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I Agenda

* Autoimmune hepatitis
- Novelties in diagnosis and treatment
- Treatment in patients with decompensated cirrhosis
- Immunosuppression withdrawal
« Primary biliary cholangitis
- Evaluation of treatment response

- New treatment options

I Current Diagnosis of AlH

Simplified Criter

ANA, SMA Negative 1:40;1:80 >1:80
19G Normal > Normal >1,5 ULN

hepatitis

Floreani et a. Aliment Pharmacol Ther 2006,

Requires the exclusion of other causes of liver disease

‘ None of these are pathognomonic of AIH

Vergani et al. | Hepatol 2004; Hennes et al. Hepatology 2008

I Liver Biopsy Interpretation

v Typical: interfase hepatitis,
lymphoplasmacytic infiltrate, emperipolesis,

rosette *
¥ Compatible: chronic hepatitis without the

typical features.

Portal inflammation x
Concomitant liver diseases? Intefase hepatiis X
Acute presentation Lobular inflammation
Plasma cel groups. X
PROBABLE  PROBABLE  PROBABLE  POSIBLE
+signsofotherdisease  POSBLE  POSBLE  POSBLE  UNLKELY

Hennes et al. Hepatology 2008, Lohse etal. Liver Int 2022
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I Liver Biopsy Interpretation

v Typical: interfase hepatitis,
lymphoplasmacytic infiltrate, emperipolesis,
rosette.

v Compatible: chronic hepatitis without the
typical features.

ead
.

Lobular hepatitis ‘
Central perivenulitis -+ portal inflammation
Plasma cell group |

Concomitant liver diseases?
Acute presentatiof

Hennes etal. Hepatology 2008, Lohse et al. Liver Int 2022

I Definition of Treatment Response

Normalization at 6 months
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Pape etal. J Hepatol 2022, Slooter et al. Hepatology 2024
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Do all patients respond at the same “speed”?

Do we need IgG normalization?

Prednisone 20-40 Prednisone 60
mg/dia mg/dia

Good response. Add AZA after 2w | | Add AZA after 2w

Evaluate response Evaluate response 7-
T
Maintenance | | AddAZAgradually | e after 4-8 weeks and 14d
12 mgfkg/d e progressively withdraw

PR a within 6 months
moow ar

I AZAintolerance | iy us “

second line treatment | femm w

Mack et al. Hepatology 2021; EASL guidelines J Hepatol 2015

Female sex 27 (69%) 25 (64%) 0.81
Age 47(17-83) 60(20-72) 0.109
Ferritin x ULN 26(01419) 301161 0761 Histological activity according to ALT and IgG Evolution according IgG in patients with
196 (g/dL) 120536 150646 0101 levels normal ALT
) . ANA 33 (85% 34(87% 1 e Factors ssosated with progresion tocirhosis
v Single centre cohort study in (#5%) &7%) — ( )
v mHAI 9(5-14) 9(4-16) 0.105 Gender (women) 137(057-3.34)
Retrospective RALA (nterfase hepatin) 304 Yo cots for e oo S nctherautimmane disease 089 028-288)
o Ssiwsi-0m
+ Comparison of patients with mHAILB (necrosis) 0(0-4) 0(05) 0284 P . e
CBR before and after 6 months mHALC (focal inflammation) 2 (1-4) 2(0-4) 0.851 (e persstenty normal g5 041(016-113)
of treatment mHALD (portal 324) 304) 0083 RS o ‘ Y
- s e ox
inflammation) nz17 Fibroscan at normalization > 10.5 kPA £21(1.12 - 40.07) 0037
Fibrosis. 2(0-6) 4(0-6) 0.006 o » 3 i3 100 “Time to normalization > 12 months 3.22(1.07-9.67) 0037
ALT x ULN 21(0.6-124.9) 23(1.9-90.6) 0.708 e
Bilirubin x ULN 3.6(3.6(0.3. 5.3(0.3-33.7) 0.992
45)
Engel et al.J Hepatol 2022 ) Hep Rep 2021, Diaz & Londorio et al, EASL
Current Treatment Recommendations teb lentto pred
[ EASL guidelines (2015) | [ AASLD guidelines (2021) |
e Predhisone Study Population Outcomes Conclusions
nducton
0.5-1 mg/Kg/d AH AlH-cirrhosis AlH-acute severe
Prednisone 20-40 F—

A, cemeninspsn i
597 patients. 2
‘ﬁ 151 rested with budesonide y 2
E<:D

381 patients incuded n the

H

‘The use of budesonide as first-ine
treatment is low.

It is generally prescribed to
patients  with perceived less
disease activity.

Budesonide _was _inferior  to
prednisone as first-line drug.

Diaz Gonzlez & Londofio. Hepatology 2023
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Can mycophenolate be used as first line treatment?

METHODS INTERVENTION RESULTS

Primary outcome
Biochemicsl Remission

Limitations:

1
- Open label

70 patients
Probabl or definite

- Fix dose of AZA to all

e i e patients

1] - Patients on AZA had
Randorisd (17) © < higher transaminases levels
opet 4 s (500 vs. 300)

e e

% patients ith normalisation | [N R
of ALT and 106 after 24 weeks | [EEEXE TR

of treatment

cstment due o S ocurad

Shijders etal.J Hepatol 2024

What about patients with decompensated cirrhosis? W

Unweated (ne18)
Ao tyears) 1084
mHAIgrading ses)
Ascites n.%) 1500
Encephalopathy (n.%) T0s6%)
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AT UL prrrE
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Bitirubin (madt) 29 052021
mewo Tewan
e
e
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Arvaniti & Londofio. EASL 2023)

11

12



20.01.24

. . . Registro
What about patients with decompensated cirrhosis? WP .
ColHai

Decision tree analysis

peo0001

Delta MELD-Na at 4
weeks of treatment

Arvaniti & Londofio. EASL 2023

Prednisone + AZA

‘ AZA intolerance ‘ ‘ Insufficient response ‘
Switch to 6-mercaptpurine o Confirm diagnosis
mycophenolate

l I

If intolerance > steroid
th

‘ Check adherence ‘
monotherapy

Determine AZA
metabolites (6TGN
and 6{MMP)

1
“True” non-responder

— 3 line treatment N el 3030

Treatment Dose.
TACROUMUS | 0.1mg/i/17h (englrl)

"CYCLOSPORINE | amgyid/12h (120 ng/m]

INFLXIMAB | Inducton: Smeykg/eiweeks 0, 2 band 10
Rnen By oviy & e
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Tocilizumab

cras

Modificado de Christen et al. International Journal of Molecular Sciences 2016
Modificado de Vergani et a. Nature Review Primers 2017

Prednisone + AZA

Response ‘ ‘ AZA intolerance ‘ ‘ Insufficient response ‘

I l

Switch to 6-mercaptpurine o

2 years with normal
mycophenolate

transaminases and IgG ‘

‘ Confirm diagnosis

[ l |

If intolerance > steroid

monotherapy ‘ Check adherence ‘

Immunosuppression
withdrawal

I

Determine AZA
metabolites (6-TGN
and 6:MMP)

]

“True" non-responder

[Trestment

[ TACROUMS [0 Tmg/T )

"CYCLOSPORINE | Zimg/W12h 120 ng/m]

e = ]

TRFORIVRS | Tdcton AT fied from
Maintenance: Smd/ky/cia cvery 8 weeks - 44 3d fine treatment oo 5050
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Immunosuppression Withdrawal

Relapse is almost universal after withdrawal of
immunosuppressive medication in patients with
autoimmune hepatitis in remission

Nicole M. van Gerven', Bart | Verwer'", Birgic I Witte™, Bart van Hoek™',
Minncke | Coenraad®”, Karel | van d o,
s s

fpecum’, Ulrich Beuers®, Henl & van Buu
v Jannie W. den Ouden® Robert C. Verdonk”, *
v Mauree M. Cuichelat ', Chs . Mulder 5 H12064) 39(1873)

£

Ger H. Koe!™, Johannes T. Brouwer

Karin M.J. van Nieuwkerk'", Gerd Bor
Gammaglobulins (%) 169% 129%
1gG levels (9/L) 127(9.617) 103(52:12)
ALT(1U/mL) 20(14-24) 147 (817)
Time to achieve 53(2:13) 27015
remission (months)
Cirehosis, n(%) 2(15%) 0

LR 3
Time after drug withdrawal (mo)

Numbar of

oot nremission 131 54 35

van Gerven et al. J Hepatol 2013; Hartl el a. J Hepa 2015

Hospital Clinic
Hospital Vall d'Hebron
Hospital del Mar

AH Hospital Mutua de Terrassa

12 denied inform consent

2 cirthosis in the liver biopsy
2 ALT = ULN screening

501 patients
h type 1

3 met th
inclusion criteria

41 patients

37 started
Isw

Koutsoudakis & Londofio. EASL 2022
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Median follow-up 31 months (12-34) after ISW

11 (65%)

B Flare ®Remission

B during ISW

Koutsoudakis & Londofio, EASL 2022

Clinical chracteristics
Flare (1=17) Remission (n=21) P
Age (years) 53 (42.75) 65(22-80) 0.165
Female sex (n,%) 8(50%) 11(52% 0.886
ALT (UL) 20 (5-34) 14(6-23) 0.021
19G (/L) 10(8-14) 10(6-14) 0403
Time on remission (years) 4(3-10) 35311) 0.728
mHAI 1(03) 1(02) 0423
Transient elastography (kPa) 49(36:85) 46(399.1) 0773
Inmunosuppression(n, %)
AZA 12(75%) 15(72%)
Corticoids 1(6%) 4(19%) 0.430
AZA + Corticoids 3(19%) 2(9%)
Presentation (n,%)
Chronic 10/(59%) 13(65%)
Acute 5(29%) 7(35%) 0.287
Acute-severe 2(12%) 0
Median (range)
Koutsoudakis & Londofio. EASL 2022
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‘ Clinical characteristics

BRI 4

Flow Cytometry

Baseline ‘

Remission Relapse
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Stimulation with liver antigens

ASGPR HIP1R

Take home messages (1)

Antigen-specific T regs Antigen-specific T regs « Liver biopsy is essential for the diagnosis of AIH but should be interpreted by
expert pathologist.

* 1gG normalization might not be necessary for defining biochemical response.
* Mycophenolate could be a good alternative to azathioprine in selected patients.

* The presence of hepatic encephalopathy and MELD-Na score at AlH diagnosis
serve to guide treatment decisions in patients with decompensated cirrhosis.

co1376ARR (%)
co1376ARR (%)

* There is a need for better second or third line treatment options in AlH.

RB: Remission, RLP: Relapse, FU: Follow-up

Koutsoudskis & Londorio. EASL 2023
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van Gerven ot al.J Hepatol 2013; Hart o al.J Hepa 2015
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1 ?
Evaluation of Treatment Response tsthat good enough?
Criteria Time ALP AST ilirubin Albumin
Rochester-I ém >2x ULN s
A Bilrubi ot
Rochesterl 12m >2xULN >1mg/dL -
Barcelona 12m >ULN b -
1<40% %
Paris-| 12m >3x ULN >2xULN >1 mg/dL £ =
Paris-Il 12m >1.5x ULN >1.5xULN >1mg/dL N :
Rotterdam 12m >ULN <LLN P ey ? o
Toronto 24m >1.67 x UN i .
S S
[ ALP, bilirubin, albumin, ALP, bilirubin, BL albumin, BL D o
aLopapec.com | platelet count, BL age C | platelet count, AST (or ALT) 5T we @ om oz 3 axuun vtz <3 s
¢ @2 w28 Camias 3mAN S Alpias L ovAN
Par es:&e\e\ 006, Corpechot C, et al. Hepatols 008, Ki EMM, et al, 2009, Kumagi T, et al. Am J Gastroenterol. 2010
Ao L T35 Vo N e LR . 2018 Corpechr .t Hepas 201 hang U 31 repeclony 213 EAS, i i Gutees o Péen et A ) Gesoenterol 2020 Gt o it Gastoentre paol 2021
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Do we need complete normalization in all patients?

1047 patients with PBC with an adequate Paris-2
hemical

bioci response to 2 12 months of UDCA i
\
Normal ALP Abnormal ALP ‘ ; «.’M,,H‘
=687 (66%) =360 (33%) i8 e
H

N Z

Estimated gain in 10-year complication-free
‘survival associated with normal ALP level:

7.6 months (95% CI: 2.7 - 12.6) overall
=0.003

Vaox Vsan Von
LSM<10kPad | LSM210kPa| | LSM210kPad
age> sges62ys || agesezyn

89 [

e
oK CE s8-8 (oo

f
subgroup analysis ' %
]

Corpechot et al. Hepatology 2024

Second line treatment
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Abbas et a. Clin Gastroenterol Hepatol 2022
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Triple Therapy

Study 213

Double-Blind Trestment Perioa

Long-Term Safty Extension
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Hejda et al. EASL 2023, Levy ey al. AASLD 2023

New Treatment Options

Elafibranor->PPARa/6 agonist Seladelpar->PPARS agonist
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Knowdly et al. NEJM 2023, Girschfield et al. AASLD 2023
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Take home messages (2)

* ALP normalization improves PBC prognosis, but the greatest benefit is
observed in young patients with advanced fibrosis.

* Second line therapies should be initiated in non-responder patients.

« Triple therapy (UDCA, OCA and BZF) seems to be better in achieving
biochemical response.

* New treatment options will be available in the future, but we need
more data to find the best candidates for these drugs.

10fsars
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Viral, genetic and immune-mediated liver diseases
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