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Tratamiento

Definiciones

e Objetivo: Lograr la remision de la enfermedad y prevenir la progresion de la fibrosis

Respuesta bioquimica completa : Normalizacion transaminasas e 1gG

Remision: mHAI < 4/18 en la biopsia

Respuesta insuficiente: NO normalizacidon de transaminasas e 1gG a los 6 meses de tratamiento

* No respuesta: Disminucion menor del 50% en las transaminasas a las 4 semanas del inicio del
tratamiento.

Pape et al. J Hepatol 2022



Tratamos a todos los pacientes?

Tratamiento para
todos?

Fibrosis avanzada o
cirrosis

Tratamiento

Inflamacion
importante

(HAI >4)

Tratamiento

Inflamacion leve o no
fibrosis

(ALT <3 VN o HAI < 4)

Si no se trata=>
supervivencia
10afios de 67%-
90%

Opcional: edad,
comorbilidad,
paciente

Modificado de EASL guidelines. J Hepatol 2015
Czaja et al. Liver Int 2009

Ferl et al. Hepatology 2005

Kogan et al. J Gastroenterol Hepatol 2002

Si no tto—>

monitorizar

Supervivencia

Cl para corticoides
Fluctuaciones
Resolucion
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Antes de Empezar el Tratamiento

Actividad de TPMT

Vacunar VHA y VHB

Determinar el riesgo de reactivacion del VHB
DMO vy niveles de vitamina D

Explicar tratamiento y efectos adversos
Planificacion familiar



Mecanismos
reguladores

Células
Efectoras




Treatment of Autoimmune Hepatitis

15t line treatment

/

RESPONSE

Optimize 15t line
treatment

(based on azathioprine metabolites RESPONSE W

6-Mercaptopurine

e

2" ine
treatment

Mycophenolate mofetil

3 line treatment




Primera Linea de Tratamiento

CORTICOIDES

CORTICOIDES
+

AZATIOPRINA

Eficacia similar
Buena respuesta

EASL guidelines. J Hepatol 2015
Lamers et al. J Hepatol 2010



Primera Linea de Tratamiento

* 1971 se demuestra por primera vez el impacto de la prednisona
en el pronostico de la hepatitis autoinmune
CONTROL GROUP

CORTICOSTEROID GROUP
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Cook et al. QMJ 1971



* Revision sistematica de la literature sobre el beneficio de la

Cook, 1971

Soloway, 1972

Murray-Lyon,
1973

Summerskill, 1975

Tage-Jensen, 1982

Primera Linea de Tratamiento

prednisona en hepatitis autoinmune

PDLN 15 mg/d
No intervencion

PDN 60 mg/d, 40, 30, 20
AZA 100mg/d

PDN 30mg/d, 20, 25, 10
Placebo

PDN 5mg 3dd
AZA 75mg 1dd

PDN 60mg/d, 40, 30, 20

PDN 30mg/d, 20, 15, 10 + AZA 50mg/d
PDN en dias alternos

AZA 100mg/d

AZA 10mg/kg/sem, 5
PDN 10 6 15 mg/d segun peso

30 - 72 meses

3meses - 3,5anos

2 anos

36 meses

12-83 meses

27

18
14
14
17

22
25

30
30
31
29

37
47

Lammers et al. ) Hepatol 2010



Primera Linea de Tratamiento

Prednisona
0,5-1 mg/Kg/d

Mantenimiento

Induccion

Week Prednisolone (mgfday) Azathioprine (mg/day)
1 B0 -

(= 1 mg/kg body weight)
2 50 -
3 40 50
i 30 50
5 25 100*
B 20 100"
7+8 15 100"
B+9 12.5 100*
From week 10 10 100"

EASL guidelines. J Hepatol 2015



Induction

Maintenance

First-Line Treatment of AIH

Acute Severe AlH

STEROIDS

Do not use budesonide

Do not use azathioprine (AZA)
Adults: Prednisone (60 mg/d)
Pediatrics: Prednisone (2 mg/kg/d)
OR V. steroids

Laboratory testing every 12-24 hours

AlH AlIH with Cirrhosis
STEROIDS STEROIDS
Pediatrics: Prednisone (1-2 mg/kg/d) Adults: Prednisone (20-40 mg/d)
Or budesonide (9mg daily) Pediatrics: Prednisone (1-2 mg/kg/d)
AZATHIOPRINE (AZA) AZATHIOPRINE (AZA)
Check TPMT. After 2 weeks add AZA Do not use in decompensated cirrhosis
(50-150 mg/d) Compensated cirrhosis: Check TPMT.
Laboratory testing every 1-2 weeks After 2 weeks add AZA (50-150 mg/d)
U Laboratory testing every 1-2 weeks

¢

Assess Response by 4-8 weeks:

(+) Biochemical response Assess Response by 4-8 weeks:

« Taper prednisone to 5-10 mg daily (+) Biochemical response
(budesonide 3 mg daily) over the » Taper prednisone to 5-10 mg daily
next 6 months over the next 6 months

* Maintain AZA + |f started, maintain AZA

» Laboratory testing every 2-4 weeks + Laboratory testing every 2-4 weeks

(-) Biochemical response (-) Biochemical response

» Re-evaluate diagnosis * Re-evaluate diagnosis

» Consider second-line drugs » Consider second-line drugs

U U

Assess Response by 7-14 days:

(+) Biochemical response

« Cautiously reduce prednisone

» Consider AZA after cholestasis is
resolved (check TPMT first)

» Laboratory testing every 1-2 weeks

(-) Biochemical response

* Re-evaluate diagnosis

= Consider second-line drugs

* Initiate transplant evaluation

If hepatic encephalopathy develops

= Urgent transplant evaluation

Once Biochemical Remission is acheived:

* Laboratory testing every 3-4 months

* May attempt a steroid withdrawal while continuing AZA

After prolonged biochemical remission (24 months):

» Laboratory testing every 4-6 months

» Consider immunosuppression withdrawal if appropriate (+/- biopsy)

v

Once Biochemical Remission is acheived:
+ Laboratory testing every 3-4 months
+ Use lowest immunosuppression doses

to maintain remission

* Do not withdraw immunosuppression

AASLD guidelines 2019



Dosis alta o baja de Prednisona?

meses

Diseno: Analisis retrospectivo en 9 centros de 5 paises de Europa (n=451).
Objetivo: Comparar dosis altas o bajas de prednisona en induccidn de
remision (= o < 0,5 mg/Kg/d)

End point: 1) Normalizacién transaminasas a los 6 meses, 2) Remision a los 6

=<0.50 mg/kg/day =0.50 mg/kg/day P
(n — 170) (n — 281) value
Female sex, n (%) 125 (73.5) 213 (75.8) .59
Age at diagnosis, 52.03 (15.35) 49.67 (17.47) 13
¥ (SD)
Simplified IAIHG 5] r < .01
score, median
ALT = ULMN, median 712 (12.69) 13.44 (21.00) = .01
(1QRy”
AST = ULN, median 8.52 (17.40) 13.48 (24.27) = .01
(1IQR)”
Bilirubin, prmol/L, 29 (83) 48 (177) .01
median (IQR)~
1g9G, g/L, median 20.79 (10.90) 21.60 (13.00) 10
(1QR)”
Cirrhosis, n (%) 44 (25.9) 42 (14.9) < .01
AS-AIH, n (%) 18 (10.6) 29 (10.3) .93

Pape et al. Clin Gastroenterol Hepatol 2019



Hay alguna alternativa a la Prednisona?

RESPISEN® BETRATABIENTO
80 - = ' Segment B**
B [C] Budesonide ==
70 - . Prednisone 7':_112?
o Al o
! e 60—' N
2
2_ 50 P<.001 P<.001
Budesonide w ?
-~
Azathioprine 0:) 40 s
"5 30
Prednisone o- 20 A |
Budesonide
3mgTID,
10 4
bio{;jt?é)r?lical
g [ l g
Number 100103 76 82 88 85 173 e
Analysis ITT PP ITT ITT
Azathioprine E—
Complete response Complete response
at 6 months at 12 months

Manns et al. Gastroenterology 2010



Proportion
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Hay alguna alternativa a la Prednisona?

Estudio multicétrico Espanol, COLHAI, 151 pacientes con budesonida

[ Biochemical remission during the follow up ]

|
|
|
|
|
|
Biochemical Remission ® :
|
|
|
|
|
Biochemical Remission |  _ _ _ _ _ _ P |
6 months :
53% |
|
I
Biochemical Remission| o~ . _ |
12 months - —e |
I
|
|
|
|
|
| I 1 I I
2 4 .6 .8 1

Odds Ratio

Prednisone Budesonide

Diaz-Gonzalez et al. AEEH 2021



Hay alguna alternativa a la Azatioprina?

“Propensity matched study” comparando AZA vs MMF como tratamiento de primera linea

Characteristics MMF (n = 32) AZA (n = 32) p
Sex (female/male) 23/9 23/9 NS
Age at diagnosis (years) 54 (15-80) 55 (15-84) NS
Time to diagnosis (months) 2.5 (1-402) 3(1-142) NS
Acute presentation 16 16 NS
Insidious/asymptomatic presentation 16 16 NS
Follow-up (months) 45 (12-63) 38 (7-70) NS
Total treatment duration (months)* 39 (11-63) 34 (6-67) NS
Concurrent autoimmune diseases 18/32 11/32 NS
AlH revised diagnostic score 18 (11-24) 17 (11-22) NS
AlH simplified diagnostic score 7 (6-8) 7 (6-9) NS
ALT (IU/ml, ULN: 40) 412 (43-3,716) 425 (8-1,843) NS
Bilirubin (mg/dl, ULN:1.1) 2(0.5-13.4) 1.4 (0.3-14.3) NS
¥-GT (IU/L, ULN: 40) 101 (16-1,136) 159 (14-902) NS
IgG (mg/dl, ULN: 1,500) 1,844 (782-3,240) 1,760 (870-3,740) NS
Anti-SLA/LP™ 5/32 5/32 NS
Anti-LKM 0/32 0/32 NS
ANA™ 17/32 19/32 NS
SMA* 31/32 29/32 NS
Cirrhosis at diagnosis (yes/no) 6/26 6/26 NS
mHAI activity score 8 (3-16) 7 (3-14) NS
mHAI fibrosis score 2 (2-6) 1(1-5) NS

No of patients

No of patients

35

p=0.003

30

25

20

15

10

35

mCBR 1 noCBR

p=0.0001

30

25

20

15

10

MMF

Dalekos et al. Front Immunol 2022

W CBR I NoCBR




Importancia de la Respuesta Rapida

Estudio retrospectivo multicentrico, n=740 (dividido en 2 cohorts).
Obijetivo: Evaluar el prondstico de los pacientes con respuesta rapida al tratamiento.
Se definid respuesta rapida como descenso de las transaminasas >80% a las 8 semanas.

<80% AST decrease 280% AST p-value
at week 8 decrease at week 8
n=145 n=225

Normal transaminases at 26 weeks, n (%) 83 (57.2%) 174 (77.3%) <0.001
Biochemical remission at 26 weeks, n (%)t 46 (52.9%) 108 (77.1%) <0.001
Predniso(lo)ne dose <10 mg at 26 weeks, n (%) 32 (22.1%) 77 (34.2%) 0.01
Normal transaminases at 52 weeks, n (%) 94 (64.8%) 195 (86.7%) <0.001
Biochemical remission at 52 weeks, n (%) 41 (61.2%) 114 (79.7%) 0.004
Predniso(lo)ne dose =10 mg at 52 weeks, n (%) 65 (44.8%) 125 (55.6%) 0.04
Liver related death or LTx, n (%) 23 (15.9%) 7 (3.1%) <0.001
All cause mortality, n (%) 20 (13.9%) 11 (4.9%) 0.002
HCC development, n (%) 4 (2.8%) 0 0.01

% Liver related death or LTx

Number at risk:
<80% AST decrease

>80% AST decrease

40-
-L. <80% AST decrease at week 8
20 —— >80% AST decrease at week 8
p 1
R J p < 0.001
104 -
—J'--
i~
U‘f{_'_‘_‘l_, T 1
0 5 10 15
Time (years)
143 77 29 8
224 132 49 13
Pape et al. Clin Gastroenterol Hepatol 2019



Respuesta al Tratamiento de Primera Linea

44% - 100% de los pacientes
responden al tratamiento

30% -40% de los pacientes
tienen efectos adversos
relacionados con el
tratamiento

15-20% de los pacientes son
intolerantes o presentan una
respuesta insuficiente

Mo budesonide™]
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Budesonide] —_—
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511404 D
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Odds ratio (95% C.1)
Prior year
Prednisone
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EASL Guidelines. J Hepatol 2015
AASLD Guidelines. Hepatology 2019

Halliday et al. Aliment Pharmacol Ther 2020



Respuesta al Tratamiento de Primera Linea

Respuesta

Intolerancia

Respuesta

insuficiente

e Normalizacion de e Efectos adversos e Ausencia de
transaminasasy relacionados con normalizacion de
niveles 1gG AZA y/o corticoides transaminasas y

niveles IgG



Qué hacemos si no responde?

Treatment intolerance

RESPONSE

Steroids + azathioprine

S S N—

N\"‘\ G-Mercaptopurine

/

RESPONSE

AN

= Mycophenolate mofetil

3" line treatment

Lohse A. J Hepatol 2020



Intolerancia a AZA-Mercaptopurina

Hlbener et al. Clin Gastroenterol Hepatol 2017



Intolerancia a AZA-Micofenolato

Overall MMF Tacrolimus
n=201 n=121 n=80
AZA intolerance, n (%) 78 (38.8) 56 (46.3) 22(275)
Steroid side effects n (%) 30(14.9) 18 (14.9) 12 (15.0)
Non response to standard therapy, n (%) 93(46.3) 47(38.8) 46 (57.5)
Group I: responded to SOC, switched due to side effects
Group ll: insufficient response to SOC
p=0.029
[ ]
100 - 94
80 -
S
v 60 -
(%]
S M Group |
2 40 -
o) M Group |
o
20 -
0 _

MMF Tacrolimus All

Efe et al. Clin Gastroenterol Hepatol 2017



Qué hacemos si no responde?

Insufficient response
/ Steroids + azathioprine

RESPONSE
[
Azathioprine melaboliles
(6-TCN)
rd Y
6-TGN =220 6-TGN =220
« Address compliance Re-exclude allernative
* Increase dosage, or diagnoses
« Allopurinol + low dose
azalthioprine l
Intensily therapy
(standard drugs)
RESPONSE

3 line treatment ‘

Lohse A. J Hepatol 2020



Respuesta Insuficiente

6TU

|

|

Antagonising
endogenous purines

Apoptosis of
activwated T cells

Selective inhbition of
inflammatory genes

: 6MMP 6MTIMP
Non enzymatically
Allopurinol
L 6TU
Aldehyde L [XO ‘ Antagonising
oxidase endogenous purines
HGPRT d Apoptosis of
|
AZA ~~===> 6MP —— TIMP —— 6TGN* | siiated Tcels
N

TewT |
Oxypurinol /
riboside

monophophate 6MMP

Non enzymatically

EASL guidelines. J Hepatol 2015, Dhaliwal et al. Hepatology 2012

Selective inhbition of
inflammatory genes
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100% - Specificity%



Manejo guiado por metabolitos de AZA

Muy bajo (<50) Muy bajo (<50) No adherencia Educacion

Bajo (<220) Bajo (<220) Dosis baja Aumentar dosis

Bajo (<220) Alto (>5700) Hipermetilador Alopurinol

OK (220-450) Alto o bajo No respondedor Tratamiento de 3ra linea

Than et al. Can J Gastroenterol Hepatol 2016, Dhaliwal et al. Hepatology 2012



Respuesta Insuficiente

- g

@ ¢

Journal of Hepatology =3 Non-response

In Press, Joumnal Pre-proof (@ = 50—
NR 12%

. L £ 40-
Towards personalised medicine in o

autoimmune hepatitis: Measurement of T 30-
thiopurine metabolites results in higher )
. . L

biochemical response rates compared to @ 207

: : < NR 33%
standard weight-based dosing of S 10

thiopurine therapy <

Lena S. Candels ' 2 2%& Mussarat N. Rahim ' % # Sital Shah ', Michael A. Heneghan - % 0-

) <75 75-150 150-225 225-450
TGN range (pmol/8x10%)

Respuesta bioquimica (6 meses)

77% vs. 60% p=0.008

Dhaliwal et al. Hepatology 2012
EASL Guidelines. J Hepatol 2015
Deswal et al. J Clin Exp Hepatol 2017
Candels et al. ) Hepatol 2021



Qué hacemos si no responde?

Insufficient response
/ Steroids + azathioprine

RESPONSE
[
Azathioprine melaboliles
(6-TCN)
rd Y
6-TGN =220 6-TGN =220
« Address compliance Re-exclude allernative
* Increase dosage, or diagnoses
« Allopurinol + low dose
azalthioprine l
Intensily therapy
(standard drugs)
RESPONSE

3 line treatment ‘

Lohse A. J Hepatol 2020



Tratamiento de Tercera Linea

Ta Cro I Imus Overall MMF Tacrolimus
n=201 n=121 n=80
AZA intolerance, n (%) 78 (38.8) 56 (46.3) 22 (27.5)
Steroid side effects n (%) 30(14.9) 18 (14.9) 12 (15.0)
Non response to standard therapy, n (%) 93(46.3) 47(38.8) 46 (57.5)

Group I: responded to SOC, switched due to side effects
Group ll: insufficient response to SOC

p=0.029
[ |

100 | 94

80 -
S
v 60 -
1%2]
S M Group |
2 40 -
o) M Group |
o

20 -

0 -

MMF Tacrolimus All

Efe et al. Clin Gastroenterol Hepatol 2017



Tratamiento de Tercera Linea

Tacrolimus

Concomitant treatments given with tacrolimus

Thiopurines
Mofetil mycophenolate

Steroids (including budesonide)

Mo co-treatment

6(26%)
6(26%)

16 (TO%)
2(9%)

Analytical and elastographic variables during treatment

Beginning treatment

Last follow-up

p value Eficacia

AST (IU/L)

ALT (TU/L)

GGT (1U/L)

AP (IU/L)
Bilirubin (mg/dL)
Platelets (fmm?)
INR

IgG (mg/dL)
Creatinine (mg/dL)
Liver stffness (kPa)

81 [175]

139 [152]

120 [278]

113 [139]

1 [2.47]

208,913 (95,399)
1.05 [0.2]

1906 (1242)
0.73 (0.16)

17.8 [16.5]

43 [29]

47 [73]

6l [70]

02 [B7]

0.72 [0.6]
202,478 (95,613)
1.02 [D.16]

1501 (1124}
0.79(0.18)

8.1 [3.7]

0.0002 78%
0.003
0.006
0.002
0.08
0.2
0.4
0.02
0.9
0.1

Ferrer-Aracil et al. Dig Dis Sci 2020



Tratamiento de Tercera Linea

Infliximab

10001
-y
=
7
<
-[]-
@ &
o & xS
FE &
& S
p @1{:}?
v o

Weiler-Normann C et al. J. Hepatol. 2013; 58: 529



Tratamiento de Tercera Linea

Infliximab
Patient Cause of infliximab treatment Complications of Response to Duration of Mumber of Prednisclone
treatment treatment treatment infusions dose
1* Cirrhosis, cyclophosphamide Multiple infectious | Repeated Treatment ongoing (on/ | >>40 infusions| 20 mg/d
hepatitis, flare under ongoing complications - prompt full off) since 2001
standard treatment remission
2 Azathioprine intolerance, MMF | Shingels Initial remission, Treatment stopped 14 5 mg/d
intolerance, aggravated flare under on-  after 18 mo due to flare
depression under steroids going treatment under treatment
3 Azathioprine intolerance, MMF | Pneumonia, =P Full remission  Treatment ongoing for | 22 5 mg/d
intolerance, cyclophosphamide | recurrent urinary 31 mo
cumulative dose reached tract infections
4 Steroid-induced diabetes and Pneumonia Incomplete Treatment stopped after | 9 10 mg/d
weight gain, uncontrolled remission with 8 mo after pneumonia
disease with cirrhosis elevated IgG
5 Steroid-aggravated depression, | Recurrent herpﬁ Repeated full Treatment ongoing (on/ | 10 10 mg/d
weight gain labialis remission off) for 24 mo
6 Steroid-refractory flare under = Full remission Stopped after 8 mo due (& Steroids
treatment to full remission tapered out
7 Steroid-induced diabetes, =P Full remission  Treatment ongoing for | 14 10 mg/d
weight gain 15 mo
8 Azathioprine intolerance =P Full remission  Treatment ongoing for |7 10 mg/d
12 mo
9 Azathioprine intolerance =% Full remission  Treatment ongoing for | 10 10 mg/d
15 mo
10 Azathioprine induced Ocular herpes Partial response Treatment stopped after | 6 15 mg/d
pancreatitis simplex infection, 6 mo due to allergic
recurrent urinary reaction and incomplete
tract infections response
11 Azathioprine intolerance =P Full remission  Treatment ongoing for | 10 10 mg/d

13 mo

Weiler-Normann C et al. J. Hepatol. 2013; 58: 529



Frednisolone dose {mg)

Tratamiento de Tercera Linea

Reduction of corticosteroid dose

p=0003
50 H
4 Dose increase (n = 2)
O Mo changa (n = &)
40 < Dose reduction (n = 13)
30 - - e PR e e {1
20—
10
wenf ]
3 months pre 12 months post

Time relative to first rituximab dose

===

Increase the probaility of being without flares

| 100 ———h----

uiL
o
T

-

e =31
r T

]
T

Riluximab dose

I Firslin = 22)

i Second (n=4)

0 I | |
0 1 2 3

Follow-up (years)

Cumulative freedom from flare-up (%)

M*® at risk
First 17 12 9
Second 3 1 1

Than et al. J Hep Rep 2019



Futuro

Proposed:
IL-2
Anti-BAFF

Tregs (polyclonal or antigen-
specific)

Anti-CD40
JAK inhibitors
Anti-TLR

Preimplantation factor

@ Established therapy

CD8+ T cell
© Reported therapy
® Proposed thera
; B
® Anti-BAFF
@ Exogenous IL-2
Q9 . Peptide
o immunotherapy . .
@ Ciclosporin
) B cell
® Tacrolimus
2 @ Infliximab

® Anti-CD40/L

CD4+ Tcell

© Mycophenolic acid

' receptor |
4
Q0
e) TNFa
|
/)
® Azathioprine

Treg ® 6-mercaptopurine
T cell activation, gy
proliferation, and /J( @ Rituximab

. ; differentiation \
© Corticosteroids
a{
® Exogenous or I JL
expanded Treg / Z\

Specific TCR

’ Hepatocyte

@ Anti-antigen-specific T cells



Hepatitis Aguda

HAI Aguda HAI Aguda Grave
INR <1.5, no EH INR >21.5, no EH

HAI — Fallo Hepatico
INR >21.5, EH

Prednisona 0.5-1 mg/kg/d Prednisona 0.5-1 mg/kg/d

TOH

(Algunos pacientes
seleccionados con EH grado
I-1l podrian ser considerados

para corticoides)

Evaluar respuesta al dia 7 Evaluar respuesta al dia 7

Mejoria No mejoria Mejoria No mejoria o EH

-Continuar -Continuar

prednisona Considerar TAC prednisona
Valorar TOH '
-Considerar AZA cldelalle -Considerar AZA

Stop corticoides

TOH

Adaptado de Rahim et al. Liver Transplantation 2019



Acute severe AlH

Corticosteroids

Hepatitis Aguda

Day 3: SURFASA score
DO-INR, A%3-INR, A%3-Bilirubin

For a cut-off value <-0.9

Sensitivity
1.00
0.75
0.50
0.25
AUC=0.93
0.00
T T T T T
0.00 025 0.50 0.75 1.00
1-Specificity

LT or eatn probadiey

Probability of LT or Death

Liver transplantation-free survival

2 - o
5 0.8 X
8 -1
o]
S 0.6 g SURFASA
3 Tl <09
2 04 Q —— 209
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De Martin et al. J Hepatol 2021



Cirrosis Descompensada

Tratamiento

82 pacientgsgsia cirrosis

Total (n=82)

Tratados (n=64)

No tratados (n=18)

d%ﬁsamﬂgnsada seguidos

> ${(20-41) 31 (20-42) 26 (20-36) 0,001
lUl | DUIU L«CI lLl U
BlUrHbingo segun el medd? (0-35-257) 2,44 (0,58-25,74) 2,35 (0,35-13,6) 0,460
INR 1,26 (0,85-1,9) 1,26 (0,85-1,9) 1,26 (0,89-1,65) 0,788
™epiaqtietas 78 (4-410) 79 (14-410) 68 (4-144) 0,287
j“‘)lﬁésc‘ltls i
P=No/172/3 373 /26/19 2/26/23/13 1/8/3/6 0,919
) Fjemorragla 4 12 (15%) 7 (11%) 5 (28%) 0,124
R 7 3:(4%) 2 (3%) 1 (6%) 0,530
sChild-Pugh e
At SCOTE 19.(6-12) 9 (6-12) 9 (6-11) 0,224
ool :Hﬁ/@ n (%) +4/50/28 3/41/20 1/9/8 0.367
tiil‘;umr;?";mﬁgm@[ ii3%$1(5 24) 13 (6-24) 13 (8-22) 0,698

Wang et al. Clinic Rev Allerg Immunol 2017




Cirrosis Descompensada

Tratamiento

Comparison of Child-Pugh scores Comparison of MELD scores

157 <0. <0. . . .
oo = 7 pacientes fallecieron y 2 necesitaron trasplante

_ ] § g :§ hepatico (TH)
Mejoria (n=40) 5 101 Causa de muerte o TH = infecciones (n=7)

EH (n=5)

Points

Pre-Tre'atment Posl-Tr'eatmem 0 Pre-Tr 2t t Post-Ti e
N=40 N=40
b ascitis refractaria (n=4)
Comparison of Child-Pugh scores Comparison of MELD scores
15+ p=0.008 SHR (n_l)

e 1 p=0047

==

Estabilidad (n=15)

111

51 104
T T 0 T T
Pre-Treatment Post-Treatment Pre-Ti t Post-T
N=15 N=15
C
Comparison of Child-Pugh scores Comparison of MELD scores
183 p=0.021
30 4
. 10 4
Deterioro (n=9) £ £ 204
& &
& p=0.027 104
T T 0 T T
Pre-Treatment Post-Treatment Pre-Treatment Post-Treatment ..
Wang et al. Clinic Rev Allerg Immunol 2017
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Cirrosis Descompensada

Table 2 Comparison of outcomes among patients with decompensated cirrhosis with gross ascites, mild/no ascites, and compensated cirrhosis a Cumulative incidence functions
Compensated Decompensated cirrhosis with Decompensated cirrhosis with moderate/ P- dsdiagI=Grade 0/1 ascites d5Gag3=Gross ascites
Variable cirrhosis (n = 32) no/mild ascites (n = 38) gross ascites (n = 24) value 1.00
Immunosuppressants 0.072
Steroids 32 (100) 38 (100) 24 (100)
Azathioprine 24 (75) 0 0 <075
MMF 4(12.5) 0 0 s
Tacrolimus 1(3.1) 0 0 s
Dose of prednisolone 40 (30-50) 25 (20-30) 20 (20-25) 0.01 'S 050
(mg/day) E
Discontinuation of 1(3.1) 211(57.8) 23 (95.8) 0.001 §
steroids &
Clinical outcome <0.001 025
No change 5(15.6) 15 (39.5) 9 (37.5)
New decompensation 21(6.2) 3(7.9) 2(8.3)
Worsening of ascites 0 3(7.9) 3(12.5) 0.00
ACLF 0 2 (56.3) 8(33.3) 200 400 600 400 600 600
Adverse effects Time from mmahon of steroids (in days)
Infection 3(9.3) 9(23.7) 12 (50.0) 0.002 b T i o X
Leukopenia 8 (25) 0 0 <0.001 ransplant free survival after initiating steroids
Diabetes 8 (25) 12 (31.5) 6 (25) 0.782 1.00 -
Hypertension 21(6.2) 0 0 0.139
Rise in IOP 1(3.1) 0 0 0.381 o
Duration of follow-up 12 (7-28) 5 (4-9) 3 (2-6) <0.001 - —
{months) %
Biochemical remission 17 (63.1) 12 (31.6) 114.2) 0.001 _c::. 0.50
Deaths 0 6(15.8) 16 (66.7) <0.001 %
Liver transplant 1(3.1) 3(7.9) 1(4.2) 0.41 a 025 '
Data are presented as mean =+ standard deviation or median (interquartile range) for quantitative variables and n (%) for qualitative variables unless
otherwise specified. 0.00 |
ACLF, acute-on-chronic liver failure; IOP, intraocular pressure; MMF, mycophenolate mofetil. 0 180 360 540 720
Time(in days)
Transplant free survival after initiating steroids
S8 Compensated{ 32 27 20 13 13
& No/mild ascites{ 38 15 8 5 3
¢ Gross ascites{ 24 8 3 0 0
0 180 360 540 720

Sharma et al. JGH Open Time(in days)



Conclusiones

La hepatitis autoinmune es cada vez mas frecuente.

La respuesta al tratamiento es buena en la mayoria de los casos pero
generalmente debe mantenerse de por vida.

Existe poca evidencia para el tratamiento de segunda linea.

Los nuevos farmacos en investigacion podrian tener un papel en los pacientes sin
respuesta al tratamiento habitual
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