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IgG4-related disease (RD)
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Plan

• General principles of IgG4-RD
• Diagnostic criteria
• Autoimmune pancreatitis
• Hepatobiliary involvement
• How does histopathology contribute?
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General principles
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IgG4-RD

• Multisystem involvement
• Patterns of disease distribution may exist
• Tumour-forming or diffuse
• Diagnosis usually requires MDT involvement
• Usually responsive to immunosuppression
• Aetiology currently uncertain
• A third of patients have atopy
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Spectrum of presentation
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Typically middle-aged and older men

Head & neck
cluster

Pancreaticobiliary 
cluster



Diagnostic criteria
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Multidisciplinary

• Mayo criteria
• Comprehensive diagnostic criteria
– Clinical history
– Radiological features
– Serum IgG4
– Histopathological appearances
– Response to treatment

• Boston criteria 2012
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Serum IgG4 concentration raised in 60-80% of cases
but may also be raised in 5% of healthy people



Boston consensus criteria

• Symposium; 4-7th October 2011, Boston MA
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Boston criteria

• Primarily morphological – triad
– Lymphoplasmacytic inflammation
– Storiform fibrosis
– Obliterative venulitis

• Prominent IgG4+ plasma cells
– Required numbers may vary between tissues

• IgG4+/IgG+ ratio >40%
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Boston criteria

• Histologically highly suggestive of IgG4-RD
• Probable IgG4-RD
• Insufficient histological evidence for IgG4-RD

• Prominent IgG4+ plasma cells alone may 
support IgG4-RD in the appropriate context

• Some conditions can closely mimic IgG4-RD
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Boston criteria
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Autoimmune pancreatitis
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Autoimmune pancreatitis (T1)

• First commonly described manifestation
• Simulation of neoplasia or diffuse chronic 

pancreatitis
• May not be diagnosed until after resection
• Commonly co-exists with hepatobiliary 

involvement
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Autoimmune pancreatitis (T1)
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Oedematous capsule

Diffuse swelling

Dilated pancreatic duct

Dilated intrahepatic ducts



Autoimmune pancreatitis (T2)
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Pancreatic mass



Autoimmune pancreatitis (T2)

• Younger age of presentation
• More common in Europe and North America
• Not IgG4-related
• Not a multi-system disease
• Associated with inflammatory bowel disease
• ‘Idiopathic-duct-centric pancreatitis’
• Granulocytic epithelial lesions
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Autoimmune pancreatitis (T2)
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Autoimmune pancreatitis (T2)
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Bile duct involvement on MRCP

Is this really Type 2 AIP?



Hepatobiliary involvement
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Hepatobiliary involvement

• IgG4-associated cholangitis
• IgG4-associated autoimmune hepatitis
• Pseudotumour formation

• Gallbladder involvement
• Ampullary/duodenal biopsies
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IgG4-associated cholangitis
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Thickened bile duct

Baseline Progression
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Role of liver biopsy
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Role of liver biopsy

• 74 year old male
• Dysphagia & abdominal pain
• Jaundice
• Abdominal ultrasound – poorly defined 

pancreas and dilated CBD
• LFTs – predominantly obstructive picture
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IgG4-associated cholangitis
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Markedly raised serum IgG4 concentration



IgG4-associated cholangitis
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Portal inflammatory nodule



IgG4-associated cholangitis

Southampton Cellular Pathology

Lymphocytic & obliterative venulitis



IgG4-associated cholangitis
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IgG4 & IgG immunohistochemistry



Duodenal biopsy
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Summary

• IgG4-RD is still an evolving concept
• Multisystem involvement is common
• May be mass-forming or diffuse
• Hepatobiliary & pancreatic disease often co-exist
• IgG4-associated cholangitis may progress more 

rapidly than PSC but steroid-responsive
• Histopathology very important but only one 

component of a multidisciplinary approach
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THANKS FOR LISTENING
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