cause AP, whereas some drugs
have been considered as the cause of AP in cases where
no other cause of AP could be found.' A few cases of AP
associated with trimethoprim-sulfamethoxazole  (TMP-
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SMX), and only two cases of recurrent pancreatitis after
re-exposure of TMP-SMX have been reported.”® We re-
port a case of recurrent AP caused by re-exposure of
TMP-SMX and reviewed the medical literature.

CASE REPORT

A 32-year old man presented with epigastric pain, radi-
ating to the back area. The pain was steady and lasted for
three days. The patient reported a previous episode of AP
two years earlier with no cause identified; computed to-
mography (CT) and magnetic resonance cholagnio pan-
creatograpy were performed during the first episode. The
patient reported being a social drinker of less than 50 g
per week and had no family history of pancreatitis. He
developed acute urethritis and had taken cefaclor 250 mg
twice and trimethoprim 80 mg/sulfamethoxazole 400 mg
twice a day for three days.

The serum amylase was elevated to 387 IU/L and se-
rum lipase to 1,115 U/L. The liver function tests were
normal. The serum calcium level was 9.0 mg/dL and tri-
glyceride level was 32 mg/dL. The abdomen-pelvis CT
scan showed pancreatic swelling and peripancreatic in-
filtration, suggesting acute pancreatitis CT grade C (Fig.
1). There was no evidence of cholelithiasis or gallbladder
microlith on ultrasonography. The history revealed that
that he had taken trimethoprim 80 mg/sulfamethoxazole
400 mg twice a day for two weeks prior to the previous
admission because of prostatitis. A cause-and-effect rela-
tionship between TMP-SMX and repeated episodes of
pancreatitis was highly suggested as the diagnosis and the
patient was presumably diagnosed as a TMP-SMX-induced
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Fig. 1. Abdomen-pelvis CT scan. The pancreas is swollen and
there is peripancreatic infiltration, which suggested acute
pancreatitis at CT grade C.

pancreatitis. The patient discontinued TMP-SMX. After
conservative management of six days, the patient was dis-
charged without sequelae.

DISCUSSION

Drugs are relatively rare causes of AP, accounting for
an estimated 0.1-2%.” Many drugs have been suspected as
causing AP, but the diagnosis of DIP is difficult to con-
firm."”” Some drugs including valproic acid and didanosine
have been shown to cause AP, whereas some drugs have
been considered as a cause of AP when no other causes
of AP have been found.' Therefore, the true frequency of
drug related AP is not known.’

The pathogenic mechanism associated with DIP is not
determined yet. A hypersensitivity reaction has been
suggested. It tends to occur four to eight weeks after the
drug has been started and is not a dose-related
phenomenon. On re- challenge with the drug, AP recurs
within hours to days.®

The diagnosis of DIP is based on the exclusion of other
possible causes of AP. It is important to take a thorough
past medical history and drug history. Recently, one re-
port updated the information on DIP and offered simple
guidelines using a new classification based on the level of
evidence.” Based on the number of reported cases and
re-exposure confirmation, drugs were classified as Class I,
IT or III drugs. Class I drugs have been associated with at
least 20 reported cases of acute pancreatitis and at least 1
case of a positive re-challenge. Class II drugs have been
associated with more than 10 reported cases of acute
pancreatitis with or without cases with a positive
re-challenge. Class III drugs refer to all medications im-
plicated in pancreatitis. TMP-SMX has been classified to
class I drug according to these guidelines. A literature

search revealed two case reports of acute pancreatitis in-
duced by TMP-SMX exposure. The first report described a
case of concurrent TMP-SMX-induced pancreatitis and
hepatitis.®> The patient had hepatitis only in the first epi-
sode and hepatitis as well as pancreatitis concurrently dur-
ing the second episode.” The other case report was re-
current AP that occurred twenty years after the first epi-
sode of AP and a causal relationship between the AP and
TMP-SMX was demonstrated by recurrent symptoms in-
duced by TMP-SMX re-exposure;’ in this report pan-
creatitis was not confirmed by imaging studies and the
patient was not re-challenged with TMP-SMX for diag-
nositic purposes.’ Therefore, TMP-SMX might be better
classified as a class II drug, rather than class L

In our case, the first episode of DIP occurred 2 weeks
after the exposure to TMP-SMX. On re-exposure with
TMP-SMX, the second episode of DIP recurred within
three days of drug exposure; discontinuation of TMP-SMX
resulted in improvement of the AP. The patient presented
with typical abdominal pain and elevated serum amylase
and serum lipase as well as imaging (CT scan and ultra-
sonography) for both episodes of AP. However, the prob-
able cause of pancreatitis could not be determined even
after extensive studies during the second episode. The ab-
domen-pelvis CT and ultrasonography revealed no evi-
dence of cholelithiasis or gallbladder microlith. In addi-
tion, other possible causes of acute pancreatitis were
excluded. The final diagnosis was TMP-SMX induced
acute pancreatitis on two occasions.

There has been no reported case of TMP-SMX-induced
acute pancreatitis confirmed by diagnostic re-challenge
with TMP-SMX. Re-challenge with TMP-SMX for diag-
nostic purposes has not been done in this case because of
the risk associated with medication exposure. Thorough
history-taking revealed the cause-and-effect relationship
between TMP-SMX and repeated episodes of pancreatitis.
This patient may represent the first case of TMP-SMX-in-
duced pancreatitis, based on recurrent episodes of AP due
to repeated exposures to TMP-SMX. In addition, this case
illustrates the importance of taking an accurate and thor-
ough medical history.
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