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Abstract

Autoimmune pancreatitis (AIP) is a benign form of chronic pancreatitis that is associated with
autoimmune processes demonstrated on clinical images, laboratory, and histopathologic features. We
herein report the case of a 67-year-old man with a history of diabetes mellitus for one year who was
referred to our emergency department because of painless jaundice for 3 days. Abdominal computed
tomography revealed diffuse but uniformly enhanced pancreatic enlargement, especially in the pancreatic
head. On endoscopic retrograde cholangio-pancreatography, the main pancreatic duct had an irregular
contour and diffuse attenuation. There was also a stricture of the distal common bile duct. Endoscopic
ultrasound imaging showed a reticular pattern and diffuse enlargement of pancreatic parenchyma. There
was a 3.0 x 2.7 cm relative hypoechoic lesion in the pancreatic head. Tissue diagnosis was made by
laparoscopic biopsy, which revealed abundant lymphoplasmacytic cell infiltrates accompanied by peri-
ductal inflammation by histopathology. The serum immunoglobulin G4 level was greater than 160 mg/
dL. These findings led to a diagnosis of autoimmune pancreatitis for which the treatment of choice is
corticosteroids. Our patient was still alive and being treated with oral steroids one year later. The imaging
and jaundice improved after treatment, however the pre-existing diabetes mellitus did not improve during
the steroid therapy. ( J Intern Med Taiwan 2010; 21: 366-372 )
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Introduction

Autoimmune pancreatitis (AIP) was first de-
scribed by Toshida et al.' in 1995. The disease is a
benign form of chronic pancreatitis that is ass-
ociated with autoimmune processes demonstrated
on clinical images, laboratory, and histopathologic

features. Good treatment response to steroids is

also a hallmark of AIP. The incidence of AIP has
been reported to be 4.6~6% among patients with
chronic pancreatitis’. Many other terms share the
same clinical entities, such as lymphoplasma-
cytic sclerosing pancreatitis’, chronic sclerosing
pancreatitis®, nonalcoholic duct destructive pan-

creatitis’, and pseudotumorous pancreatitis’. The
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treatment of choice is corticosteroids’. Steroid
therapy can lead to a dramatic improvement of
symptoms, including biliary obstruction, pancreatic
duct narrowing, sugar control, and pancreatic
lesions. We present a case of AIP presenting as a
pancreatic head tumor and the follow-up treatment

response.

Case Report

A 67-year-old man with a history of dia-
betes mellitus (DM) for one year was referred
to our emergency department after suffering
from painless jaundice for 3 days. He denied
having fever or passage of clay colored stools.
A physical examination revealed that the patient
had icteric sclera without other stigmata of
cirrhosis. Laboratory data showed conjugated
hyperbilirubinemia (total/direct bilirubin 4.4/3.23
mg/dL; normal reference limit 1.5/0.3 mg/dL),
elevated liver enzyme (aspartate aminotransferase/
alanine aminotransferase 99/174 IU/L; normal
reference limit 37/41 IU/L), elevated biliary
tract enzymes (alkaline phosphatase/r-glutamyl
transferase 165/616 IU/L; normal reference limit
104/36 TU/L), elevated globulin level (globulin
5.6 gm/dL; normal reference limit 3.5 gm/dL) and
elevated tumor marker: Carbohydrate Antigen 19-9
(CA 19-9 97.12 U/mL; normal reference upper limit
37 U/mL). Other biochemistry data were within
normal limits.

Trans-abdominal ultrasound (US) disclosed
fatty liver, gallbladder sludge, dilated common bile
duct (CBD) (Figure 1, black arrow) and a 4.0 x 3.3
cm hypoechoic lesion in the pancreatic head (Figure
1, white arrow). There was no dilatation of the main
pancreatic duct. Abdominal computed tomography
(CT) revealed diffuse but uniformly enhanced
pancreatic enlargement (Figure 2A), especially
in the pancreatic head (Figure 2B). There were
no definite hypodense lesions in the pancreas. On

endoscopic retrograde cholangio-pancreatography

Fig.1. Trans-abdominal ultrasound disclosed fatty liver,
gallbladder sludge, dilated common bile duct
(black arrow) and a 4.0 x 3.3 cm hypoechoic
lesion in the pancreatic head (white arrow).
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Fig.2.Abdominal computed tomography revealed
diffuse but uniformly enhanced pancreatic
enlargement (2A), especially in the pancreatic
head (2B, arrow).

(ERCP) (Figure 3), the main pancreatic duct had
an irregular contour and diffuse attenuation. There

was also a stricture of the distal CBD (Figure 3,
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Fig.3. Endoscopic retrograde cholangio-panc-
reatography showed an irregular contour
and diffuse attenuation of the main pancr-
eatic duct, as well as stricture of the distal
common bile duct (arrow).

Fig.4. Histopathology showed abundant lymphoplasm-
acytic cell infiltrates with peri-ductal inflammation
(arrows).

arrow). An endoscopic retrograde biliary drainage
(ERBD) stent was placed for distal CBD stricture.
Endoscopic ultrasound (EUS) imaging showed
a reticular pattern and diffuse enlargement of
pancreatic parenchyma. There was also a 3.0 x 2.7
cm relative hypoechoic lesion in the pancreatic
head.

Fig. 5. Follow-up trans-abdominal ultrasound revealed
a normal caliber of the CBD with the ERBD in
situ (5A, black arrow) and disappearance of the
pancreatic head lesion (5B).

Due to inconclusive clinical imaging results,
tissue diagnosis was made by laparoscopic
biopsy of the head and body portions of the
pancreas. Histopathology revealed abundant ly-
mphoplasmacytic cell infiltrates accompanied
by peri-ductal inflammation (Figure 4, arrows).
The serum immunoglobulin G4 (IgG4) level was
greater than 160 mg/dL (normal range 3.9~86.4
mg/dL). These findings led to a diagnosis of
lymphoplasmacytic sclerosing pancreatitis with
cholangitis or the more general term, "autoimmune
pancreatitis".

This patient was treated with oral prednisolone
40 mg/day for one month, tapered by 5 mg every
4 weeks. At the time of this study, he was under
maintenance therapy with prednisolone 5 mg per
day. Twenty two months after oral prednisolone
treatment was initiated, the follow-up IgG4 level
was 141 mg/dL. Trans-abdominal ultrasound
revealed a normal caliber of the CBD with the
ERBD in situ (Figure 5A, black arrow) and disa-
ppearance of the pancreatic head lesion (Figure 5B).
However, the steroid therapy did not improve the

control of pre-existing DM.

Discussion

AIP tends to occur in the sixth and seventh de-

cades of life and predominantly in males*’. Clinical
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manifestations of AIP included pancreatic and
extra-pancreatic symptoms, but severe abdominal
pain is unusual’. The most common presenting
symptom is obstructive jaundice accompanied by a
biliary stricture and a pancreatic mass or diffusely
enlarged pancreas®'. The patient in our case was
referred to our hospital because of painless
jaundice. Extra-pancreatic manifestations such as
inflammatory bowel disease', sclerosing cho-
langitis', retroperitoneal fibrosis"”, and chronic
thyroiditis'” were absent in this patient.

Trans-abdominal US and EUS showed a pa-
ncreatic head mass, but a CT scan only revealed
uniformly enhanced pancreatic enlargement without
focal lesions. In addition, ERCP did not show a
typical picture of pancreatic cancer such as cut
off of the main pancreatic duct, upstream ductal
dilatation, and localized ductal stricture. This
prompted us to investigate other possible causes of
obstructive jaundice besides pancreatic head cancer.
We consulted a general surgeon for the laparoscopic
biopsy of the pancreatic head mass and body
portion of the pancreas.

The first set of proposed diagnosis criteria of
AIP was made by the Japan Pancreas Society",
and there have since been several proposed revi-
sions**'°, A consensus of Asian diagnostic criteria
from the Japan-Korea symposium'” were as follows:
Criterion one: Diffuse, segmental, or focal en-
largement of the pancreatic parenchyma, and
occasionally with a pancreatic mass lesion, as well
as diffuse, segmental, or focal pancreatic duct
narrowing, common with bile duct stricture.
Criterion two: Elevated serum levels of 1gG4 or
detection of other autoantibodies. Criterion three:
Histopathology reveals lymphoplasmacytic in-
filtration with fibrosis and abundant IgG4-positive
cells. Good response to steroid therapy is an
optional criterion. Our patient fulfilled all of the
criteria above and avoided an unnecessary Whipple

operation. Therefore, AIP can present as a mass in

the head of the pancreas that can mimic pancreatic
cancer”.

The pathogenetic mechanism of AIP remains
unclear till now. It may be related to genetic factors,
humoral and cellular immune mechanisms”. In a
Japanese population, patients with the HLA
haplotype DRB1*0405-DQB1%0401 indicated
susceptibility to AIP*. There are various autoa-
ntibodies in patients with AIP, such as antinuclear
antibody, antibodies to smooth muscle, carbonic
anhydrase II, rheumatoid factor, and lactoferrin'**'.
Anti-carbonic anhydrase II antibodies have been
observed to be targets of immune response in
Japanese and Spanish patients with AIP**, A recent
hypothesis of a biphasic mechanism was proposed
by Okazaki et al.” for cellular immunity, and
included the processes of "induction" and "pr-
ogression." Treg T cells and pro-inflammatory
cytokines (IFN- 7, IL-1b, IL-2, and TNF- «) play
important roles in this disease.

The treatment of choice is corticosteroids’ with
varying recommended dosages in the literature. One
recommended regimen is prednisolone 40 mg/day
for 4 weeks, tapered to 5 to 10 mg/day over 4 to 6
weeks and with a maintenance dose of 5 to 10 mg/
day”. Another regimen is prednisolone 40 mg per
day for one week, tapered by 5 mg per week'. The
improvement of AIP is often dramatic after steroid
therapy’”, and if imaging or laboratory data do not
improve within 2 to 4 weeks, the diagnosis of AIP
should be questioned"”. However, spontaneous
regression of obstructive jaundice, distal CBD
stricture and pancreatic mass have been reported™”’.
Nishimori et al.” reported that only about half of
AIP patients undergoing steroid therapy ex-
perienced a beneficial effect on diabetes mellitus
(DM) control.

Our patient was treated with oral steroids for
more than one year. Trans-abdominal ultrasound
revealed a normal caliber of CBD with ERBD in

situ and decreasing size of the pancreatic head



370 C. C. Lin, C. C. Liang, M. T. Weng, T. H. Lee, and K. H. Chen

lesion. The follow-up IgG4 level at 22 months after
the initiation of steroid therapy was 141 mg/dL.
Persistent elevation or fluctuating 1gG4 level
indicated incomplete resolution or recurrence of
AIP”™. In addition, the steroid therapy did not
improve the pre-existing DM control. The patient
was still alive and under maintenance therapy with
prednisolone 5 mg per day at the time of this study.
In summary, AIP can present as a pancreatic
head tumor mimicking cancer and should be
kept in mind if the results of clinical images are
inconclusive. The presenting patient fulfilled the
diagnostic criteria of AIP. The imaging and jaundice
improved after treatment, however the pre-existing

DM did not improve during the steroid therapy.
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