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Clinical Features

* 45 year old, Sudanese male
* Fever, malaise
* Neck lump
* Raised alkaline phosphatase
* Histology:
salivary tissue and lymph node tissue: chronic inflammation
* Diagnosis: Glandular TB
* Management: Rifater and ethambutol
* No response to treatment
e Pathology review requested
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MRCP pretreatment
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lgG4+ plasma cells (>10/hpf) Portal inflammatory nodule

lgG4+/1gG+ cell ratio >40%

Naitoh |, Zen Y, et al. J Gastroenterol 2011



MRCP post treatment
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® Commonly shared features - tumour-like swelling of
involved organs, multifocal IgG4-rich
lymphoplasmacytic infiltration of affected organs and
variable degrees of fibrosis, elevated serum levels of
1gG4

® Responds to glucocorticoids, particularly in early stages
of disease



® Normal 1gG4 1-4% of total IgG

® | ow affinity for Fc receptors and Clqg; minimal ability to
activate cells/initiate complement activation.

® May have a role in immune response against parasitic
infection



Which organs?

Autoimmune pancreatitis Salivary glands
lgG4 associated cholangitis Aorta
Retroperitoneum

Lymph nodes

Kidneys



Histological features of |gG4 disease

The three major histopathological features associated
with IgG4-related disease are:
(1) Dense lymphoplasmacytic infiltrate

(2) Fibrosis, arranged at least focally in a storiform
pattern

(3) Obliterative phlebitis

Other histopathological features associated with
lgG4-related disease are:

(1) Phlebitis without obliteration of the lumen
(2) Increased numbers of eosinophils

Modern Pathology (2012) 25, 1181-1192
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Obliterative phlebitis
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':E}haracteriaﬂc histological features

1. Dense lymphoplasmacytic infiltrate

2. Fibrosis, usually storiform in character
3. Obliterative phiebitis
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Cases with = 2 pathology | | Cases with 1 pathology
features feature
A
Numbers of IgG4+ plasma cells {/hpf) Ref _\

Meningus
Lacrimal gland
Salivary gland
Lymph node
Lung {surgical spaciman)
Lung (biopsy)
Pleura

Pancreas (surgical specimen) ISR | 5801 30,32

Bile duct (surgical specimen)

Bile duct (biopsy)
Liver (surgical specimen)

Kidney (biopsy) 61

Aorta 16,51,52
Retroperitoneum B

Skin 62,63

1gG4+/1gG+ plasma cell ration >40% a mandatory for histological diagnosis of IgG4-RD

_ = Histologically highly suggestive of IgG4-RD
\_ = Probable histological features of IgG4-RD /

Figure 3 Histological diagnostic scheme of [gG4-related disease, ®#1%1215 17,27 203032 20 A540,51 52,5563
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lgG4-related chronic active hepatitis

lgG4-related Inflammatory pseudotumour

lgG4-related cholecystitis

leG4-related sclerosing cholangitis

Type 1 autoimmune pancreatitis



Pancreatitis with or without distal ISC (78%)

Pancreatitis with proximal ISC (20%)

Isolated proximal ISC (2%)

Fig. 1 Schematic view of pancrestobiliary manifestations and their incidences m IgG4-RD



Treatments with high-dose corticosteroids typically lead to the
rapid and consistent induction of disease remission.

Another approach is B-cell depletion with rituximab.

Although disease relapse is relatively common, provided that
appropriate treatments are administered.

IgG4-related sclerosing cholangitis is considered a “benign”
disease with a low risk of liver failure and biliary malignancy.

J Gastroenterol (2016) 51:295-312



* |gG4-related sclerosing cholangitis is one of the common organ
manifestations of 1gG4-related disease

* Approximately 60 % of patients with this systemic condition have
lgG4-related sclerosing cholangitis in the proximal and/or distal
bile ducts.

* |SC needs to be discriminated from :

primary sclerosing cholangitis,

cholangiocarcinoma, and

other forms of lymphoplasmacytic cholangiopathy (e.g. follicular
cholangitis)

J Gastroenterol (2016) 51:295-312



Follicular Cholangitis




Sensitivity

Specificity

Advantages

Disadvantages

Ampullary biopsy
50%
90%

Easy to obtain

H&E findings are non-

specific.

Bile duct biopsy
50%
90%

The full spectrum of
histological features

may be present.

Technically difficult

Liver biopsy
20%
95%

Useful for the

discrimination from PSC

Invasive procedure



