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CASE REPORT
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ABSTRACT

Context Autoimmune pancredtitis is a rare
variant of chronic pancreatitis characterized
by pancreatic ductal narrowing and pancreatic
parenchymal edema on computed tomography
and rarely with intermittent attacks of
abdominal pain. Recently, it has been found
to be a systemic disease with Ilympho-
plasmacytic infiltration that has been
associated with several autoimmune diseases
and described in multiple organs including the
extrahepatic bile duct, liver and gallbladder.

Case report We describe the clinical,
radiographic and histopathologic aspects of a
patient who presented with synchronous
masses in the pancreatic head and gallbladder.
Postoperatively, the patient's jaundice
subsided and 1gG4 levels, which were drawn
one week postoperatively, were al within
normal  limits.  Nonetheless, immuno-
histochemical staining for 1gG4 was positive.

Conclusion Autoimmune pancredtitis is the
most common benign entity identified in
patients that underwent pancreaticoduodenec-
tomy for presumed pancreatic adeno-
carcinoma. Our patient with autoimmune
pancreatitis presented with simultaneous
inflamematory masses in the gallbladder and
pancreatic head, an association not previously
reported. Preoperative evauation of 1gG4 or
autoantibody levels may have obviated the
need for an operation. Therefore, we have

begun screening for elevated serum 1gG4
concentrations to identify patients with
possi ble autoimmune pancreatitis who present
without definitive pathological or
radiographic evidence for malignancy. If pre-
operative diagnosis is not made, immuno-
histochemical  staining of  pathology
specimens can confirm the diagnosis.

INTRODUCTION

Recently it has been recognized that
autoimmune pancreatitis (AIP) or lympho-
plasmacytic sclerosing pancreatitis is not
merely a focal disease of the pancreas, but
rather a systemic disease. Lymphoplasmacytic
infiltration is often present in peripancreatic
retroperitoneal tissue, extrahepatic bile duct,
galbladder, liver, gastric mucosa, salivary
gland and lymph nodes. It may aso be
associated  with  autoimmune  diseases
including sclerosing cholangitis, rheumatoid
arthritis, sarcoidosis, Sjogren's syndrome and
type 1 diabetes mellitus [1, 2, 3]. Herein we
describe the clinical, radiographic and
histopathologic aspects of a patient who
presented with synchronous masses in the
pancreatic head and gallbladder.

CASE REPORT
A 68-year-old woman presented with

postprandial epigastric pain that was relieved
with emesis. The patient had fevers, chills,
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MildBilatation of
reatic Duct

Figure 1. Mildly dilated pancreatic duct and markedly
dilated common bile duct and cystic duct on CT scan.

jaundice, pruritus, dark urine, and decreased
oral intake. The patient denied a family
history of pancreatitis or pancreatic cancer.
On physical exam she was icteric and had
increased serum concentrations of total and
direct bilirubin of 9.9 mg/dL (reference range:
0-1.2 mg/dL) and 7.5 mg/dL (reference range:
0-0.2 mg/dL), respectively. Her other liver
function tests were elevated with an ALT of
154 U/L (reference range: 0-35 U/L), AST of
136U/L (reference range: 0-35 U/L) and an
akaline phosphate of 688 U/L (reference
range: 30-130x U/L). A pancreatic protocol
CT scan showed intrahepatic ductal dilation
that extended to the ampulla (Figure 1). An
ill-defined 3.0x4.0 cm region of low
attenuation was identified in the pancreatic
head (Figure 2), and a thickened gallbladder
fundus with contrast-enhancement was

Thickening of~ :
the fundrds Area of low

. afttenuation

Figure 2. CT scan showing low attenuation, ill-defined
lesion in the pancreatic head with enhancing mura
thickening at the gallbladder fundus.

identified.

Endoscopic retrograde cholangiopancreato-
graphy  with  endoscopic  ultrasound
demonstrated a tortuous, mildly dilated
pancreatic duct, obstructed by a hypoechoic
and heterogeneous mass in the pancreatic
head. The ampulla bulged into the duodenum
and prevented cannulation of the common
bile duct. Fine needle aspiration of the
pancreatic head revealed no evidence of
malignancy and was comprised predominant-
ly of bland surface epithelium and mixed
inflammatory cells.

She was scheduled for resection of a
presumed pancreatic malignancy and/or
gallbladder cancer. Intraoperatively, discrete
masses were papated in the head of the
pancreas and in the gallbladder fundus. The
gallbladder was not diffusely thickened and
there was no other evidence of cholecystitis.
The patient underwent a pylorus-preserving
pancreaticoduodenectomy with a partia
hepatectomy encompassing the gallbladder
fossa. No intraoperative frozen sections were
obtained, but permanent histological sections
revealed a marked, chronic lymphoplasma-
cytic infiltrate and sclerosing fibrosis centered
around the common bile duct and pancregtic
duct with prominent lymphoid follicles within
the lamina propria and submucosa. The
galbladder wall was also infiltrated with a
diffuse lymphoplastic process (Figure 3).
Thirty-nine lymph nodes showed lymphoid

Figure 3. Histopathological features of autoimmune
pancreatitis (AIP). A sclerotic lesion with a dense
chronic inflammatory infiltrate composed of plasma
cells, lymphocytes, and scattered eosinophils is
observed around the pancreatic and bile ducts
(hematoxylin and eosin, original magnification x10).
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Figure 4. The gallbladder is involved by a chronic
cholecystitis with prominent follicles that contain
numerous 1gG4 positive plasma cells (immunostaining
of 1gG4, x 40).

hyperplasia. Postoperatively, the patient's
jaundice resolved and 1gG4 levels that were
drawn one week postoperatively were all
within normal limits. Nonetheless,
immunohistochemical staining for 1gG4 was
positive (Figure 4).

DISCUSSION

AIP is a rare type of chronic pancreatitis
characterized by intermittent attacks of
abdominal pain associated with pancreatic
ductal narrowing and pancregtic parenchymal
edema on computed tomography. AIP is,
however, the most common benign etiology
identified in patients that underwent
pancreaticoduodenectomy  for  presumed
pancreatic  adenocarcinoma  [4]. The
pancreatic lesions consist of poorly circum-
scribed  fibrotic lesions with  lympho-
plasmacytic infiltration [1, 3, 5]. Laboratory
evaluation may reveal a hypergamma
globulinemia of 1gG4 and the presence of
autoantibodies [2, 6, 7]. 1gG4 is the most rare
lgG subclass, accounting for 3-6% of all 1gG
[2, 6, 7]. Its haf-life is approximately 3
weeks, and it is associated with atopic
dermatitis, asthma and certain parasitic
infections. Patients with AIP may have
increased serum concentrations of 1gG4-
containing immune complexes that deposit in
exocrinetissues (8, 9].

The Japanese Pancreatic Society has proposed
diagnostic criteria that includes main
pancreatic ductal narrowing, with irregularity
of its wall involving at least 1/3 of its entire
length and diffuse enlargement of the
pancreatic gland [10, 11, 12]. These criteria
must be associated with either an elevation in
serum 1gG4 or presence of autoantibodies
and/or histological demonstration of fibrotic
changes with lymphocytic and plasma cell
infiltration of the pancreas[10, 11, 12]. Using
a cutoff of 135 mg/dL for serum I1gG4,
Hamano et al. found that levels above this
were sensitive (95%) and specific (97%) for
differentiating AIP from pancreatic cance [6].
Although it was initially believed that the
entire pancreatic duct must be involved for
the diagnosis of AIP, it is now believed that
pancreatic ductal narrowing may be
segmental, focal or diffuse [9]. The pancreas
in our patient histologically demonstrated
focal narrowing in the head of the pancreas
and as aresult had mild dilatation proximal to
this obstruction (Figure 3).

The diagnostic algorithm of all patients with
diffuse pancreatic swelling on CT should
include the concentration of serum 1gG4. If
present, an ERCP should be obtained to
assess for the presence of a sclerosing pattern
on ERCP and lymphoplasmacytic infiltration
with benign pancreatic ductal epithelium on
FNA [9]. Patients that are diagnosed prior to
surgery may be treated with 4 weeks of
glucocorticoid therapy, often resulting in
complete symptomatic and radiographic
resolution [8, 9].

Unfortunately, AIP is rarely diagnosed
preoperatively, and 2.5-5% of all pancreatico-
duodenectomies are performed in the setting
of AIP instead of suspected pancregtic
adenocarcinoma [9, 13]. Haf of al AIP
patients have associated autoimmune
diseases, such as, diabetes mellitus, sclerosing
cholangitis, rheumatoid arthritis, Sjogren’'s
syndrome, nephropathy and retroperitoned
fibrosis which should prompt work-up for
AIP in patients with known autoimmune
diseases and pancreatic findings on CT scans
[3, 4, 5, 9, 14]. The IgG4 serum concentrat
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ions in an average of 40 patients with
suspected pancreatic cancer must be measured
for one patient with AIP to be identified
preoperatively. The projected cost to identify
one patient would be further lowered by
excluding patients with a definitive diagnosis
of malignancy [4, 13].

Our patient with AIP is the first reported case
to present with simultaneous inflammatory
masses in the gallbladder and pancreatic head.
Although diffuse galbladder thickening
occurs in alarge number of patients with AlP,
our patient had an isolated mass in the fundus
[15]. Preoperative evauation of 1gG4 or
autoantibody levels may have obviated the
need for an operation. Therefore, we have
begun screening for elevated serum 1gG4
concentrations to identify patients with
possible AIP who present without definitive
pathological or radiographic evidence for
malignancy. If the diagnosis is suspected, but
serum levels of 1gG4 are not elevated,
immunohistochemical staining of pathology
specimens can confirm the diagnosis [16, 17].

Received July 6", 2005 — Accepted July 21%,
2005

Keywords Autoimmunity; Immunoglobulin
G; Pancregtitis

Abbreviations AIP: autoimmune pancreatitis

Correspondence

Ronald R Salem

Department of Surgery

Y ale University School of Medicine
330 Cedar Street, TMP-203

PO Box 208062

New Haven, CT 06512

USA

Phone: +1-203.785.3577

Fax: +1- 203.737.4067

E-mail: ronald.salem@yale.edu

References

1. Kim KP, Kim MH, Song MH, Lee SS, Seo DW,
Lee SK. Autoimmune chronic pancreatitis. Am J
Gastroenterol 2004; 99:1605-16. [PMID 15307882]

2. Zen Y, Harada K, Sasaki M, Sato Y, Tsuneyama
K, Haratake J, et al. |gG4-related sclerosing cholangitis
with and without hepatic inflammatory pseudotumor,
and sclerosing pancreatitis-associated  sclerosing
cholangitis: do they belong to a spectrum of sclerosing
pancreatitis? Am J Surg Pathol 2004; 28:1193-203.
[PMID 15316319]

3. Montefusco PP, Geiss AC, Bronzo RL, Randall S,
Kahn E, McKinley MJ. Sclerosing cholangitis, chronic
pancreatitis, and Sjogren's syndrome: a syndrome
complex. Am J Surg 1984; 147:822-6. [PMID
6731702]

4, Abraham SC, Wilentz RE, Yeo CJ, Sohn TA,
Cameron JL, Boitnott JK, Hruban RH.
Pancreaticoduodenectomy  (Whipple resections) in
patients without malignancy: are they al ‘chronic
pancreatitis? Am J Surg Pathol 2003; 27:110-20.
[PMID 12502933]

5. Weber SM, Cubukcu-Dimopulo O, Palesty JA,
Suriawinata A, Klimstra D, Brennan MF, Conlon K.
Lymphoplasmacytic sclerosing pancreatitis:
inflammatory mimic of pancreatic carcinoma. J
Gastrointest Surg 2003; 7:129-37. [PMID 12559194]

6. Hamano H, Kawa S, Horiuchi A, Unno H, Furuya
N, Akamatsu T, et al. High serum 1gG4 concentrations
in patients with sclerosing pancreatitis. N Engl J Med
2001; 344:732-8. [PMID 11236777]

7. Kamisaswa T, Funata N, Hayashi Y.
Lymphoplasmacytic sclerosing pancreatitis is a
pancreatic lesion of 1gG4-related systemic disease. Am
J Surg Pathol 2004; 28:1114. [PMID 15252325]

8. Okazaki K. Autoimmune-related pancreatitis. Curr
Treat Options Gastroenterol 2001; 4:369-75. [PMID
11560784]

9. Pearson RK, Longnecker DS, Chari ST, Smyrk
TC, Okazaki K, Frulloni L, Cavalini G. Controversies
in clinical pancreatology: autoimmune pancredtitis:
does it exist? Pancreas 2003; 27:1-13. [PMID
12826899]

10. Okazaki K, Uchida K, Chiba T. Recent concept of
autoimmune-related pancreatitis. J Gastroenterol 2001;
36:293-302. [PMID 11388391]

11. Okazaki K. Clinical relevance of autoimmune-
related pancreatitis. Best Pract Res Clin Gastroenterol
2002; 16:365-78. [PMID 12079263]

12. Okazaki K, Chiba T. Autoimmune related
pancreatitis. Gut 2002; 51:1-4. [PMID 12077078]

13. Hughes DB, Grobmyer SR, Brennan MF.
Preventing pancreati coduodenectomy for
lymphoplasmacytic  sclerosing  pancreatitis.  cost
effectiveness of 1gG4. Pancreas 2004; 29:167. [PMID
15257110]

14. Hardacre JM, lacobuzio-Donahue CA, Sohn TA,
Abraham SC, Yeo CJ, Lillemoe KD, et a. Results of

JOP. Journal of the Pancreas — http://www.joplink.net — Val. 6, No. 5 —September 2005. [ISSN 1590-8577] 458



JOP. J Pancreas (Online) 2005; 6(5):455-459.

pancreaticoduodenectomy  for  lymphoplasmacytic
sclerosing pancreatitis. Ann Surg 2003; 237:853-8.
[PMID 12796582]

15. Abraham SC, Cruz-Correa M, Argani P, Furth EE,
Hruban RH, Boitnott JK. Lymphoplasmacytic chronic
cholecystitis and hiliary tract disease in patients with
lymphoplasmacytic sclerosing pancreatitis. Am J Surg
Pathol 2003; 27:441-51. [PMID 12657928]

16. Kamisawa T, Funata N, Hayashi Y, Tsuruta K,
Okamoto A, Amemiya K, et a. Close relationship
between autoimmune pancreatitis and multifocal
fibrosclerosis. Gut 2003; 52:683-7. [PMID 12692053]

17. KamisawaT, FunataN, Hayashi Y, Eishi Y, Koike
M, Tsuruta K, et al. A new clinicopathological entity of
IgG4-related autoimmune disease. J Gastroenterol
2003; 38:982-4. [PMID 14614606]

JOP. Journal of the Pancreas — http://www.joplink.net — Val. 6, No. 5 —September 2005. [ISSN 1590-8577] 459



