
Gastroenterology & Hepatology  Volume 5, Issue 6  June 2009  431

U l c e r a t I V e  c o l I t I s  P r e s e n t I n G  a s  a c U t e  Pa n c r e a t I t I s

Review
Acute Pancreatitis: An Emerging 
Presentation for Autoimmune 
Pancreatitis in Patients With 
Inflammatory Bowel Disease

Marc Barthet, MD

Department of Gastroenterology and Hepatology, 
Hôpital Nord, Marseille, France

Halabi reported a case of acute pancreatitis with concomi-
tant ulcerative colitis in a 6-year-old girl.1 The specific 
type of acute pancreatitis is called idiopathic pancreatitis, 
but it is likely a case of autoimmune pancreatitis (AIP) 
because of the frequency of the association of AIP with 
ulcerative colitis. The very young age of the patient 
(6 years) is striking; in fact, she is the youngest patient 
with pancreatitis and ulcerative colitis reported in the 
literature to date to our knowledge. The mean age of AIP 
cases reported in the literature is 45 years (range, 15–77 
years).2-5 The author noted that concomitant presentation 
of the two conditions is rare, but, in fact, simultaneous 
presentation of both inflammatory bowel disease and AIP 
is not so uncommon. In addition, pancreatitis may pre-
cede inflammatory bowel disease–related manifestations 
in 58% of cases.6,7 

Numerous cases of pancreatitis occurring during the 
course of Crohn’s disease or ulcerative colitis have been 
described in the literature. Many of them can be attributed 
to biliary lithiasis or intake of either 5-aminosalicylic acid, 
sulfasalazine, corticosteroids, azathioprine, or 6-mercap-
topurine.8,9 Duodenal reflux or papillary obstruction was 
also potentially considered responsible for pancreatitis 
observed during inflammatory bowel disease.10-12 A large 
recent series has evaluated the etiology and outcome of 
acute pancreatitis occurring during the course of Crohn’s 
disease.13 Gallstones and alcohol intake were found in 
only 21% and 15% of the cases, whereas drug-induced 
pancreatitis or duodenal Crohn’s disease involvement was 
found in 12% and 13% of cases, respectively. The final rate 
of idiopathic pancreatitis was 8% in this series.13  Whether 
so-called idiopathic pancreatitis is coincidental or can be 

considered a rare extraintestinal manifestation of inflam-
matory bowel disease remains a matter of debate. Seyrig 
and associates have reported the frequency of idiopathic 
pancreatitis associated with Crohn’s disease to be only 
1.5%.14 In a series from our institution, the incidence of 
these two conditions was close to the rate found by Seyrig 
and colleagues, but no prospective data have been avail-
able until now.6,7 AIP could represent approximately 2% 
of chronic pancreatitis and up to one third of idiopathic 
pancreatitis based upon pathologic examination. 

The question of whether inflammatory bowel dis-
ease–related pancreatitis may be a special form of AIP 
is still being debated.15 AIP and inflammatory bowel 
disease–related pancreatitis have similar pancreatic duct 
changes and histologic findings, when specimens are 
available. Ductal changes with mainly a diffuse irregular 
narrowing of the pancreatic duct, as reported in previous 
series, are considered to be characteristic of AIP in the 
European and Japanese literatures.16-21 Histologic changes 
demonstrated in patients with AIP or inflammatory bowel 
disease–related patients who underwent surgical resection 
or biopsy because of pseudotumorous presentation were 
similar.6,15,22-24 The pathogenesis of inflammatory bowel 
disease–related pancreatitis remains unknown. In the 
series conducted at our institution, pancreatic antibodies 
were found in 20.2% of patients but did not correlate 
with pancreatic insufficiency or pancreatic duct changes.6,7 

Stocker and coworkers demonstrated the presence of pan-
creatic antibodies in the sera of 4–39% of patients with 
inflammatory bowel disease.25 The Crohn’s disease–related 
autoantigen was demonstrated to be a component of 
normal pancreatic juice. Seibold and associates found 
the presence of pancreatic antibodies in the sera of 27% 
of 212 patients with Crohn’s disease.26 These pancreatic 
antibodies were directed against the exocrine pancreas and 
were located in the acinar lumen or acinar cells. However, 
a direct pathogenetic role for autoantibodies in inflam-
matory bowel disease–associated pancreatitis cannot be 
concluded. These autoantibodies may reflect an immune 
deregulation triggered by bowel mucosal ulcerations, or 
they may be due to cross reactivity, as it has been shown 
for other autoantibodies.27 

The diagnosis of AIP during the course of inflam-
matory bowel disease is difficult because many cases 
have been attributed to drug intake. We previously 
demonstrated that approximately half of these cases were 
associated with pancreatic insufficiency (assessed with 
fecal elastase test), leading to the conclusion that half of 
these attacks of acute pancreatitis are likely related to AIP.7 
The clinical presentation could be a pseudotumorous pat-
tern, acute pancreatitis, liver cholestasis, or abdominal 
pain with weight loss and steatorrhea. The methods for 
diagnosing AIP in a patient suffering from inflamma-
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tory bowel disease are not always specific or sensitive. 
In the literature, abnormal serum levels of amylase were 
shown in 5.8–15.8% of patients with ulcerative colitis or 
Crohn’s disease.28-30 Pancreatic insufficiency could be the 
most frequent feature in the case of pancreatitis related 
to inflammatory bowel disease. By using the secretin-
cerulein test, Angelini and colleagues found a decrease 
in bicarbonate and enzyme output in 11 of 27 patients 
and an isolated decrease of lipase output in 18 of 27 
patients in a series of 27 patients with inflammatory 
bowel disease.31 Heikius and coworkers, in a series of 
patients with ulcerative colitis or Crohn’s disease, found 
abnormal para-aminobenzoic acid test results in 21.8% 
and 26% of cases, respectively.28 An increased serum level 
of immunoglobulin (Ig)G4 has been recently considered 
as a new biologic sign of autoimmunity in AIP that 
decreased with steroid therapy.32-35 The increase of the 
IgG4 serum level has occurred in 71–92% of patients 
with AIP in the Japanese and American literatures and 
less frequently in the French.4,7,32,35 The increased serum 
level of IgG4 should decrease with steroid treatment. The 
useful threshold of IgG4 levels range from 135 mg/L to 
280 mg/L in the literature.32-35 

The rate of pancreatic ductal changes in patients with 
inflammatory bowel disease remains controversial.7,28 The 
rate found in our series was 10.8% and was not different in 
patients with or without a past history of pancreatitis. In 
the series by Heikius and associates, an 8.4% frequency of 
pancreatic duct abnormalities was found in patients with 
inflammatory bowel disease without a clear relationship to 
impaired exocrine function.28 These anomalies included 
irregularities or short stenosis of the main pancreatic duct 
(MPD), which is the most frequent feature in our series, 
with a rate of 87% of all MPD irregularities or slight dila-
tation (≤4 mm).2,3,15,17,28,32 In previous series, no cysts or 
calcifications were found, unlike in this series.2,3,15,17,28,32 
Stenosis or obstruction of the MPD or upstream dilation 
observed in some inflammatory bowel disease patients 
could, according to Ectors and colleagues,36 be due to 
severe periductal inflammation. These authors demon-
strated the presence of periductal lymphocytic inflam-
matory infiltrates as well as perilobular fibrosis often 
being more extensive than intralobular fibrosis and acinar 
fibrosis, and they concluded that ductal changes were the 
primary event of the inflammatory process.36 

Useful imaging procedures for the diagnosis of AIP 
are computed tomography scan, magnetic resonance 
imaging, and endoscopic ultrasound, sometimes associ-
ated with fine-needle aspiration.32 These criteria are lack-
ing in the case described in this issue. Patients suffering 
from acute pancreatitis during inflammatory bowel dis-
ease should undergo serum measurement of IgG4, mag-
netic resonance imaging of the pancreas and, if possible, 

computed tomography scan and endoscopic ultrasound 
examination of the pancreas and bile duct. Thereafter, 
patients must be classified according to the HISORT 
classification criteria developed by the Mayo Clinic.32 This 
classification is based upon pathologic criteria, biologic 
criteria (IgG4), radiologic criteria, and response to the ste-
roid therapy, distributing the patients into three groups: 
A, B, C. This classification could improve with a 69% 
rate, the sensitivity for diagnosing AIP in the setting of 
idiopathic pancreatitis.

Finally, inflammatory bowel disease could become 
the most frequent disease associated with AIP. Autoim-
mune diseases are associated with 16–56% of the patients 
presenting with AIP.6,7 In the literature, inflammatory 
bowel disease is associated with 13–17% of the AIP cases 
reported, reaching 38% in a recent multicenter French 
study.5 Therefore, in patients suffering from inflammatory 
bowel disease, any acute pancreatitis has to be investi-
gated, keeping in mind the diagnosis of AIP, which might 
represent 30–50% of the etiology overall.
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