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Introduccion: Epidemiologia

Prevalencia—> 16-18 casos/100.000 habitantes en Europa.

Incidencia en aumento

SIR per 100,000 population
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Jepsen et al. Dig Dis 2015



Introduccion: Clinica

e Ambos sexos (3:1)

e Cualquier edad con distribucion bimodal (pubertad y entre Ia
4-6ta década de la vida)

* El diagnostico debe sospecharse en cualquier paciente
(fundamentalmente si es mujer) con enfermedad hepatica,
aumento de los niveles de IgG y presencia de otra
enfermedad autoinmune.

EASL guidelines. J Hepatol 2015



Introduccion: Patogénesis

HLA DRB1 *0301
HLA DRB1 *0401
AIRE
CTLA4
CYP2D6

Susceptibilidad Agente
genética externo

Alteracion
del Sistema Inmune

Virus
Microbiota
Farmacos
Postparto

Liberal et al. Best Practice & Research Clinical Gastorenterology 2011

Oo et al. Hepatol Int 2010
Manns et al. Hepatology 2010
Lin et al. Int J Exp Clin Pathol 2015



Introduccion: Patogénesis
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Christen et al. International Journal of Molecular Sciences 2016



Diagnostico: Analitico

Aumento de
HERMEINIBERES

Elevacion de IgG

-85% de los pacientes
-Limite superior de lo
normal

-Caida con respuesta

al tratamiento

Anticuerpos anti-

tisulares

Marcador de la
enfermedad

ANA, ASMA—->75%
Inmunofluorescencia
1:40

Floreani et al. Aliment Pharmacol Ther 2006
Vergani et al. J Hepatol 2004



Diagnostico: Histologia




Diagnostico: Clasificacion

HAltipo 1 HAltipo 2 HAIltipo 3

= Mas frecuente (90%) = Masrara (10%) = Muy similar HAI tipo 1
= ASMA = Anti-LKM1 =  Anti-SLA/LP

= ANA = Anti-LC =  Anti-Ro52

= HLA DR3, DR4, DR13 =  Anti-LKM3 = Ma3s grave que la tipo 1

= Cualquier edad = HLA DR3, DR7
= Variabilidad (severidad, Jovenes
respuesta y recidiva) Mayor gravedad
=  Mayor riesgo recidiva

Manns et al. Hepatology 2010



Diagnostico

Parametro

Sexo

CocienteFA/ALT

Gammaglobulina

Autoanticuerpos(ANA, ASMAantiLKM)

AMA

Marcadoreshepatitis virica
Farmacosepatotdxicos
Consumcenol

Factores genéticofHLA DR3,4)
Otra enfermedadAl

Respuestal tratamiento

Otro autoanticuerpo

Histologia

Resultado

Mujer (+2)

=>3(-2)
*1,5-3 (0)
=<1,5 (+2)

= >2 (+3)
=1,5-2 (+2)
= 1-1,5 (+1)
=<1 (0)

= <1:80 (+3)
=1:80 (+2)
=1:40 (+1)
=<1:40 (0)

= Negativo (0) / Positivo (-4)
= Positivo (-3) / Negativo (+3)
= Si (-4)/ No (+1)

= Si (-2)/ No (+2)

= Si (+1)

= Si (+2)

= Completa (+2)
= Recaida (+3)

" Si(+2)

= Hepatitis interfase (+3)

= Infiltrado linfoplasmocitario (+1)
= Rosetas (+1)

= Ninguno (-5)

= Biliares (-3)

"HAI segura
>15 / >17
puntos

=HAI probable
entre 10y 15/
12 y 17 puntos

J Hepatol 1999; 31:929-38



I R I

ANA, ASMA Negativo 1:40; 1:80 >1:80
IgG Normal >Normal >1,5 LSN
Histologia - Compatible Tipica
Hepatitis virales Si No

= 6 puntos: Probable
= >7 puntos: Definitivo

Czaja et al. Hepatology 2008



Criterios revisados vs. simplificados?

Concordancia de 79%
Revisados menos diagnosticos probables
Empezar por el simplificado y revisar los

probables o no diagnosticos

Vergani et al. Nat Rev Dis Primers 2017
Gatselis et al. Dig Dis Liver 2010
Czaja et al. Gastroenterology 2011



Precision

57-61%

E->98%

ANA+ASMA
E>91%
VPP 97%

Precision=>74%

pANCA

Anti-SLA
antibody

Anti-LC1
antibody

Anti-LKM3
antibody

AMA

Anti-LM antibody

Anti-ASGPR
antibody

cleoproteins
btein complexe

B-Tubulin isotype 5, mimicry with
bacterial cell division protein FtsZ

O-Phosphoseryl-tRNA(Sec)
selenium transferase

Formimidoyltransferase
cyclodeaminase

Family 1
UDP-glucuronosyltransferases

Pyruvate dehydrogenase comple
(E2 subunit lipoyl domains)

Epitopes of CYP2ZAG
ASGPR

Associated diseases

AlIH, PBC, PSC, DILI, chronic
hepatitis B, chronic hepatitis C,
Wilson disease and NAFLD

AlH, PBC, PSC, DILI, hepatitis B,
hepatitis C, Wilson disease and
NAFLD

AlH, chronic hepatitis C and
halothane-induced hepatitis

AlH, PSC, IBD and potentially
overlap syndrome

AlH-1 or AlH-2
AlH-2
AIH-2 and chronic hepatitis D

PBC, rarely AlH and potentially
overlap syndrome

APECED and hepatitis C

AlH, PBC, DILI, chronic
hepatitis B, chronic hepatitis C
and chronic hepatitis D

Use

Diagnostic for AIH-1 after exclusion of other liver disease;
if the ANA specificity is against glycoprotein 210 or nuclear
autoantigen Sp-100, the diagnosis is likely PBC, not AlH

Diagnostic for AlH-1 after exclusion of other liver disease

Diagnostic for AIH-2 after exclusion of other liver disease

Diagnostic for AIH-1 and, potentially, overlap syndrome
with PSC after exclusion of other liver disease

Diagnostic of AlH; prognostic for severe disease, relapse
after withdrawal of immunosuppression and fetal loss

Diagnostic of AlH-2; the autoantibody is specific for
liver tissue

Diagnostic for AIH-2, after exclusion of hepatitis D
virus infection

Rarely observed in AlH-1 and might be indicative of
overlap syndrome

Diagnostic for APECED, after exclusion of hepatitis C
The autoantibody is specific for liver tissue; detectedin
AlH-1 and AlH-Z; prognostic for severe disease, higher

histopathological activity scores and relapse after
withdrawal of immunosuppression

Vergani et al. Nat Rev dis Primers 2018



Training set

Validation set

100

80

60

40

20

100

80

60

40

20

Sensitivity

Sensitivity

Specificity

Specificity

Accuracy

Accuracy

® HIP1R

W ANA2>1:80
= AML>1:80
~ SLA

W LKM21:40

Taubert et al. EASL 2018



Diagnostico en Hepatitis Aguda Al

* 25%.

 Exacerbacion de una
hepatitis cronica o aguda
verdadera.

* Enalgunos casos los no hay
niveles elevados de IgG y los
autoanticuerpos pueden ser
inicialmente negativos (
pueden tardar meses en ser
positivos).

* Puede progresar a fallo
hepatico.

Stravitz et al. Hepatology 2011



Diagnostico en Hepatitis Aguda Al

Values (n=87)
Age {years), mean+SD (range) 54 5215.3 (16-84)
Sex (femaleimale) TEA2
Days from anset to biopsy, median {range) 21 (1-180)
BST (L™ 05454
ALT (JurL)* E39.7£606.5
ALP (UL* 546562766
Total bilinubin (mgfdL), mean (rangs) 62 (0.4-313)
IgG (mgidl)* 198474820
AMA (titre], =1:40 BA/ES (74.4%)
ASMA (titre), =1:40 12043 (24.5%)
AMA+ASMA {titm), =1:40 B7/E6 (77.9%)
AMA, (titre), =1:40 354 (5.5%)
AMA-MZ, pasitive 12073 (16.4%)

plasmaticas

Necrosis submasiva
Foliculos linfoides
Infiltrado con células

Perivenutlitis central

Nguyen et al. J Clin Pathol 2017



DILI y Hepatitis Autoinmune

Escenario

Caracteristicas

DILI sobre HAI

HAI inducida por farmacos

Segundo DILI enmascara
recaida de HAI

DILI crénico que simula HAI

DILI inmuno-mediado

Si no se identifica farmaco—> HAI agresiva
HAI=> aumento de IgG junto con transaminasas

Conincide la ingesta de farmaco y HAI

Raro
Historia de ingesta repetida de farmacos

Consumo crénico del farmaco causal (analgesia)
Cirrosis favorece HAI

DILI + Ac + Infiltrado inmune biopsia

A favor de HAI= curso fluctuante, recaida tras retirada de
corticoides

Requiere monitorizaciéon

Sebode et al. Int J Mol Sci 2017



DILI y Hepatitis Autoinmune

* 9% de los casos de HAl y 8,8% de los DILI
 Periodo de latencia de > 3 meses

 Farmacos =2 Nitrofurantoina, minociclina, diclofenac,
hidralazina, estatinas

 Pueden presentar comorbilidad autoinmune
* Curso clinico> mejoria lenta una vez retirado el farmaco
 Respuesta a los corticoides

Lim et al. Clin Liver Dis 2002
Bjornsson et al. Hepatology 2010
deLemos et al. Seminar Liver Dis 2014
Licata et al. Dig Liv Dis 2012

Zapata el. Rev Esp Enferm Dig 2011



DILI y Hepatitis Autoinmune

AlH DIAIH AlH DIAIH
Characteristics (n=178) {n=12) Pvalue Characteristics (n=178) (n=12) Pwvalue
Age at diagnosis — median (IQR)* 51(36-59) 56 (26-56) 040 ANA
Gender, female - no. (%) 164 (92.1)  11(91.7) 0.95 MNegative - no. (%) 20 (11.2) 1(8.3) 0.76
Race - no. (%) 1:40 - no. (%) 2(1.7) 0 (0.0)
Mixed race 171{96.1) 11 (91.7) 046 =1:80 - no. (%) 145 (81.5) 11(91.7) 0.37
Black race 713.9) 1(8.3) 046  No data - no. (%) 11 (6.2) 0 (0.0) 0.37
History of autoimmunity — no. (%) 59 (33.1%) 5(41.7%) 054 AgpmA
Manner of clinical presentation Negative - no. (%) 103(57.9) 10(83.4) 0.08
Asymptomatic abnormal liver 35 (19.7) 0 0.80 1:40 - no. (%) 16 (9.0) 0 (0.0) 0.27
biochemical tests - no. (%) >1:80 - no. (%) 45(252) 2(166)  0.50
Unspecified svmp‘@ms an_d 37 (20.8) 2 (16.6) 0.72 No data - no. (%) 14 (7.9) 0(0.0) 0.31
abnormal liver biochemical tests AMA
- no. (%) .
Acute hepatitis — no. (%) 62348 10833 <0001 egatve-no. (%) 159(89.3) 121000} 0.23
Liver cirrhosis — no. (%) 37(208) 0(0.0) 007 | ostve=no. (%) 1056) 0(0.0 0.40
No data - no. (%) 769 000 o040 No dat? ; ”O-t_‘%;_b RN 961 00 042
_ o egree of hepatic fibrosis at diagnosis
Hlsctc?r!ig;iz:adﬁh AlH - no. (%) 52(29.2) 3(2500 075 r0 - No. (%) "2 183 0.76
TypicF;I of autoimmune he-pa:irtl's— 126 {?E-LBII 9 t?E:E}] D:?E F1-r2 = No. (%) 35(19.7) 4133.3) 0.25
no. (%) F3-F4 - No. (%) . 97 (54.4) 4 (33.3) 0.15
Simplified score for diagnosis of AlH No data — No. (%) 35(19.7) 3(25.0) 0.65
= 7 points (defined AIH) - no. (%) 104 (58.4) 8 (B6.6) 0.57
6 points (probable AlH) - no. (%) b8 (32.6) 3(25.0) 0.58
< 6 points — no. (%)* 16 (9.0) 1(83) 058 Martinez-Casas et al. JGH Open 2018



Sindromes de Solapamiento

Overlap Variant

Syndrome . Forms

Weiler-Normman & Lohse. Dig Dis 2016



Sindromes de Solapamiento

HAI/PSC

(9%)

HAI/PBC
(8-10%)

@

PSC/ PBC

(few cases)




Sindromes de Solapamiento: HAI/CBP

At least 2 out of 3 criteria of PBC diagnosis:
1. AP >2 UNL or yGT 2 5UNL

2. AMA positive

3. Liver biopsy with florid bile duct lesions
At least 2 out of 3 criteria of AIH diagnosis
1. ALT >5UNL

2. lgG elevated = 2UNL or ASMA

3. Liver biopsy with moderate to severe periportal or
periseptal piecemiel necrosis

Chazoullieres et al. ] Hepatol 1998



Sindromes de Solapamiento: HAI/CBP

Criteria Validation

PBC (n = 57) Overlap syndrome (n = 15) AH (n = 62)
Age, y, mean = SD 51 = 10° 43 + 15 42 =18
Male/female, n (%) 5)/54 (95) 3(20)/12 (80) 11 (18)/51 (82)
Mean follow-up period, y 9.4 8.6 9.3
AMA positive (n, %) 9 (86)2 9 (60) 6 (10)°
Titer (1:n, median, range) 640 (0-20,480)2 80 (0-2560) 0 (0-1280)°
ANA positive (n, %) 8 (32)2 10 (67) 40 (65)
Titer (1:n, median, range) 0(0-5120) 320 (0-10,240) 80 (0-5120)
SMA positive (n, %) 3(5)2 4(27) 20 (32)
Titer (1:n, median, range) 0 (0-640)? 0 (0-640) 0 (0-2560)
ALP level, ULN (range) 5 (0.6-7.8) 6 (1.6-9.5) 3(0.5-9.4)0
AST level, ULN (range) 6 (0.3-4.7)° 2 (1.4-60.7) 14 6 (0.7-114.7)?
ALT level, ULN (range) 9 (0.4-8.6)° 11 2(1.9-104.7) 14 7(0.6-101.1)
Bilirubin level, ULN (range) 8(0.2-4.2)® 5 (0.6-27.9) 3(0.2-50.8)
Albumin level, LLN (range) 2(1.0-1.4) 1(0.7-1.5) 1(0.6-1.4)
IgM level, ULN (range) 7 (0.5-9.2) 1(0.1-6.3) 9 (0.2-3.2)°
IgG level, ULN (range) 0 (0.6-2.0) 9(0.6-3.3) 7 (0.8-6.6)7
Paris Criteria IAIHG Criteria

Sensitivity=>92%
Specificity 297%

Revised AlIH score?

Simplified AIH score@

Definitive AIH

Definitive AIH

Definite and probable AIH Definite and probable AIH

Sensitivity
Specificity

0% 60% 40%
79% 83% 80%

Kuiper et al. Clin Gastroenterol Hepatol 2010



Sindromes de Solapamiento: HAI/CBP

Simultaneous presentation is the most common scenario
with PBC being the dominating phenotype

Less commonly, the presentation is dissociated. In this case
PBC appears 6 months to 13 years before AlH.

More severe disease—> extensive fibrosis at presentation,
rapid fibrosis progression, and higher liver related
mortality.



Sindromes de Solapamiento: HAI/PSC

- No diagnostic criteria
- Children or young adults

- Cholangiographic or histological lesions of PSC and
histological lesions of AIH

- Floreanietal. > 1) AlH revised score > 15
2) ANA or ASMA at least 1:40
3) Typical histological lesions
4) Cholangiography compatible with PSC

Floreani et al. Am J Gastroenterol 2005



Conclusiones

* La hepatitis autoinmune es cada vez mas frecuente.
* Tiene un amplio rango de presentacion.

* Se debe sospechar en todo paciente con aumento de las
transaminasas y elevacion de Ig.

 Dificil de diagnosticar en el contexto de DILI y presentacion
aguda

* Sindromes de solapamiento o variantes son infrecuentes pero
se deben sospechar en pacientes con caracteristicas de 2
patologias o ausencia de respuesta al tratamiento de la
patologia individual



