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Case Report
Chronic sclerosing sialadenitis as the initial  
manifestation of the IgG4-related sclerosing disease
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Abstract: Three Chinese patients, one female aged 63 years, two males aged 52 and 54 years, respectively, all 
presented with chronic sclerosing sialadenitis (CSS) as the initial clinical manifestation, followed by IgG4-related 
sclerosing pancreatitis. The kidneys and lungs were involved in case 1. Moreover, enlargement of hilar lymph nodes 
was also noted in this patient. After steroid therapy, the clinical symptoms alleviated in all three patients. 

Keywords: IgG4-related sclerosing disease, IgG4-related sclerosing pancreatitis, chronic sclerosing sialadenitis, 
Kuttner tumor 

Introduction

Chronic sclerosing sialadenitis (CSS), also 
known as “Kuttner tumor”, has recently been 
considered as a part of the spectrum of immu-
noglobulin G4 (IgG4)-related sclerosing diseas-
es [1], which includes sclerosing pancreatitis, 
sclerosing cholangitis, mediastinal fibrosis, 
interstitial pneumonia, tubulointerstitial nephri-
tis and chronic sclerosing sialadenitis. IgG4-
related sclerosing disease is characterized by 
elevation of serum IgG4 level and extensive 
infiltration of IgG4-positive plasma cells in vari-
ous organs accompanied by corresponding 
clinical manifestations. These patients usually 
show good response to steroid therapy. Herein, 
we analyzed three Chinese cases of IgG4-
related sclerosing disease which initially pre-
sented with chronic sclerosing sialadenitis and 
subsequently developed IgG4-related scleros-
ing pancreatitis. The kidneys and lungs were 
involved in case 1. Moreover, enlargement of 
hilar lymph nodes were also noted in this 
patient. After steroid therapy, the clinical symp-
toms alleviated in all the three patients.

Case report 

Case 1 

The first patient was a 63-year-old Chinese 
female who presented with gradually enlarged 

painless mass in bilateral submandibular region 
for 6 months. She denied a history of diabetes 
mellitus. A physical examination showed the 
presence of firm, non-fixed and boundary mass-
es involving the bilateral submandibular region. 
The bilateral enlarged submandibular lymph 
nodes were also palpable. Among the laborato-
ry findings, liver function tests were normal. The 
value of fasting blood glucose was 6.96 (3.92-
6.16 mmol/L). Chest X-ray revealed no special 
signs. Submandibular gland excision was car-
ried out. Histological sections showed preser-
vation of lobular architecture. Between the atro-
phic acini and the ducts, infiltration of diffuse 
lymphoplasmacytic cells was found (Figure 1A), 
associated with many follicular hyperplasia. 
Prominent cellular interlobular fibrosis was 
noted. The nerves were invaded by extensive 
lymphoplasmacytic cells and several eosino-
phils (Figure 1B). Periphlebitis and obliterating 
phlebitis (Figure 1C) were also seen. Immuno- 
histochemically, a high content of IgG4-positive 
plasma cells (Figure 1D) was identified. The 
mean number of IgG4-positive and IgG-positive 
plasma cells per high-power field (HPF) was 
100 and 137, respectively. Mean value of the 
IgG4: IgG ratio was 0.73. The pathological diag-
nosis was chronic sclerosing sialadenitis. The 
patient received no other treatment.

One year later, the patient was referred to our 
hospital again because of abdominal discom-
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fort, poor appetite, cutaneous pruritus and 
weight loss. Laboratory tests showed elevation 
of gamma glutamyltransferase, alkaline phos-
phatase, alanine aminotransferase, aspartate 
aminotransferase and IgG (1800.0 mg/dL; nor-
mal range: 700.0-1600.0 mg/dL). The value of 
fasting blood glucose was 16.75 (3.92-6.16 
mmol/L). Abdominal contrast-enhanced CT 
scan (Figure 2A) revealed diffuse enlargement 
of the pancreas, dilatation of gallbladder and 
intrahepatic bile ducts. Moreover, stenosis of 
splenic and left gastric artery was noted. The 
CT scan also demonstrated multiple masses in 
the bilateral kidneys. Lung contrast-enhanced 
CT showed a mass in the left hilum of the lung 
and multiple enlarged lymph nodes in the bilat-
eral hilum of the lungs. An exploratory biopsy of 
the pancreas was performed. The specimen 
showed remarkable lymphoplasmacytic cell 
infiltration and fibrosis (Figure 2B). Immuno-

histochemical staining showed large numbers 
of IgG4-positive plasma cells infiltration (Figure 
2C). According to the consensus of the Japan-
Korea symposium on autoimmune pancreatitis 
(IgG4-related sclerosing pancreatitis), the 
patient was diagnosed as autoimmune pancre-
atitis (IgG4-related sclerosing pancreatitis) 
involving the kidneys and lungs with enlarge-
ment of hilar lymph nodes.

The patient was treated with prednisone at 40 
mg/day for one month, with reduction to 35 
mg/day a week later. Thereafter, she continued 
the treatment at the frequency of a reduction of 
5 mg/day. Finally, the clinical symptoms allevi-
ated. She denied abdominal pain, fever, head-
ache or dizziness. The value of fasting blood 
glucose and postprandial blood sugar was with-
in normal range. She underwent surgical resec-
tion of colon cancer and received chemothera-

Figure 1. A. Lobular inflammation with lymphoplasmacytic infiltration. Note that the lobular architecture is vaguely 
preserved (original magnification ×50). B. Severe lymphoplasmacytic infiltration with several eosinophils and fibro-
sis around the nerve are observed (original magnification ×400). C. Obliterative phlebitis (original magnification 
×400). D. Numerous IgG4-positive plasma cells in chronic sialadenitis (original magnification ×400).
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py in August 2014. So far, she was in a good 
condition.

Case 2 

The patient was a 52-year-old Chinese male, 
who hospitalized because of the rapid enlarge-
ment of a soybean-like mass in the right sub-
mandibular region two years ago. He had a his-
tory of noninsulin-dependent diabetes mellitus 
for eight years. Physical examination showed a 
painless, non-fixed and well-defined boundary 
mass in the right submandibular region. 
Enlarged lymph nodes could also be palpable 
beside the mass. Serological examination 
revealed a slight elevation of globulin and 
gamma glutamyltransferase. The right subman-
dibular gland excision was carried out. 
Microscopic evaluation revealed a diffuse lym-
phoplasmacytic inflammatory infiltrate with the 
formation of focal lymphoid follicles. Immuno- 

histochemical staining showed the mean num-
ber of IgG4-positive and IgG-positive plasma 
cells per HPF was 395 and 430, respectively. 
Mean value of the IgG4: IgG ratio was 0.92. The 
findings were consistent with the clinicalpatho-
logic features of CSS. The patient underwent 
no other treatment after excision. 

Four months later, the patient was referred to 
our hospital again because of weight loss. 
Laboratory tests showed elevation of IgG 
(4540.0 mg/dL; normal range: 700.0-1600.0 
mg/dL), gamma glutamyltransferase, alkaline 
phosphatase, alanine aminotransferase, and 
aspartate aminotransferase. Abdominal con-
trast-enhanced CT scan revealed diffuse 
enlargement of the pancreas and a slight peri-
pancreatic infiltration. Magnetic resonance 
cholangiopancreatography (MRCP) (Figure 2D) 
suggested diffuse beading and stricturing of 
lower common bile duct and pancreatic duct, 

Figure 2. A. Abdominal contrast-enhanced CT image showing diffuse enlargement of pancreas and dilatation of the 
gallbladder. B. Plasma cell-rich infiltrate with fibrosis (original magnification ×100). C. Numerous IgG4-positive cells 
(original magnification ×100). D. MRCP indicates diffuse beading and stricturing of lower common bile duct and 
pancreatic duct, with dilation in intrahepatic bile duct, common hepatic duct and upper common bile duct.
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with dilation in intrahepatic bile duct, common 
hepatic duct and upper common bile duct. 
Endoscopic ultrasound revealed a significant 
enlargement of the head of the pancreatic with 
internal heterogeneous echo. The main pancre-
atic duct dilated, with a diameter of about 0.7 
cm, and the boundary was not well-defined. 
The body and tail of the pancreas also enlarged, 
with heterogeneously decreased echo. Multiple 
foci of erosions and small ulcerations were 
found at gastric antrum. The wall of gallbladder 
became thicker. The patient was diagnosed as 
autoimmune pancreatitis (IgG4-related scleros-
ing pancreatitis) and treated with methylpred-
nisolone tablets 4 pills/day after discharge. The 
dose was reduced to 2 pills/day gradually. 
During this period the patient suffered from 
fatigue and weight loss. He was referred to our 
hospital again one year later for the bad control 
of blood glucose. He continued to take methyl-
prednisolone for 1 pill/day for three years. Till 
now the patient was in a good condition. 

Case 3

The patient was a 54-year-old Chinese male. 
He found a mass in the right submandibular 
region in 2006 and a mass in the left subman-
dibular region in 2010. He paid no attention to 
it because it was asymptomatic. He presented 
with painless obstructive jaundice in January 
2011. Serum tests showed elevation of IgG 
(2510 mg/dL; normal range: 700.0-1600.0 
mg/dL), kappa light chain (3840 mg/dL; nor-
mal range: 574-1280 mg/dL), lambda light 
chain (2000 mg/dL; normal range: 269-638 
mg/dL). Abdomen CT revealed a diffusely 
enlarged pancreas. The wall of the bile duct 
became thicker. Stenosis was observed in the 
head of pancreas part of the bile duct. The wall 
of gallbladder became thicker. Multiple 
enlarged lymph nodes were present. He was 
diagnosed as autoimmune pancreatitis. He 
was treated with prednisolone at 40 mg/day for 
two months. Thereafter, the dose was reduced 
by 10 mg/month. Three months later, the dose 
maintained at 5 mg/day for another six months. 
The bilateral submandibular masses decreased 
during the prednisolone therapy. But the mass-
es quickly enlarged after the drug discontinu-
ance. Physical examination revealed firm and 
fixed masses involving the bilateral subman-
dibular region. The left mass was 5 cm in maxi-
mum dimension, while the right mass was 4 cm 

in maximum dimension. Enlarged lymph nodes 
could also be palpable beside the mass. 
Submandibular gland excision was carried out. 
The final pathological diagnosis of CSS was 
made. Immunohistochemical staining showed 
the mean number of IgG4-positive and IgG-
positive plasma cells per HPF was 218 and 
380, respectively. Mean value of the IgG4: IgG 
ratio was 0.57. The patient suspended the 
prednisolone therapy after surgery. One month 
later, he received CT scan for the swelling of the 
upper eyelids. The CT scan revealed significant 
enlargement of lacrimal glands with well-
defined boundary. The morphology of bilateral 
eyeballs was normal. There was no change of 
the optic nerve. CT scan also showed fluid den-
sity foci in the bilateral maxillary sinuses, eth-
moidal sinuses, frontal sinuses, sphenoidal 
sinuses and nasal cavity. The wall of the sinus-
es was complete. Moreover, CT scan demon-
strated no hyperplasia or destruction of the 
bone tissue. He resumed the prednisolone 
therapy. He was in a good condition so far.

Discussion

IgG4-related sclerosing disease is a novel con-
cept which was put forward over the past 
decades [2]. It is a systemic disease character-
ized by fibrosis, lymphoplasmacytic infiltration, 
presences of abundant IgG4-positive plasma 
cells and high serum concentrations of IgG4. It 
mainly affects middle-aged and elderly 
patients, with a slight male predominance. The 
clinical manifestation is protean, depending on 
the distribution of the involved organs. These 
patients show good response to steroid 
therapy. 

In 2001, Hamano et al. [3] first reported the sig-
nificant elevation of serum IgG4 level and the 
presence of abundant IgG4-positive plasma 
cells in pancreas in sclerosing pancreatitis. 
These cases showed good response to steroid 
therapy. Histologically, this subtype corre-
sponded to lymphoplasmacytic sclerosing pan-
creatitis, but was different from the idiopathic 
duct-centric chronic pancreatitis. The former 
type was recently proposed to be designated 
as “IgG4-related sclerosing pancreatitis”. They 
found this type of pancreatitis co-existed with 
retroperitoneal fibrosis [4]. Despite the differ-
ent locations, the histological features were 
similar with the infiltration of a large number of 
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IgG4-positive plasma cells. Since then, a series 
of such lesions outside the pancreas have 
been reported, such as sclerosing cholangitis, 
mediastinal fibrosis, interstitial pneumonia, 
tubulointerstitial nephritis and chronic scleros-
ing sialadenitis [1, 5]. These lesions can be 
alone or as a part of a systemic disease. They 
can occur with pancreatic lesions synchronous-
ly or metachronously, or even in the absence of 
pancreatic lesions [6]. The etiology and patho-
genesis of IgG4-related sclerosing disease 
remains unclear. IgG4 is the most rare subtype 
of IgG, only representing about 3%~6% of the 
serum total IgG under normal circumstances 
[7]. The elevation of serum IgG4 level and the 
presence of abundant IgG4-positive plasma 
cells in the lesions indicate that IgG4 may play 
an important role in the pathogenesis of the 
disease. CSS, mostly affecting the submandib-
ular gland, is a benign tumor-like lesion pre-
senting with firm mass and well-defined bound-
ary. Clinically, it can be sometimes difficult to 
distinguish from neoplasm. CSS can occur uni-
laterally or bilaterally, with a predominance in 
male and middle-aged to elderly patients [8]. 
The histological features of CSS are similar to 
lymphoplasmacytic sclerosing pancreatitis. 
Immunohistochemical staining shows diffuse 
infiltration of large numbers of IgG4-positive 
plasma cells. Recently, CSS has been proposed 
to be a member of the IgG4-related sclerosing 
disease group [1]. From three large scale of 
researches [9-11], a total of 29 cases of IgG4-
related CSS were described. These were 16 
males and 13 females, with mean age of 61 
years old. Two patients presented with autoim-
mune disease (Graves disease and Hashimoto 
thyroiditis respectively). Eight patients had 
IgG4-related sclerosing disease outside sali-
vary glands, 3 of whom with multiple organs 
involved. Morphological features of the 29 
patients were similar. Of all the patients, the 
mean number of IgG4-positive plasma cell per 
HPF was 162; the ratio of the IgG4 to IgG-
positive plasma cells was 0.79. 

In our research, all the three patients present-
ed with CSS as the initial clinical manifestation, 
followed by IgG4-related sclerosing pancreati-
tis. Case 1 and case 2 did not take serum IgG 
test before submandibular resection in our hos-
pital, and no abdominal CT scan was carried 
out. Neither of them received steroid therapy 
after the submandibular resection. Both of the 

patients suffered from weight loss and eleva-
tion of serum IgG level postoperatively. CT scan 
showed diffuse enlargement of pancreas. In 
addition, case 1 simultaneously presented with 
lesions in kidneys and lungs, and enlargement 
of hilar lymph nodes. This patient also under-
went pancreas biopsy. The diagnosis of IgG4-
related sclerosing pancreatitis was made in the 
three patients according to the Asian diagnos-
tic criteria for autoimmune pancreatitis (IgG4-
related sclerosing pancreatitis) in 2008 [12]. 
The occurrence of CSS also supported the diag-
nosis. The third patient developed the swelling 
of bilateral lacrimal glands, which strongly sug-
gested the occurrence of IgG-4 related dacry-
adenitis, though the biopsy was not available. 
These 3 cases can be considered as IgG4-
related sclerosing disease initially presenting 
with CSS. CSS may be a warning sign for  
the development of IgG4-related sclerosing 
disease.

In conclusion, CSS may be a part of IgG4-
related sclerosing diseases. When diagnosis is 
made, it is necessary to ascertain whether the 
lesions occur within salivary gland only or in 
combination with other IgG4-related sclerosing 
disease. The establishment of follow-up is also 
necessary. Some patients show good response 
to steroid therapy. 
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