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Autoimmune Pancreatitis with Effective Steroid Therapy
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Autoimmune pancreatitis has recently been described as a
clinical entity that causes chronic pancreatitis. This unique
form of chronic pancreatitis is characterized by minimal
attacks of abdominal pain, irregular narrowing of the pan-
creatic duct, and a diffuse enlargement of the pancreas.
Autoimmune pancreatitis is associated with hypergammaglo-
bulinemia. In addition, there is histological evidence of
lymphoplasmacytic inflammation, the occasional coexistence
of other autoimmune diseases, and has a favorable response
to glucocorticoid treatment. Recently autoimmune pancreatitis
has been increasingly reported particularly in Japan. We
report two patients with autoimmune pancreatitis who were
treated successfully with corticosteroid therapy.
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INTRODUCTION

Although alcohol remains the most commonly
identified risk factor for chronic pancreatitis,
idiopathic pancreatitis accounts for approximately
30-40% of chronic pancreatitis cases." Since Sarles,
et al.” first reported a particular type of pan-
creatitis with hypergammaglobulinemia, many
reports have suggested that an autoimmune
mechanism may be involved in some patients
with chronic pancreatitis.”’’ Recently, the diag-
nostic criteria for autoimmune pancreatitis was
suggested, and both isolated autoimmune chronic
pancreatitis and syndromic autoimmune chronic
pancreatitis were included in recent etiology-risk-
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based chronic pancreatitis classification systems."
This paper reports two cases of autoimmune
chronic pancreatitis treated successfully with
corticosteroids.

CASE REPORT
Case 1

A 49-year-old man was admitted complaining of
abdominal pain. He had been treated for diabetes
mellitus with an oral hypoglycemic agent for the
previous 7 months. Over the next 4 days, he
developed abdominal pain, and jaundice with
pruritus. He denied any history of alcohol abuse.
On admission, he was acutely ill and lost 5 kg of
body weight over 1 year. A physical examination
revealed no particular findings. A laboratory ex-
amination (normal values in parentheses) showed
a total bilirubin level of 1.9mg/dL (0.2-1.2), an
alkaline phosphatase level of 279 IU/L (38 - 115),
a gamma-glutamyl transferase level of 588 IU/L
(12 - 54), an aspartate aminotransferase level of 174
IU/L (13 - 34), an alanine aminotransferase level of
328 IU/L (5-46), an amylase level of 911U/L
(30-115), and a lipase level of 30 IU/L (5 - 60). The
white blood cell count was 5520/ul and the
proportion of eosinophils was 9.9%. The serum y
-globulin level was elevated to 2.14 g/dl, and the
IgG level was elevated to 2380 mg/dL (700 - 1600),
while both the IgM and IgA levels were normal.
The anti-smooth muscle antibody test was posi-
tive. The antinuclear antibody, anti-S5-A anti-
body, anti-SS-B antibody, anti-DNA antibody,
ANCA, and anti-mitochondrial antibody tests
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were all negative. The fasting plasma glucose level
was 137 mg/dL, and the hemoglobin Alc level
was 7.5% (4-6). Abdominal computed tomog-
raphy (CT) revealed a diffuse enlargement of the
pancreas (Fig. 1A). Endoscopic retrograde cholan-
giopancreaticography (ERCP) showed a diffuse
irregular narrowing at the main pancreatic duct
and multiple stenoses of the bile duct with mild
intrahepatic duct dilatation (Fig. 2B). Endoscopic
naso-biliary drainage (ENBD) was performed to
relieve the obstructive jaundice and was removed
7 days later. A percutaneous gun biopsy of the
liver was performed under ultrasonography
guidance in order to evaluate the coincidence of
primary sclerosing cholangitis. The liver biopsy
specimen showed no definite evidence of primary
sclerosing  cholangitis. Isolated autoimmune
chronic pancreatitis was indicated and predniso-
lone (30 mg/day) was administrated for one week
with the dose being tapered to 5 mg per day over
7 weeks. The biochemical tests became normal
after 20 days of steroid use, and after 50 days, the
prednisolone was withdrawn. The patient has
been well for 8 months without recurrence, and
the diabetes mellitus is currently well controlled
with oral hypoglycemic agents after steroid
therapy.

Case 2

A 54-year-old man was admitted for evaluation

of abdominal pain over 7 days. He denied any
history of alcohol abuse. On admission, he was
acutely ill with general weakness, and lost 2 kg of
body weight over the previous 3 months. A
physical examination revealed no particular
findings. The laboratory examination showed a
total bilirubin level of 0.3 mg/dL(0.2-1.2), an
alkaline phosphatase level of 132 IU/L (38 - 115),
a gamma-glutamyl transferase level of 18 IU/L (12
-54), an aspartate aminotransferase level of 13
IU/L (13-34), an alanine aminotransferase level
of 161IU/L (5-46), an amylase level of 284 IU/L
(30-115), and a lipase level of 320 IU/L (5 - 60).
The white blood cell count was 5510/ul and the
proportion of eosinophils was 3.1%. The CA19-9
level was within the normal range. The abdominal
CT revealed a diffuse enlargement of the body
and tail of the pancreas relative to the normal
pancreatic head. Magnetic resonance imaging
(MRI) of the pancreatobiliary system demon-
strated a diffuse enlargement of the pancreas with
a spared head portion and a normal contour of
the common bile duct. On ERCP, a diffuse irregu-
lar narrowing was noted at the main pancreatic
duct of the body and tail, and the common bile
duct was not dilated (Fig. 2A). In order to rule out
pancreatic cancer, a percutaneous gun biopsy of
the pancreas was performed under ultrasono-
graphy guidance. The biopsy specimen from the
pancreas revealed an atrophy of acinar cells and
fibrosis with an infiltration of inflammatory cells

Fig. 1. Case 1. {(A) abdominal computed tomography showing a diffuse enlargement of the pancreas. (B) Endoscopic
retrograde cholangiopancreaticography showing a diffuse irregular narrowing of the main pancreatic duct and a marked

stenosis of the bile duct with mild intrahepatic duct dilatation.
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Fig. 2. Case 2. (A) Initial endoscopic retrograde cholangiopancreaticography (ERCP) showing a diffuse irregular narrowing
at the main pancreatic duct of the body and tail. The main pancreatic duct at the head portion and the common bile duct
were spared. (B) Abdominal CT taken one month later showing a diffuse enlargement of the pancreas and an abrupt
narrowing of the distal common bile duct with a proximal ductal dilatation. (C) Abdominal CT taken 4 months after steroid
therapy showing that the pancreatic swelling is resolved. (D) ERCP taken 7 months after steroid therapy showing a
normalization of the main pancreatic duct and the relief of the stenosis of the common bile duct.

(Fig. 3). One month later, he was readmitted for
abdominal pain and jaundice. The laboratory ex-
amination (normal values in parentheses) showed
a total bilirubin level of 7.2mg/dL (0.2-1.2), an
alkaline phosphatase level of 654 IU/L (38 - 115),
a gamma-glutamyl transferase level of 221 IU/L
(12 - 54), an aspartate aminotransferase level of 79
IU/L (13 - 34), an alanine aminotransferase level
of 1571U/L (5 -46), an amylase level of 961U/L
(30 -115), a lipase level of 103 IU/L (5-60), and a
fasting glucose level of 144 mg/dL (70 - 110). The
serum rheumatic factor level was 151U/L (0 - 20).
The serum y-globulin level was elevated to 2.71
g/dL, and the IgG level was elevated to 2450
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mg/dL (700 - 1600), while both the IgM and IgA
levels were normal. The anti-smooth muscle anti-
body test was positive. HHowever, the antinuclear
antibody, anti-S5-A antibody, anti-55- B antibody,
anti-DNA antibody, ANCA, and anti- mitochond-
rial antibody tests were all negative. Abdominal
CT revealed a diffuse enlargement of the pancreas
and an abrupt narrowing of the distal common
bile duct with a dilatation of the both intrahepatic
ducts (Fig. 2B). ERCP showed a diffuse irregular
narrowing of the entire pancreatic duct and a
segmental stenosis of the common bile duct at the
pancreatic head portion with a proximal dilata-
tion. Endoscopic retrograde biliary drainage
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Fig. 3. Case 2. biopsy specimens from the pancreas
showing massive fibrosis with an infiltration of lympho-
cytes and destroyed acinar cells.

(ERBD) with a plastic stent was performed to
relieve the obstructive jaundice. Autoimmune
pancreatitis was strongly suggested, and pre-
dnisolone (30 mg/day) was administrated for one
week with the dose being tapered to 5 mg per day
over 7 weeks. The biochemical tests became
normal after 20 days of steroid use, and the
prednisolone was administrated for 2 months and
subsequently withdrawn. Four months later, the
abdominal CT revealed a resolution of the
pancreatic swelling (Fig. 2C). On an ERCP done,
7 months later, the main pancreatic and common
bile ducts were normalized and the ERBD was
removed (Fig. 2D). The patient has been well for
8 months without recurrence.

DISCUSSION

Autoimmune chronic pancreatitis is a distinct
entity with characteristic histological, morpho-
logical, and clinical features. Features of autoim-
mune pancreatitis such as hypergammaglobuli-
nemia have been recognized for more than 35
years.” Autoimmune chronic pancreatitis may be
isolated or is occasionally observed in association
with the Sjogren syndrome, primary biliary cir-
rhosis, primary sclerosing cholangitis, Crohn’s
disease, wulcerative colitis, or other immune-
mediated disorders.”"’

The clinical findings of autoimmune chronic

pancreatitis encompass those of typical pancrea-
titis but often involve milder symptoms and
usually without acute attacks. Obstructive jaun-
dice apears to be a common feature of autoi-
mmune chronic pancreatitis.*™ In the first admis-
sion, case 2 did not suffer from jaundice, due to
the localized inflammation of the pancreatic body
and tail with a spared pancreatic head. In the
second admission, the inflammation spread to the
pancreatic head and obstructive jaundice had
developed. It was suggested that the obstructive
jaundice of autoimmune pancreatitis was caused
by the narrowing of distal common bile duct due
to the inflammation at the pancreatic head. In case
1, ERCP showed multiple stenoses of the bile duct
with mild intrahepatic duct dilatation, which were
consistent findings with primary sclerosing
cholangitis. The clinical presentation and biopsy
specimen from the liver suggested isolated auto-
immune chronic pancreatitis, but the coincidence
of the primary sclerosing cholangitis could not be
ruled out.

On abdominal ultrasound or CT, the autoim-
mune chronic pancreatitis was shown as a diffuse
enlargement of the pancreas without calcification
which is an essential criterion for diagnosis.">”
However, if the inflammation was localized to any
part of the pancreas, it is difficult to distinguish
it from pancreatic cancer. Therefore a biopsy of
the pancreas is essential in order to make a correct
diagnosis, as was done in case 2.

In autoimmune chronic pancreatitis, it has been
reported that the clinical symptoms and radio-
logical findings are dramatically improved by
steroid therapy.9’19'22 However, the dose and
treatment duration of the steroids have not been
reported. In our case, a dose of 30 mg of predni-
solone per day was administered, which was
tapered over 7 weeks. In case 2, the CT showed
a marked reduction of the diffuse pancreatic swel-
ling and ERCP revealed a normalized pancreatic
duct after the steroid treatment. The patients have
had no recurrence after withdrawing the steroid.
This suggests that the steroids may be withdrawn
after the symptoms are relieved and the abnormal
laboratory findings are normalized without a
maintenance dosage. In our case, ENBD and
ERBD were performed to relieve the obstructive
jaundice. However, it was not yet determined
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how long biliary drainage was necessary to man-
age of the obstructive jaundice in autoimmune
pancreatitis.

In conclusion, because it is a curable disease,
autoimmune pancreatitis should be considered if
a patient complains of milder abdominal pain
with a diffuse enlargement of the pancreas and
hypergammaglobulinemia. Steroids are treatment
of choice for managing autoimmune pancreatitis
and can be withdrawn after the symptoms are
relived and abnormal laboratory findings are
normalized.

REFERENCES

1. Etemad B, Whitcomb DC. Chronic pancreatitis: diag-
nosis, classification, and new genetic developments.
Gastroenterology 2001;120:682-707.

2. Sarles H, Sarles JC, Muratore R, Guien C. Chronic
inflammatory sclerosis of the pancreas - an autono-
mous pancreatic disease? Am ] Dig Dis 1961;6:688-98.

3. Sarles H, Sarles JC, Camatte R, Muratore R, Gaini M,
Guien C, et al. Observation on 205 confirmed cases of
acute pancreatitis, recurring pancreatitis, and chronic
pancreatitis. Gut 1965;6:545-59.

4. Antal L, Kavai M, Szabo G, Sonkoly I, Paloczi K,
Szegedi G, et al. Immunological investigations in acute
and chronic pancreatitis. Digestion 1980;20:100-5.

5. Lankisch PG, Koop H, Seelig R, Seeling HP. Antinu-
clear and pancreatic acinar cell antibodies in pancreatic
disease. Digestion 1981;21:65-8.

6. Yoshida K, Toki F, Takeuchi T, Watanabe S, Shiratori
K, Hayashi N. Chronic pancreatitis caused by an
autoimmune abnormality. Proposal of the concept of
autoimmune pancreatitis. Dig Dis Sci 1995;40:1561-8.

7. Ohana M, Okazaki K, Hajiro K, Kobashi Y. Multiple
pancreatic masses associated with autoimmunity. Am
] Gastroenterol 1996;93:99-102.

8. Horiuchi A, Kawa S, Akamatsu T, Aoki Y, Mukawa K,
Furuya N, et al. Characteristic pancreatic duct appear-
ance in autoimmune chronic pancreatitis: a case report
and review of the Japanese literature. Am ] Gastroen-
terol 1998;93:260-3.

9. Ito T, Nakano I, Koyanagi S, Miyahara T, Migita Y,

Yonsei Med J Vol 44, No. 3, 2003

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Ogoshi K, et al. Autoimmune pancreatitis as a new
clinical entity. Three cases of autoimmune pancreatitis
with effective steroid therapy. Dig Dis Sci 1997;42:1458-
68.

Hamano H, Kawa S, Horiuchi A, Unno H, Furuya N,
Akamatsu T, et al. High serum IgG4 concentrations in
patients with sclerosing pancreatitis. N Engl ] Med
2001;10:732-8.

Coll J, Navarro S, Tomas R, Elena M, Martinez E.
Exocrine pancreatic function in Sjogren syndrome. Arch
Intern Med 1989;149:848-52.

Sheikh SH, Shaw-Stiffel TA. The gastrointestinal mani-
festations of Sjdgren’s syndrome. Am ] Gastroenterol
1995;90:9-14.

Waldram R, Kopelman H, Tsantoulas D, Williams R.
Chronic pancreatitis, sclerosing cholangitis, and sicca
complex in two siblings. Lancet 1975;7906:550-2.
Epstein O, Chapman RW, Lake-Bakaar G, Foo AY,
Rosalki SB, Sherlock S. The pancrease in primary
biliary cirrhosis and primary sclerosing cholangitis.
Gastroenterology 1982;83:1177-82.

Schaffner F, Bach N. Gastrointestinal syndromes in
primary biliary cirrhosis. Semin Liver Dis 1987,8:263-71.
Ectors N, Maillet B, Aerts R, Geboes K, Donner A,
Borchard F, et al. Non-alcoholic duct destructive
chronic pancreatitis. Gut 1997;41:263-8.

Barthet M, Hastier P, Bernard JP, Bordes G, Frederick
J, Allio S, et al. Chronic pancreatitis and inflammatory
bowel disease: true or coincidental association? Am ]
Gastroenterol 1999;94:2141-8.

Irie H, Honda H, Baba S, Kuroiwa T, Yoshimitsu K,
Tajima T, et al. Autoimmune pancreatitis: CT and MR
characteristics. AJR Am ] Roentgenol 1998;170:1323-7.
Furukawa N, Muranaka T, Yasumori K, Matsubayashi
R, Hayashida K, Arita Y. Autoimmune pancreatitis:
radiologic findings in three histologically proven cases.
J Comput Assist Tomogr 1998;22:880-3.

Horiuchi A, Kawa S, Hamano H, Masayoshi H, Ota H,
Kiyosawa K. ERCP features in 27 patients with autoim-
mune pancreatitis. Gastrointest Endosc 2002;55:494-9.
Okazaki K, Uchida K, Ohana M, Nakase H, Uose S, Inai
M, et al. Autoimmune-related pancreatitis is associated
with autoantibodies and a Thl/Th2-type cellular im-
mune response. Gastroenterology 2000;118:573-81.
Tanaka S, Kobayashi T, Nakanishi K, Okubo M,
Murase T, Hashimoto M, et al. Corticosteriod-respon-
sive diabetes mellitus associated with autoimmune
pancreatitis. Lancet 2000;356:910-1.



