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OpLopnoC

H autodvoon nnatitda sival pia xpovia (omaviotepa oeia) nmatikr vooog
AyvwoTNng attlioAoylag mou npokaAel GAgypov Kol VEKPWON TWV NTTOTOKUTTAP WV
Stapeocolafoupevn amo To AvooLlako cUoTNUA Kal xapaktnplletat amno:

* TTOAUKAWVLKA umtepyappaocdatpvoipia (1gG),
* KUKAOPOopoUVTO QUTOAVTIOWLOTA,

o KATOLA «ELOKA» (OXL TTAOOYVWLLOVLKA) LOTOAOYLKA XOPAKTNPLOTLKA (0T Xpovia
Hopdn)

* EUVOLKI QVTATIOKPLON OTA KOPTLKOELON (OTNV aVOOOKATOOTOAN YEVLKOTEPQ)

» duopevn eniBiwon xwplic Oeparmeia (10etng emBiwon 10%)



Eruénuiodoyia

ErtumoAaopoc 15-25 /10° mAnBuopou otnv Eupwrn mou ¢pravel ta 35 meplotatika /
10° OTLC YUVOLKEC

MNpooBaAAel OAec TIc nAtkieg kat T U0 puAa (F/M: 3-4/1) kot OAeC TIC €BVOTNTEC

KAaoowkd Bswpeital otL £xeL SikOpudn katavoun otnv nAwia epdaviong pe
Kopudec TNV edpnPeia kat 4n-6n dekaetia. QoTO0O0, EVOL CNUAVTIKO TTOCOOTO
aoBevwv gival >65 etwv

H entinmtwon kat o enutoAacpoc otnv Evpwrnn avéavetal kat ota SUo pUAA



EruénpioAoyio-eAAnvika dsdopéva

gender

Age at diagnosis
a0l
al mean age
N at disease onset
: 49.9 + 26.2 years
mfemales ¢
fw
m males -

0

years of age

Gatselis & Dalekos, on behalf of the Hellenic Autoimmune Liver Diseases Study Group of HASL (EASL 2023)



ELOLKEC MEPUTTWOELC AVATTTUENC «auToAvoonc» nratitidog

* AVATITUEN AVOCOETIAYOMEVNC NIATTIOAC HETA aTto Xxprion papuakwy,
CUMTIANPWHATWV 1] BoTAvwyv
— Nitpodoupavtoivn kal PvoKUKALVN EUTTAEKOVTAL OTLG TIEPLOCOTEPEG TIEPLTTWOELG

— AN pappaka tepthapfavouyv: ofudatvioativn, opvidaloAn, pebuAvtona, StkAodpevakn,
wtepdepovn-a, atopBaoctativn, AtpayAoutidn, BloAoyilkol mapayovTeg

— Metd ano avocoBeparneia

* AVATITUEN AVOCOETIOYWHEVNC NIATTLOAC HETA arod Loyeveic Aotpwéelg (m.x. Epstein-
Barr, kuttapopeyaioioc) cupunephoppfovopgvou tov HCV



KAwikn ewkova

* Ta 2/3 twv acBevwv epdavilovral Pe EPUEVOUTA UTIOKALVLKN avEnon Twy
TPOVOAULVACWY (] LE KN ELOLKA CUUTTTWHOTO OTIWE KOKOUXLa, KOTIwOoT, SLaTapoXEC
EUMAVOU pUCEWC, TIOAUAPOPOAYLEC UIKPWV APOPpWoEWV)

* Otela nnarm&a napouoLaletol oto 25-40% twv aoBevwy eite wg o&sta emdeivwon
npounapxouoaq (un dtayvwopévng) xpOVLaq auroavoonq NIATTd ¢ ETE WC MPAYUATIKA

ofela avutoavoon nratitida (xwpeic eupuaTa XPOVLOG VOGOU OTNV LOTOAOYLA TOU
ATATOC).

* Kata tn dtayvwon, to 1/3 twv aoBevwv £xouv NéN Kippwon, aveéaptnto oo tnv
TIAPOUCLaL A TNV ATOUCLA CUUTITWHATWY, YEYOVOC TIou utodnAwveL kaBuotépnon otn
Sdlayvwon

e JuvlTapén AUTOAVOCWYV VOONUATWY N o€ 1° BaBuou cuyyevn

* H ¢uolkn e€€taon motkiAAeL amd duaoloAoyikn otnv MAeloPndio TWV MEPUTTWOEWY,
rudoavr epdavion LKTEPOU oTnV ofela popdr), onUela NTTATIKAC AVEMAPKELAG 1/Kal
TUAQLLOLC UTTEPTOLONG OTN TIPOXWPNHEVN XPOVLO NTTATLKH VOO



2UVUTIAPXOUOEC AAAEC AUTOAVOOEC MOONOELC

Hashimoto thyroiditis — the strongest association
Graves disease

Vitiligo, alopecia, psoriasis

Rheumatoid arthritis

Diabetes mellitus type 1

Inflammatory bowel disease

Systemic lupus erythematosus

Sjogrens syndrome

Celiac disease

Panniculitis, mononeuritis, urticaria pigmentosa, Sweet’s syndrome,

idiopathic thrombocytopenic purpura, polymyositis, hemolytic
anemia, uveitis

Autoimmune polyendocrinopathy-candidiasis ectodermal
dystrophy syndrome also known as autoimmune
polyendocrinopathy syndrome-type 1




BLOXNMLKA ELKOVA

Auénon tpavoaptvoowv ALT/AST (péxpt kat 50 x ADT). ZTig XpOoviec popdEC Unopel
OUEOUELWOELG LEXPL KOl opadoTtoinong (e€apoelc ko upEoeLg)

ALP ouvROw¢ Kk 1| pkpn avénon

YGT cuvnBwc HIKPA | HETPLA avénon

XoAepuBpivn duololoyikr €we oAU auénpevn (otnv oeia Lktepkn popdn)
1gG avénpévn

— HUCLOAOYLKN UTTOPEL OE TIPAYHATIKA O¢ela vOoO, og maldLld, o€ NALKLWHEVOUG

— ab€non Opwe TNC 1gG UTTOPEL VO EXOULLE KOl OE KLPPWON OMoLacOATIOTE ALTLOAOYLOG



Avtoavtiowpato

* Aev eival e8KA TG VOGOU

* 0 éupeocog avoocopOopLopog o€ PPEOKLEG KATEYUYHEVEG TOUEG UTTOOTPWHOTOS RMATOG-VEDPWV-
OTOMAXOU apoupaiov n pEBodoc ekAoyng (ektog amod to anti SLA/LP). AAec péBobdot ivan n ELISA
KOLL | 0VOOOQTIOTUTIWON

* Avtutupnvika avtiowpata (ANA): = 1/40 BeTiko og eVAALIKEG
* Avtiowpata évavtl Asiwv putkwv vwv (SMA): > 1/40 BTiko o€ eVAALKEC

* AVTIOWMOTA EVOVTL LLKPOOWHLAKWY aVTLYOVWV Natog vedpwv tuTou 1 (anti LKM-1): 1/40 Betiko os
EVAALKEG

* AVTIOWMOTA EVOVTL ULKPOOWHLAKWY aVTLYOVWV Nrtatog veppwv tUTou 3 (anti LKM-3): 1/40 Betiko os
EVAALKEG

e Avtliowpata Evavtt SLOAUTWV avTLyOvVwv Nratog, maykpéatoc (anti SLA/LP)-to povo pe oAU peyaAn
gldkOTNTA: OMtOLOCOATIOTE TITAOC BETLKOC

* AvTloWHOTA EVAVTL KUTOCOALKWY avTlyovwy Aratog tumou 1(anti LC1): onoloodnmote titAog OeTIKOC

* AN avtiowpata: anti Ro52, anti F actin, anti-a-actinin, pANCA, anti ASGP-R



Taflvopnon autoavoonc NIotitido

Autoavoon nratitida tumov 1 (90%) Avtodvoon nratitida tumov 2 (10%)

 ANA e anti LKM-1
* SMA e anti LC1

e anti SLA/LP e anti LKM-3
* anti Ro52 * anti ASGP-R

* anti F actin

* anti-a- actinin
* pANCA

* anti ASGP-R

« AMA



Tafwvopnon avtoavoonc nrortitidoc

Table 2 | Clinical and serological phenotypes of autoimmune hepatitis (AIH)

Feature AlH-1 AlH-2

Autoantibodies ANA, SMA, anti-F-actin, anti-LKM1, anti-LC1, rarely anti-LKM3
antialpha-actinin, anti-SLA/LP

(Age at presentation Any age Usually in children and young adufthood]

Genetic susceptibility HLA DR3, DR4 and DR13 HLA DR3 and DR7

Clinical severity Variable Usually acute severe )

Histopathological feature at presentation Mild disease to cirrhosis Commonly advanced

Failure of treatment Rare Frequent

Relapse after drug withdrawal Variable Frequent

!ﬂead for long-term maintenance therapy Variable Very common )




|oTOAOYLKA XOLPOLKTNPLOTLKA

Interface
hepatitis Plasma cell
P infiltration
Rosette
formation

Zachou, Dalekos APT 2013; Gatselis Dalekos WIG 2015; EASL CPG 2015; Daiekos et al Ann Gastro 2019 Emperipolesis



Awadopikn diayvwon

Acute or chronic viral hepatitis A, B, C, D, E
Drug-induced liver injury

Alcoholic liver disease

PBC, PSC, AIH/PBC variant, AIH/PSC variant
Wilson's disease

Non-alcoholic fatty liver/steatohepatitis
Hemochromatosis

al-antitrypsin deficiency

Celiac disease




ALOYVWOTLKA KpLtipLo

Parameter/Feature Finding Points
ANA or SMA pos = 1:40 +1
ANA or SMA pos = 1:80 +2*
or anti-LEM pos = 1:40
or anti-SLASLP pos Positive
Liver histology Typical ATH** +2
(presence of hepatitis  Compatible with ATH** +1 : r o
is necessary) [ o Anapaitntn n BloYia Aratog
Serum IgG levels > Upper normal limit +1
= 1.1 Upper normal limit +2
Absence of viral Yes +2
hepatitis¥*** Mo ]
Surm = &: probable ATH

= T: definite ATH

* A ddition of points achieved for all autoantibodies (maximum, 2 points).
**Definition of typical lesions as in section “Liver histology™; Compatible

liver histology: chronic hepatitis with lymphocytic infiltration without all
the features considered typical; Atypical: histological lesions supporting

another diagnosis *%#¥*In chronic cases absence of hepatitis B and C viral
markers; in acute cases absence of serological markers of acute hepatitis A,
B, C, D and E is needed. ANA or SMA detection refers to the use of indirect

immunofluorescence assay, not ELISA



ALOYVWOTLKA TPOOEYYLON

Unexplained acute or chronic
hepatitis

E

IIF testing on rodent substrates, including kidney, liver and
stomach sections plus anti-5LA/LP (ELISAYimmunoblotting)

|

k. w w
anti-LKM1 pos -
| ANA pos | | SMA pos | or anti-LC1 pos | anti-SLAJLP pl:lsl

- L L *

| Serious suspicion of AIH* |

w

| Liver biopsy

*Datermine also IgG serum levels

3

Megative results®

!

Repeat investigation in specialty laboratory

{including pANCA’AMMA and spedific assays

for anti-SLASLP, anti-LEM 1, anti-LKM3, anti-
LC1, anti-F-actin, anti-Ro52, anti-a-actinin)

pos neg
v L J
Sarious Other diagnosis
suspicion or AlH with

of AlH* nagative Abs




Evbeiéelc Oepaneiac

Established AlH diagnosis

/

Severe fibrosis or Active AlH Mild AlH (AST/ALT<3x ULN, ‘OMoL oL aO'BEVEI'.C ME
cirrhosis® (HAI = 4) HAI < 4and mild or . ’
absence of fibrosis) EVEPYO VOOO TPEMEL VA

, Aappavouv Beparneia

Treatment is individualized
based on: patient age
comorbidities, patient’s
decision and Abs profile

L 4 L

Absolute indication for (///

treatment initiation

k

Longterm follow up at least every 3 -
months (AST/ALT, 1gG) is suggested if
no treatment is started

*Treatment is not indicated
in decompensated
burn-out cirrhosis




2TOX0C Oepaneiac

Achievement of complete remission to tackle liver
disease progression

\ 4
Normal liver biopsy
Normal AST/ALT + Normal IgG levels or minimal hepatitis

(mHAI<4)
| Complete Biochemical Response |




OEPAMEVTIKO oXNHOL

Week Prednisolone {(mgsday) Azathioprine (mg/day)
1 70 (=1mg/kg) -

2 &0 -

3 S0 S0
<4 40 50
5 30 1**
=3 25 1w
ra 20 1D
B+9 15 1D
10+ 11 12.5 10D
From 12 10* 1w

A lower prednisolone dose can be used initially in mild disease or in early
relapses during corticosteroids withdranval (eg, 0.5-0.7 mg'kgiday). The tapering
schedule of corticosternids should be individualired according to the rapidity

of the response and the development of side-effects. *If transaminases are
normalized. prednisolone could be reduced to 7.5 mgfday and after 3 months to
5 mg/day. aiming at complete withdrawal after 6-8 months (or after 3-4 months
at 2.5 mgfday) according to a personalirzed assessment of the patient’s risk and
response. **Arathioprine dose according to body weight (1-2 mgikg)



NapakoAouOnon Beparmeiog

New Proposed Practical Treatment Algorithm

ﬂ -
PREI.‘:.'I- |;i_2 ii"dl:,:in?; trea!:;n:;tn 1-2 *After 2 weeks and if Bil<émg/dL. Genotyping
-=2-1 Mg/kg/day wi y of TPMT is recommended if possible.
mg/kg/day* or MMF 1.5-2 g/day

No response is defined as less than 50%
decrease of transaminases at 4 weeks

No response/or

intolerance Response

= Check adherence . - -
= Exclude alternative diagnosis CBR is defined as normalization of
* In case of AZA intolerance AST/ALT and 1gG at 6-12 months
[toxicity change to MMF _
Insufficient response

Check 6-TGN levels | Continue treatment I
=220 ? CBR
n
1 3™ |ine treatment (TAC, TMFa-

Try MMF 1.5-2g/day

Insufficient response

blockade, Belimumab, Rituximab)

Dalekos unpublished data 2024



Aldpkela Oepamneiac

* H avoooKaTaOTAATIKA oywyn TIPETEL val oUVEXL(ETAL YLa TOUAAXLOTOV 3 £€TN KoL
TOUAGXLOTOV 2 £TN LETA O TNV EMITEVEN TTARPOUG AVTATIOKPLONG

Av Sev UTIAPYXOUV ETIUITAOKEC 1 KOKI) OLVOXN} OTNV AVOCOKOTAOTOAN £lval TPOTIUNTEN
n 1N dtakormn AOyw oUXVAC UTTOTPOTIAC LETA TN SLOKOTIA

Mpw tnv evdexopevn dlakorr mpemel va yivel Bodia yia va emiBefatwBel kal n
LOTOAOYLK OVTOTIOKPLON

Ytevn mapakoAouOnon peta tn dtakomn tng Bepamneiac. uvrnOwc n unotponn 6-12
LAVEC LETA OAAQ UTTOPEL KOl LETA ATTO XpOVLL



TENIKO NOZOKOME[O AOHNON

IHHOKPATEIO

EYXAPIZTQ
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