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Autoimmune Pancreatitis: Current Status

PubMed - \’autoimmune pancreatitis ‘

Display Settings:  Summary, 20 per page, Sorted by Recently Added
Results: 1 to 20 of 1720

[7] Clinical evaluation of international consensus diagnostic criteria for type 1 autoimmune
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-autoimmune pancreatitis pubmed

year count
2013 152
2012 196
2011 174
2010 164
2009 166
2008 154
2007 125
2006 9
. 2005 97
Autoimmune 00 60
2003 49
. 2002 36
Pancreatitis: o
2000 23
1999 17
Current Status T
1997 14
1996 11
1995 11
1994 5
1993 12
1992 8
1991 1
1990 5
1989 3
1988 12
1987 4
1986 8
1985 7
1984 8
1983 4
1982 2
1981 2
1980 4
1979 1
1978 4
1977 1
1976 2
1975 1
1974 1
1973 4
1972 4
1971 1 )

1970 3 ING'S

1969 2 College

1968 2 LLONDON

1967 5 Founded 1829
1966 2




Table 2. Names of previously recognized conditions that comprise or
may comprise parts of the IgG4-related disease spectrum

Mikulicz disease

Kittner tumor

Riedel thyroiditis

Eosinophilic angiocentric fibrosis

Multifocal fibrosclerosis

Lymphoplasmacytic sclerosing pancreatitis/
autoimmune pancreatitis

Inflammatory pseudotumor

Fibrosing mediastinitis

Sclerosing mesenteritis

Retroperitoneal fibrosis (Ormond disease)

Periaortitis/periarteritis

Inflammatory aortic aneurysm

Cutaneous pseudolymphoma

Idiopathic hypertrophic pachymeningitis

Idiopathic tubulointerstitial nephritis

Idiopathic hypocomplementemic tubulointerstitial nephritis
with extensive tubulointerstitial deposits

Idiopathic cervical fibrosis




Table 3. Preferred nomenclature for individual organ manifestations of IgG4-related discase

Organ system/tissue

Preferred name

Pancreas
Eye

Lacrimal glands
Orbital soft tissue (orbital inflammatory pseudotumor)

Extraocular muscle disease
Orbit with involvement of multiple anatomic structures

Salivary glands (parotid and submandibular glands)

Pachymeninges
Hypophysis
Thyroid (Riedel thyroiditis)
Aorta

Arteries
Mediastinum
Retroperitoneum
Mesentery

Skin

Lymph node
Bile ducts
Gallbladder
Liver

Lung
Pleura
Pericardium
Kidney

Breast
Prostate

Type 1 autoimmune pancreatitis (IgG4-related pancreatitis)

IgG4-related ophthalmic disease is the general term for the periocular
manifestations of this disease. There are several subsets, outlined
below.

IgG4-related dacryoadenitis

IgG4-related orbital inflammation (or IgG4-related orbital
inflammatory pseudotumor)

IgG4-related orbital myositis

IgG4-related pan-orbital inflammation (includes lacrimal gland disease,
extraocular muscle involvement, and other potential intraorbital
complications)

IgG4-related sialadenitis or, more specifically, IgG4-related parotitis or
IgG4-related submandibular gland disease

IgG4-related pachymeningitis

IgG4-related hypophysitis

IgG4-related thyroid disease

IgG4-related aortitis/periaortitis

IgG4-related periarteritis

IgG4-related mediastinitis

IgG4-related retroperitoneal fibrosis

IgG4-related mesenteritis

[gG4-related skin disease

IgG4-related lymphadenopathy

IgG4-related sclerosing cholangitis

IgG4-related cholecystitis

IgG4-related hepatopathy (refers to liver involvement that is distinct
from biliary tract involvement)

IgG4-related lung disease

IgG4-related pleuritis

IgG4-related pericarditis

IgG4-related kidney disease. The specific renal complications should
be termed tubulointerstitial nephritis secondary to IgG4-related
disease and membranous glomerulonephritis secondary to 1gG4-
related disease. Involvement of the renal pelvis should be termed
IgG4-related renal pyelitis.

[gG4-related mastitis

IgG4-related prostatitis




Table 1. Different names employed to refer to IgG4-related disease

Name Ref.
IgG4-related disease 25
[gG4-associated disease 23
[gG4-related systemic disease 26
[gG4-related sclerosing disease 16
[gG4-related systemic sclerosing disease 42
[gG4-related autoimmune disease -
Hyper-1gG4 disease 43
[gG4-positive multiorgan lymphoproliferative syndrome 44
Systemic 1gG4-related plasmacytic syndrome (SIPS) 45

[gG4 syndrome 46
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Chronic pancreatitis Is a progressive
Inflammatory disease of the pancreas
with irreversible damage of pancreatic
tissue exocrine and endocrine
Insufficiency



Incidence of Chronic Pancreatitis

Switzerland
Poland
Germany
Czech Rep.
Hungary
Denmark
Sweden
Finland
United States

1. 2/ 100 000 /year
4.0/ 100 000 /year
7.4/ 100 000 /year
7.9/ 100 000 /year

8. 0/ 100 000 /year

10. O/ 100 000 /year

10. O/ 100 000 /year
23. 0/ 100 000 /year
5.7-7.6/100 000 /year




TIGARO Classification

T - oxic - metabolic

| - diopathic

G - enetic

A - utoimmune

R - ecurrent acute pancreatitis
O - bstruct ive

Etemed, Whitcomb , 2001



Tigar -O Classification System

Genetic
Hereditary pancreatitis
Cationic trypsinogen
PRSS
PRSS
CFTR mutations
SPINKL mutations
Autoimmune
Autoimmune pancreatitis
Inflammatory bowel disease
Primary biliary cirrhosis
K82

LLONDON
Founded 1829




Zen et al. Orphanet Journal of Rare Diseases 2011, 6:82
http://www.ojrd.com/content/6/1/82 O“mD ORPHANET JOURNAL
gy OF RARE DISEASES
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Year Reference Reported findings
Reported a form of idiopathic chronic pancreatitis associated with
1961 [Sarles et al10 hypergammaglobulinaemia; suspected an autoimmune

mechanism

1991

Kawaguchi et al1l

Described the histopathological pattern of what was later called
type 1 AIP (6l ympboiph@gasmacgt ¢ &

1995

Yoshida et al3

Coined the term 6autoi mmune pa
clinical features of what was later called type 1 AIP

2001

Hamano et al12

Reported that elevated serum IgG4 levels were highly specific and
sensitive for the diagnosis of AIP

2002

Japan Pancreas
Society (JPS)13

First JPS diagnostic criteria for AIP

2003

Kamisawa et all4

Propuosed that AtPwas a systermitc disease based o the fimdinmgs
that the pancreas and other involved organs have abundant
infiltration with IgG4+ve plasma cells

2003

Notohara et al15

Reported two histological patt
chronic pancreatitis with lymphoplasmacytic infiltration

someti mes called autoi mmune pa
(b) idiopathic duct centric pancreatitis (IDCP)

2004 |Kamisawa et al16 |Japanese experience of steroid therapy in AIP

2006 [Chari et al17 HISOR criteria for AIP published

2006 [Kim et al18 Korean criteria for AIP published

2008 [Ghazale et al19 First report of use of azathioprine in AIP

2008 |Topazian et al20  |First report of use of rituximab in AIP

2008 [Moon et al21 Steroid trial to distinguish AIP from pancreatic cancer

2009 |Chari et al22 Revised HISOR criteria

2010 lchari et alo International consensus on classification of AIP into type 1 and

type 2

2011

Shimosegawa et
al23

International consensus diagnostic criteria

2012

Hart et al24

Proposed an algorithm for managing AIP using steroids,

immunomodulators and rituximab
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HISOR t CRITERIAS OF AIP

Category

Criteria

A. Histology

1. Diagnostic (any one):
a) Pancreatic histology showing periductal lymphoplasmacytic
infiltrate with obliterative hlebitis (LPSP)
b) Lymphoplasmacytic infiltrate with abundant (> 10 cells/hpf) IgG 4
positive cells in the pancreas
2. Supportive (any one)
a) Lymphoplasmacytic infiltrate with abundant (> 10 cells/hpf) IgG 4
positive cells in involved extra - pancreatic organ
b) Lymphoplasmacytic infiltrate with fibrosis in the pancreas

B. | maging

Typical imaging features:
1. CT/MR: diffusely enlarged gland with delayed (rim) endhancement
2. ERCP: Diffusely irregular, attenuated main pancreatic duct

Atypical Imaging Features: Pancreatitis, focal pancreatic mass, focal
pancreatic duct stricture, pancreatic atrophy, pancreatic calcification

C. Serology

Elevated serum IgG 4 level (normal 8- 140 mg/dl)

D. Other Organ
involvement

Hilar/intrahepatic biliary strictures, persistent distal biliary stricture,
Parotid/lacrimal gland involvement, Mediastinal lymphadenopathy,
Retroperitoneal fibrosis

E. Response to steroid
therapy

Resolution/marked improvement of pancreatic/extrapancreatic manifestation

with steroid therapy




Definition

s Chronic pancregstitis Caussdl iy
autoimmune inflzammatorny mocess

a Lymphocyte infiltraitiom
a Fibrosis of pancreas
s Organ dysfunction
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Table 1 Subtypes of autoimmune pancreatitis

Subtype of AIP

Type 1

Type 2

Other nomenclatures

Prevalence

Age

Gender
Symptoms
Pancreas images
Serology

001

Ulcerative colitis
Steroid
Relapse

AIP without GEL

lgG4-related

LPSP

Asia=USA, EU

High aged

Male » female

Obstructive jaundice, rare abdominal pain
Swelling (diffuse/segmental/focal)/mass forming
High serum IgG, IgG4, autoAbs (+)
Sclerosing cholangitis

Sclerosing sialadenitis

Reteroperitoneal fibrosis

Others

Rare

Responsive

High rate

AIP with GEL
lgG4-unrelated
IDCP
EU>USA>Asia
Younger
Male=female (NS)

Often obstructive jaundice abdominal pain like acute pancreatitis

Swelling (diffuse/segmental/focal)/mass forming
Normal 1gG, normal 1gG4, autoAbs (—)
Unrelated with OOl

Often
Responsive
Rare
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Epidemiology

i Rare
a [mcrease in number of reporte cases past 10
years

a Prevalence amdl imaaiemee nudt et determineds-
possibly between 5-6% aff a@ll cases of chromic
pancreatitis

a May have increasadl prevel Emeeim Jigzem
a Twice as common in men as in women
s Most patients are > 50 years old




The annual number of Japanese patients
with type 1 Autoimmune Pancreatitis (AlIP)
IS 0.71 per 100,000, which accounts for
2% of patients with chronic pancreatitis

Nishimori J Gastroenterol 2007




Korea

tcally

Czexih Rep.

Incidence of autaimmune pancreatitis

21/451 4,6% Yoshida et al.
Dig.Dis.Sal. 1995

17/315 5,4% Kim et al.
Am.J).Gastrroenttemoll. 2004

23/383 6,0% Parsom et al.
Pancoreas 2003
9/185 4.8% Dite et al Best Practice and

Res Clin. Gasttroemnt., 2008
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Sex ang age onset of autoimmune pancreatitis

person
50

219~25 26~30 31~35 36~40 41~45 46~50 51~55 56~60 61~65 66~70 71~75 76~80 81~85

‘ 47% Years old
Over 45 years of age: 95%

Nishimoril. et al., Gastroent., 2007



Clinical Festunes

a Unusual to present w/ severe abdominal pain
a Usually mild, acute recurrent pancreatitis

» Abdominal pain, weight loss, jaundice,
obstructive pattexm aff LLFTs

a Biliary and pancreatic duct strictures

a Pancregtiic masso-can be confused with
pancreatic carcinoma or lymphoma

a Feattures of other autoimmuine diseases




Clinicall Festunes

Clinical presentation of type 1 AIP as lgG4-related disease

Pancreatic

I

Active phase

Burnt-out phase

Obstructive jaundice

Diffuse/segmental pancreatic
enlargement with or without
a pancreatic mass

Steatorrhea,

Diabetes mellitus

Calcification and/or stones,
Parenchymal atrophy

Persistent pancreatic
exocrine/endocrine insufficiency

Kamisawaet al Gut 2013

Extrapancreatic

Sclerosing cholangitis

Renal mass,

Tubulointerstitial nephritis

Retroperitoneal fibrosis with or
without ureteral obstruction

Bilateral submandibular mass,

Mikulicz disease




AUTOIMMUNE PANCREATITIS

23,0% FOCAL FORM DIFFUSE FORM 77,0%
(LIKE MALIGNANT LESION) | (LIKE ACUTE PANCREATITIS)






[IMmaging

s MRI: sausage-shaped enlargement of
pancreas, minimal fat stranding,
peripheral nm of hypoattenuation fhbla’ | o «

a Similar lesions ss&am amn CIT

a Can also see flora| et i mal e,
usually in the inead of pancreas



[IMmaging

an EUS: diffuselly hypoechaic,, @mEnmagedl pemoesss

s ERCH? : nearrcovest] mam aantl abtonss | peanar edice
duct, diffluse, imesgyulEr mennowingg afddett féoedl
stricture of diuct, irrespuéarnsaroovinggodf
intrahepatic ducts, lesion in pancreatic head can
be seen

a May not be able to distinguish betmeen
malignancy and autoimmune pancreatitis based
on these results






CT scan of a patient with autoimmune pancreatitis. The head of
the pancreas is enlarged (long arrow) and the common bile
(small arrow) is dilated



CT scam Thickening ot -
showing the fundds Artea of low
4 g _ attenuation

low
attenuation,
ill-defined
lesion in the
pancreatic
head witih
enhancing
mural
thickening
at tihe:
gallbladder

fundus




Endestugica eteogrgdadbalangingio- pamresddgmprphy énpatieatierth autbiramtoienmune
pamreadtisisl hEHefl pneh sied g awsiic wiriot the dontmencbilerdact dule tddlaeé due to the
sunronind thio) € ndaviged pdnoeeas elie figld pad] paowes srstevs thattkas hben mssrtesen inserted
acsssthh e avaoned sg gegnhent



Endoscopic ultrasonographic image showing fine-needle aspiration of a hypoechoic mass
(arrow) in the head of the pancreas.

LAW R et al. Cleveland Clinic Journal of Medicine
2009;76:607-615




Dual-phase helical computed tomography shows focal enlargement of the pancreatic tail
(arrow) in a patient with autoimmune pancreatitis

LAW R et al. Cleveland Clinic Journal of Medicine

2009;76:607-615

Cleveland Clinic Journal of Medicine

E 2009 by Cleveland Clinic



Gross Spetmesn: TiHee ness | tinimagy

A Surgical specimen
In a patient who
underwent
resection for
autoimmune
pancreatitis
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Pathology

a Diffusely indurated and fimm panoeas on gross
exam

a Focal mass cam e flowmdl im & suihsel of patients
a Collar-like periductal infillinate composed of

Iimihocﬁes and ilasma cells

lung, and salivary glands with dense lymphocytic
infiltrate



