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peripancreatic fat), pancreatic stones, and pancreatic 
atrophy (in long-standing disease) [1,2,3,7,26]. On the 
contrary, pancreatic cancer causes focal stenosis with 
upstream dilation of the pancreatic duct, while type 2 
AIP is more likely to present with an acute episode of 
pancreatitis, inflammatory bowel disease, and a neu-
trophilic infiltrate on biopsy [26]. IgG4-RD sclerosing 
cholangitis is related to type 1 AIP and shares a similar 
clinical and radiological presentation with primary 
sclerosing cholangitis (PSC); both diseases present with 
obstructive jaundice leading to liver cirrhosis and a 
combination of biliary strictures and dilations on cholan-
giography [2,3,9,19,30]. However, IgG4-RD is associated 
with cholecystitis (typically manifesting as subclinical 
thickening of the gallbladder wall without cholelithiasis) 
and can also cause pseudo-tumors resembling chol-
angiocarcinoma [1,2,7,9,19]. Liver involvement should 
be differentiated from autoimmune hepatitis and liver 
malignancy due to the abnormal liver function tests 
and the development of inflammatory pseudotumors 
[2,3,31]. Inflammation of the mesenteric fat is associated 
with immobilization of the visceral organs, leading to 
intestinal obstruction [3,32]. IgG4-related gastritis might 
be symptomatic, presenting as atrophic mucosa, ero-
sions, ulcers, thickened wall, and submucosal tumors; 
thus, atrophic gastritis, Helicobacter pylori infection, 
Castleman disease, and gastric malignancy should be 

excluded [3,33,34].
IgG4-RD can cause head and neck disease, especially 

involving the salivary glands, lacrimal glands, orbits, 
and thyroid gland. Non-tender or slightly tender and 
typically bilateral involvement of major (and sometimes 
minor) salivary glands is common [2,7,16,19,30,35,36]. 
Enlargement of the submandibular glands, known as 
Kuttner’s tumor, is the most common form of salivary 
gland involvement and is specific to IgG4-RD [1,3,35]. 
Mikulicz’s disease involves symmetrical enlargement 
of the lacrimal, parotid, and submandibular glands 
[1-3,8-10,30]. It is important to note that sialadenitis 
caused by IgG4-RD is linked to abnormal saliva flow and 
the development of sialolithiasis [35]. Dacryoadenitis 
tends to be bilateral, leading to orbital masses, while 
dacryocystitis more commonly causes xerophthalmia 
[3,7,16,30]. Sjögren syndrome is the main differential 
diagnosis, but IgG4-related salivary and lacrimal gland 
disease tends to cause mild xerophthalmia or xerostomia 
that resolves after the administration of corticosteroids. 
Proptosis, diplopia, and blurry vision may result from 
swelling of the lacrimal glands or orbital myositis, or both 
[2,3,7,19,30]. Interestingly, some cases report thicken-
ing or compression of nearby nerves [2,3]. Scleritis and 
uveitis are rare eye-related complications of IgG4-RD 
[7]. Riedel’s thyroiditis causes fibrosis and progressive, 
painless enlargement of the thyroid gland (rocky goiter), 

Table 2. The immune components of IgG4-related disease.

Pattern
Pancreatic-Biliary- Liver 
Disease

Retroperitoneum  
and Aorta

Head and Neck
Mikulicz’s and

Systemic Disease

Typical 
manifestations

Type 1 Autoimmune

Pancreatitis (Type 1 AIP)

Sclerosing Cholangitis

Retroperitoneal Fibrosis

Large Vessel Disease

Enlargement of 
salivary and/or 
lacrimal ducts; eye 
involvement.

Symmetrical 
enlargement of 
lacrimal/salivary glands 
with involvement of 
the thorax/abdomen

Dominant sex Male Male Female Male

Average Age (years) 63 58 55 63

Serum IgG4 Elevated Normal or elevated Elevated Markedly elevated

Inflammatory 
markers (CRP/ESR)

Normal Elevated Normal Normal

Mimickers Pancreatic cancer 
Autoimmune

Pancreatitis type II (AIP type II)

Primary Sclerosing Cholangitis

Cholangiocarcinoma

Lymphoma

Erdheim-Chester 
disease

Takayasu arteritis 

Giant cell Arteritis

Connective Tissue 
Diseases

Giant Cell Arteritis 

Lymphoma

Connective Tissue 
Disease

Giant cell Arteritis 

Lymphoma

Fibrosis Absent Present Absent Present


