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Main Autoimmune Liver Diseases

PSC

Hepatitis Cholestasis



Autoimmune Overlap Syndromes

General definition;
conditionswith featuresof both AIH and PBC or PSC



Digestive Diseases and Sciences, Vol. 40, No. 5 (May 1995), pp. 1069-1073

CASE REPORT

Primary Biliary Cirrhosis—Autoimmune
Hepatitis Overlap Syndrome
Corticoresistance and Effective Treatment by Cyclosporine A
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NATHALIE GANNE-CARRIE, MD, EDITH ROBIN, MD,
CLAUDE DEGOTT, MD, and SERGE ERLINGER, MD

@ 2007, Elsevier Masson 545, Tous droits réservés m Gastroenteral Clin Biol 2007;31:17-25

Overlap syndrome of primary biliary cirrhosis
and autoimmune hepatitis: a retrospective study
of 115 cases of autoimmune liver disease
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Autoimmune Overlap Syndromes: Issues

A Practical definition

« overlap syndromeis one of themostabused
descriptive term currently usedin hepatology»
(Heathcote Am JGastroenteroR002)

A Pathogenesigis overlap a distinct entity ?)

A Therapeutic consequences



Autoimmune Diseases: Overlapping Features

A Challenge: no autoimmune liver disease has an absolute
diagnostic test, especially AlH.

70-80% 30-50% 30-70%
ASMA 70-80% May be present 0-80%
AMA 5-10% 95% Coincidental
PANCA Up to 90% 0-5% 25-95%
Immunoglob y 1gG IgM 1gG (2/3), IgM (45%)
Biliary changes 10%* Inflammatory duct Periductal fibrosis
lesion
Interface hepatitis Characteristic  Variably present* Variably present*
(25-30%) (25-30%)

* pystander, collateral injury ?
(Trivedi etHirschfield, AlimentPharmacolTher 2012)



Autoimmune Diseases:. Overlapping Features

A Numerous variant forms of PBC, PSC and AlH:
A PBCAMA-, ASMA+ (Aaut ol mMMmune
A AlIH with AMA  (Muratori et al, Eur J GastroenteroHepatol2017)

A AlIH with biliary injury:  10-20% (rarely destructive or
fibro -obliterative cholangitis, biological cholestasis or
AMA uncommon)

A PSC with ALT > 5 ULN: early phase of any acute
cholestaticprocess (+f infection)?

A These variant forms generally behave like typical forms
(including response to standard therapy)

‘ Needto identify variants that require treatment tailoring
(overlap syndromes)



Autoimmune Diseases: Overlapping Features

A Intrinsic scope forindividuals to presentwith overlapping
featuresof more than onetheseautoimmune conditions

A Overlap featureswith various significance
A Never useautoantibodiesin isolation (AMA: best
specificity)
A Role of good-guality liver biopsies andcholangiograms




Cholangiography (MRCP): Potential Pitfalls

Be cautious about (over) interpretating «mild changes» of
the intra-hepatic bile ducts (take fibrosis stage into account)

1\

HCV cirrhosis

Cirrhotic
FO-F2 AIH F3-F4 AlH controls
(n = 35) (n = 24) (n = 27)

IHBD changes* 3 (9%) 11 (46%) 16 (59%) .
Increase bile duct visualization 1(3%) 3 (12%) 4(15%) (LEWIﬂ et aI’HepatOIOgyZOOQ
Irregularities 1(3%) 10 (42%) 16 (59%)
Strictures 1(3%) 4 (17%) 3 (11%)
Dilatation 1(3%) 1 (4%) 3(11%)




Interface Hepatitis

- AlIH
Proportion of - PBC
patients - PSC
High
Low
Mild Moderate Severe
Interface hepatitis

(Trivedi etHirschfield,
Aliment PharmacolTher 2012)



Autoimmune Overlaps: Which Criteria?

A AlH scores?
A Not intended for suchuse
A Sensitivity and specificity < 80%
« pure » PBC: 8% + (Muratori et al, Hepatology 2008)
A Use of AlIH scores notecommendedin this setting
(Boberget al, JHepatol2011)

A Appraisal should be performed longitudinally rather than
at a single point in time



CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2010;8:530-534

ORIGINAL ARTICLES—LIVER, PANCREAS,
AND BILIARY TRACT

Paris Criteria Are Effective in Diagnosis of Primary Biliary Cirrhosis and
Autoimmune Hepatitis Overlap Syndrome

EDITH M. M. KUIPER,* PIETER E. ZONDERVAN,* and HENK R. VAN BUUREN®

) CONCLUSIONS:
The Paris diagnostic criteria detect overlap syndrome (PBC
and AIH) with high levels of sensitivity and specificity. The
clinical value of the revised and simplified ATH scoring
system is not as reliable.

Anti-dsDNA (Muratori, Am J GastroenteroR009) to be confirmed




PBC/AIH Overlap Diagnosis : EASL Proposal

Standardization of diagnostic criteria not achieved
Diagnostic criteria of PBC-AIH overlap syndrome.

PBC criteria

1. AP =2x ULN or vGT >=5=x ULN

2. AMA =1:40

3. Liver hhopsy specamen showing florid bile duct lesions

AFH criteria

1. ALT =5= ULN

2. Ig(G =2» ULN or a positive test for anti-smooth muscle antibodies
(ASMA)

3. Liver biopsy showing moderate or severe periportal or periseptal
lyvmphocvtic piecemeal necrosis

Diagnostic criteria of PBC-ATH overlap syndrome of which at least 2
of 3 accepted criteria for PBC and AIH, respectively, should be present
(proposed by Chazouilleres et al. [57]). Histologic evidence of moder-
ate to severe lymphocytic piecemeal necrosis (interface hepatitis) is
mandatory for the diagnosis.

(EASL Guidelines, J Hepatol 2009, 2017



PSC/AIH Overlap Diaghosis

No nofficial o criter

Presence of at least 2 of the 3 accepted key criteria required for
diagnosis of each disease.

A PSC (causes of secondary SC excluded):
Al) AP O 2 ULN and/or GGT O
A2) typical cholangiographicabnormalities
A3) periductal fibrosis (liver biopsy)

NB: some cases of overlap with
A AlH:
Al) ALT O 5 ULN,
A2)IgGl evel s O 2 ULN or ASMA

A3) Moderate or severeperiportal or periseptal lymphocytic
piecemeal necrosis (liver biopsy)mandatory)



PBC- PSC/AIH Variant Syndromes

Severalareas ofuncertainty :

() Cut-offs for IgG/gammaglobulins and transaminasesevelsto
iIndicateliver biopsy? (1gG: 20g/L ?)

(i) Grade of hepatitis activity to indicateimmunosuppression?
(1) A scoring systemto identify patientswith PBC and AlIH ?

(iv) Degreeof histologicalbile ductdamage talefinePBC in patients
with AIH and toindicateUDCA?

EASL PBC guidelines, Hepatol 2017



Liver biopsy

Liver biopsy is mandatory for the diagnosis of overlap syndrome

> Moderate or severe lymphocytic interface hepatitis

A

(PBC patient)

Lymphocytic interface hepatitis




Liver biopsy

Areas of uncertainty or difficulties

1) lymphocytic interface hepatitis vs biliary interface activity

Biliary interface activity : ductular reaction + inflammatory cells (PMN)
fibrosis +/- cholate stasis







Liver biopsy
Areas of uncertainty or difficulties

2) Diagnostic criteria for moderate / severe interface hepatitis

- AlH
Proportion of 4 - PBC
patients - PSC
High
Low
Mild Moderate Severe
Interface hepatitis

(Trivedi etHirschfield, o N
Aliment Pharmacol Ther 2012) Mild interface hepatitis

(PBC patient)



Liver biopsy
Areas of uncertainty or difficulties

2) Diagnostic criteria for moderate / severe interface hepatitis ?
- No criteria in the EASL guidelines

- Nakanuma Scoring system (PBC) Histopathology 2006;49: 466

Hepatitis activity

(no activity) No interface hepatitis, and no or minimum lobular hepatitis

(mild activity) Interface hepatitis affecting 10 continuous hepatocytes in one portal tract or fibrous septa, and mild—-moderate
lobular hepatitis

(moderate activity) Interface hepatitis affecting 10 continuous hepatocytes in more than two portal tracts or fibrous septa, and
mild—moderate lobular hepatitis

(marked activity) Interface hepatitis affecting 20 continuous hepatocytes in more than half of the portal tracts, and moderate

lobular hepatitis, or bridging or zonal necrosis

- FBI Scoring System (PBC) Liver Int 2015; 35: 652

Mild interface hepatitis :focal lymphocytic interface hepatitis in a minority of portal tracts (< 50%)

Severe lymphocytic hepatitis :diffuse or continuous lymphocytic interface hepatitis in a majority of portal tracts (>50%).
Diffuse or continuous interface hepatitis lesions could involve more or less than half of the portal tract circumference.

All other features were considered as moderate interface hepatitis.




Liver biopsy
Areas of uncertainty or difficulties

3) Reproducibility assessing interface hepatitis

- Nakanuma Scoring system (PBC) Pathology International 2010; 60: 1671 174

« interobserver agreement for hepatitis activity was slight, less than our
expectation (0.2) »

-FBI scoring system (PBC)  Liver Int 2015: 35: 652

interobserver agreement (0.59)



Liver biopsy

Areas of uncertainty or difficulties

4) Biliary lesions can be absent in biopsies of patients with PBC or PSC

Biliary lesions seen in 20-40%

5) Biliary lesions can be seen in biopsies of patients with AIH

Biliary lesions seen in 10-20%
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