Autoimmune Hepatitis

1404 91,00



Normal Liver
Histology:

Parenchyma or
_obule




)

IVer

Normal L
Histology

=
(9
0
o
=
)]
-+
0
o
(@)
c
b=
£
—
)]
-+
(@)
Z
~

Portal Areas




Autoimmune Chronic and progressive hepatitis

Hepatitis




- Shares pattern with acute or chronic viral hepatitis but the

VI I‘al Ve rsus time course differs
: * In viral hepatitis fibrosis typically follows many years of
AUtOImmune slowly acc%mulating parezlzhym)alal injury vy

* In autoimmune hepatitis there is an early phase of severe
parenchymal destruction followed rapidly by scarring

Hepatitis




Histologic
Features of *Necrosis And Inflammation:
AUtO|mmune - Extensive Interface Hepatitis

Hepatitis » Foci of confluent necrosis (perivenular or bridging)

* Or parenchymal collapse




Histologic
Features of *Plasma cell predominance (in the
Autoimmune mononuclear inflammatory infiltrates

Hepatitis




Histologic Hepatocytes rosettes in areas of
Features of

marked activity

Autoimmune *Emperipolesis
Hepatitis

*These two falling out of favor




‘None are specific




- Incidence of cirrhosis at presentation varies
widely:

- North America (59 - 85%),

- Middle East (22.2 - 45.5%),

- China (24.8%), Japan (6.4 - 12.8%)

- From: J Gastroenterol Hepatol 2015;30:1230



https://www.ncbi.nlm.nih.gov/pubmed/25765710

-Diagnosis Is based on:

- combination of clinical, laboratory and
histological features




- Type 1: positive for antinuclear antibody or anti smooth muscle
antibody; 10% have other autoimmune disorders

* Type 2: positive for anti liver kidney microsomal antibody or anti
liver cytosol type 1 antibody positive; often presents with acute or
fulminant hepatitis; 17% have other autoimmune disorders

Subtypes:

- Type 3: controversial subtype. positive for antisoluble liver antigen /
liver pancreas; clinical and laboratory features indistinguishable
from type 1




- About 10% of autoimmune hepatitis fits into following scenarios:

* Overlap syndrome

Oth er + Autoimmune hepatitis / primary biliary cholangitis (PBC)
* Autoimmune hepatitis / primary sclerosing cholangitis (PSC)

Subtypes

* Variant syndromes
* Seronegative autoimmune hepatitis
+ Antimitochondrial antibody positive autoimmune hepatitis
* 1gGg4 associated autoimmune hepatitis




- Serum autoantibodies

- Antinuclear antibody: positive in 75% of type 1 autoimmune
hepatitis; not associated with disease course or outcome

- Anti smooth muscle antibody: positive in 95% of type 1
autoimmune hepatitis; not associated with disease course or
outcome

- Anti liver kidney microsomal: diagnostic for type 2 autoimmune
La bo ratory hepatitis; associated with younger age at presentation, fulminant
hepatic failure and partial IgA deficiency

Findings

- Anti liver cytosol type 1: diagnostic for type 2 autoimmune
hepatitis; associated with more severe inflammation and rapid
progression to cirrhosis

- Antisoluble liver antigen / liver pancreas: positive in 20 - 50% of
autoimmune hepatitis; associated with more severe disease,
treatment dependence, relapse after drug withdrawal and need for
transplantation




- Elevated liver enzymes (Commonly 5-20 times normal level)

La boratory © ALT/AST > ALP

F|nd | ngS - Serum immunoglobulin G (IgG): marker for diagnosis (> 1.1 x
- upper limit of normal [ULN]) and monitoring treatment response
(Continued) PP LD 9 P




- Good prognostic factor: IgGg4 associated autoimmune hepatitis

Prognostic

- Poor prognostic factors: extreme age (< 20 years or = 60 years),
failure to normalize alanine aminotransferase within 6 months of
onset of therapy, serum albumin <35 g/L

Factors




Histology

* Portal plasma cell rich inflammation
* Interface hepatitis, formerly referred to as piecemeal necrosis:

portal inflammatory cells eroding through the limiting plate
between the portal tract and liver parenchyma

- Emperipolesis: active penetration of lymphocytes into and through a

hepatocyte

* Hepatocyte rosettes
* Variable fibrosis (about 10% of autoimmune hepatitis does not show

any fibrosis at initial presentation)

* Lobular necroinflammatory activity: usually accompanied by portal

and periportal inflammation
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(Arrow: Apoptotic Hepatocyte)



Rosettes




Emperipolesis




» Perivenular necrosis: up to 17% of autoimmune hepatitis with or
without typical portal and periportal changes; associated with more
severe disease activity and lower histological stage

Uncommon
Morphological

- Intrahepatic cholestasis (bilirubinostasis)

Changes - Syncytial multinucleated giant cells: autoimmune hepatitis is the most
! common cause (30%) of postinfantile giant cell hepatitis, which is
rare in adults (0.1 - 0.25% of all hepatitis)




Bile Duct Injury

- Mild bile duct injury / inflammation: present in up to 24% of classical

autoimmune hepatitis

* Chronic biliary disease or overlap syndrome only need to be

considered in the presence of more extensive bile duct injury, florid
duct lesions, ductular reaction, ductopenia, chronic cholestasis,
portal granulomas or periductal fibrosis (clinical and laboratory
findings must separately be met for both autoimmune hepatitis and
primary sclerosing cholangitis / primary biliary cholangitis)



Bile Duct Injury




> 10 lgGy positive plasma
cells / high power field




International
Autoimmune

Hepatitis
Group Scoring
System

- Simplified International Autoimmune Hepatitis Group scoring
system:
- Typical of autoimmune hepatitis (sensitivity: 40 - 59%; specificity: 55
- 96%)

* Interface hepatitis with lymphocytic or lymphoplasmacytic infiltrate
* Hepatocyte rosettes
* Emperipolesis

- Compatible with autoimmune hepatitis
* Chronic hepatitis with lymphocytic infiltrate
+ Without all 3 typical features

* Recent studies have suggested hepatocyte rosettes and
emperipolesis are not specific features of autoimmune hepatitis



Grading And
Staging of

* Grading and staging is usually performed
according to systems developed for viral

Autoimmune hepatitis (HAI scoring)

Hepatitis




Clinical presentation, including serology, is very important for
resolving the differential diagnosis

Chronic hepatitis C:
* Portal lymphocytic infiltrate with lymphoid follicles

* Less severe interface hepatitis
- Mild bile duct injury
- Mild steatosis

Differential

Drug / toxin reaction:
" . * No reliable histological features differentiating autoimmune hepatitis
D|ag NOSIS and drug induced liver injury

* Clinical correlation with drug history is essential

Hepatltls A:

- May resemble acute / early phase of autoimmune hepatitis (prominent
plasma cells and interface hepatitis)

* No fibrosis
* Viral serology is crucial



https://www.pathologyoutlines.com/topic/liverhepC.html
https://www.pathologyoutlines.com/topic/liverdrugtoxingeneral.html
https://www.pathologyoutlines.com/topic/liverhepA.html

* Overlap syndromes:

* Primary biliary cholangitis:
* Unequivocal bile duct injury with chronic cholatestasis

* Only mild interface hepatitis and lobular necroinflammatory activity

* Cholestatic liver enzyme derangement or seropositivity of
antimitochondrial antibody

Differential

* Primary sclerosing cholangitis:
D B g NOSIS - Periductal fibrosis with chronic cholatestasis
* Only mild interface hepatitis and lobular necroinflammatory activity

* Cholestatic liver enzyme derangement or seropositivity of
antineutrophil cytoplasmic antibodies

- Classic liver imaging findings helpful to establish this diagnosis
* More common in male patients



https://www.pathologyoutlines.com/topic/liverPBC.html
https://www.pathologyoutlines.com/topic/liverPSC.html

Differential

- Small bile duct primary sclerosing cholangitis

Diagnosis




* Liver, biopsy:
* Chronic hepatitis with dense portal lymphoplasmacytic infiltrate,
moderate interface hepatitis, mild lobular necroinflammatory

Sa m p | e activity and moderate periportal fibrosis (see comment)

Path O | Ogy * Comment: In view of hepatitic liver enzyme derangement, serum

R I‘t antinuclear antibody titer (1:320), seropositivity of smooth muscle
e po antibody and elevated serum IgG (2.2 x ULN), the overall features

are consistent with autoimmune hepatitis.
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PATHOLOGY REPORT

SPECIMEN
Liver needle biopsy

CLINICAL
R/O autoimmune hepatitis

MACROSCOPIC
The specimen recaived in formalin consists of 2 band like pinkish soft tissue fragments, M=1.5x0.1x0.1 cm.
Totally submitted.

MICROSCOPIC

Sections of liver needle biopsy show preserved lobular and vascular structures. The portal spaces are
expanded by lymphoplasmacytic infiltration {moderate to marked) with foci of mild to moderate piecemeal
necrosis. Occasional portal central necrosis. Rare focal lytic necrosis are seen. Some portal spaces show
fibrous expansion with occasional portal-portal bridging.

| DIAGNOSIS

. Liver need| :

-Chronic active hepatitis
fedctive D

-The grading and staging according to hepatitis activity index is grade: 3+2+1+3=9/18 stage is 3.




Clinical data :

Uver needhe Blopsy for 02 oginion
ANA=1/160 Positive:
Ml slevaiion fo ALT

@  Macroscépic ;
Tissue block x1 Iran-Mehr Hospital 03-2474
Microscopic :
Section show liver with follicuior p
bl o

lobuler necroinflammati

staining

lasma cell poor lymphocytic inflammation with littie piecemeai o
tact ond tectos: NO copper or iron seen in specicl
19 -PAS-D is Negative

'LIVER NEEDLE BIOPSY FOR 2N° OPINION :

- Chronic hepatitis (see the note please) 7 26 “
- Grade 5/18 (A=1,8=0,C=0,0=4) stage 2/6 according to modified HAL

& d - No copper seen in Rhodanin staining and Wilson disease is unlikely however tissue copper

analysis recommended 2

&/No!e: in dose of Negative virgl and metabolic marker (A s fhe most fikely dicgnosis

Caution : 00 nof hesitare fo contact pothalogy in case ot Dty of cesull

g of rior pothoiogy report as wel asin cose
ot any mojor surgical declsion .




Ciinfcal Data: e
A12-year-cld gist with nausea and ahdominal pain since one yest ago and elevated liver enzymes
suspicious for autpimune hepatitls, s Mehr hosp path repart: $-03-9341 o s
Laboratory data: ALT, 105 UL, AST: 59 U/L, Ak-P: 285 UL, Total bilirul 2 0.4 mg/dl,
mg/di, Blood ceruloptasmin: 0 (referance interval: 20-6, Urine copper 24 hours: 8.4, LKI
FANA: 1/160 (homogenous pattern) . :

Diagnostic images: Liver has normal size and parenchymat achogenicity without cystic or solid:lesion.

CBD, intrahepatic bile ducts and portat vein have riormal diameter. G

Clinical impression; Autolmmune hepaitis

Macroscopic Description:

Material Recsived For Consultation:

From: iran Menr and Mehr hospital Path. Lab 5

Accession Number of paraffin biocks (and/or slides): 1 paraffin block and 3 slides NO: 03-2476 from Iran

Mebr hospital Path. Lab. and 2 slides NO: 03-8341 from Mehr hospital Path. Lab.

Designated as

1)Liver, core niesoie viopsy for 2nd opinion {one H&i: slide ana one trichrome slide: C3-8341) -

2)Liver, needle biopsy (Block NO: 03-2476) Sl

Original pathologist's diagnosis:

03-9347) -Chronic hepatitis

- Grade 5/18, stage 2/ according to modified HAI ¢

o copper seen in Rhodanine stalning and Wilson diseass is unlikely, however tissue copper analysis

racommended. §

(13-2476) -Chronic active hepatitis =

The grading and staging according to hepatitis activity index is grade: 3+2+1+3=0/18 stage is 3.

Microscopic Description: 4
Migroscopic examination shows five 1 T8 preserved 2
portal tracts, moderateimarked tration of predostinantly ;yn}ﬁw%' ixed
and plasma ZBIETS §68R (D=3). Conlinuous i Ft56a Tiepaiitis ® presentin minarity of port TS
No bila duct damage or paucity is identified. arats ductuiar proliferation is evident at the periphery of .~
portat tracts, Within:lobules. mederate focal ﬂeéméimpmm'(mmrqonﬂuem necrosis is idel i
{B=1). No steatosis is noted. Received trichrome stain ram Meht hosp:03-9341shows fibrous. expan
some portat tracts. :

14 poriat tracts, On
s

Biagnosis:
" buer”, Sote needie biapsy:
_Yivar issue with hepatitic paitern of injury, modified Hadgrade: 9 /18 ks
ic Copper Concentration: 152 micro arfgr dry VG, Tef:
Comment: e SRttt 5
- Exhausk equate for additional histochemical staining.
RE autoimmune hepaiiis can be suggested in a proper ¢l
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MRCP:

Technique: Multiplanar image sequences: Axial T2 FS- Coronal T2 FS- T2 3D Thin Slap (1Imm) and
Thick slap (5mm) slice resolution.

Findings: = -
o There is subtle beaded appearance of intra-hepatic bile ducts suspicious for sclerosing
cholangitis, further evaluation is recommended.
o Gallbladder is normal in size and location containing inhomogeneous internal content with
smooth border.
The common bile duct shows normal position, caliber and length with a homogeneous, fluid-
equivalent intraluminal signal.
The pancreatic duct shows normal position, caliber and length with a homogeneous, fluid-
equivalent intrafuminal signal. ga
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