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MissM, 26 year old

January 2018 : admitted to the hospital for acute severe hepatiti
Since 1 month: jaundice, fatigue

Biology at admission

AST IU/L | 1401 Totbili> Y At 175 |GBG/L | 3.08

ALT IU/L | 866 PT % 33 |PNN 1.7

GGT U/l 74 |INR 2.36 |Hb g/L 10.5

ALP IU/L 200 FV % 34 | PltsG/L 155




Medical history

Lifestyle:

- Not married and no child

- Works in the finance

- Alcohol consumption : occasional
- Tobacco 10 cigarettes/day

Past medical history:

- GougerotSjorgrendr + Purpurad plaquenil
HyperthyroidismBasedowA remission

Recent travel to NY, no drugs, no medications



Etiological workup

Virology
AcHAV,AgHBs AbHBs AbHBG Ab HCV, HIWTLVI-2,
PCR CMV, EBV, HEMN6, HH\8, HEVA NEGATIVES

Immunology

Anti-tissue AbANA >1:1280spickeled

AMA, ASMA, anlLKML, anttLA A NEGATIVES
IgG63 (N<12.5), 1gA18.37(N<2.54), IgM 2.07(N<2.0])

Infection
ECBU , Hemoc-

Toxic
Plasma and urine-:



At CT scan




IAIHG simplified diagnostic criteria

Parameter Discriminator Score

ANA or SMA + =1:40 +1
ANA or SMA + =1:80 or +2
LKM + =1:40 or +2
SLA Positive +2
18G Level >Upper limit of normal +1
>1.1X Upper limit of normal +2

Liver Histology Compatible with AIH +1
Typical of AlIH +2

Absence of Viral Hepatitis No 0
Yes +2
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Hennes Hepatology2008



At histology

Pour courtoisie du Dr Nbebagh

« Subacutehepatitis (A3F2 accordingto METAVIRWwith sub-massive
Necrosis»
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« Subacutehepatitis (A3F2 according to METAVM®}h sub-massive
necrosis. The presence of plasma cells is compatible with AIH»



IS acute severe autoimmune hepatitis
the right diagnosis ?



Acute Severe AIH : diagnhosis




Different spectrum of AlH




Acute onset of AIH

Multicenter retrospective Italian study, 204 patients with acute hepatitis

Characteristio AlH AlH

Histological acute | Histological acute on

onset (83pts) chronic onset (45ts)

GGT, g/l 19 (1660) 24 (336) 0.005
Albumin, g/l 40 (2358) 36 (1862) 0.02
INR 1.1 (:1.76) 1.26 (13) 0.02
IgGx ULN 1.12 (0.52) 1.4 (0.63.3) 0.003
Cirrhosis 0 9 (20) <.0001

Muratori, DigLiv Dis2018



IAIHG simplified diagnostic criteria

Parameter Discriminator Score
ANA or SMA + =1:40 \\}, +1
ANA or SMA + =1:8" \Q‘ . +2
LKM + - .. +2
SLA Pf’ y +2
G Level 6’\0 .mit of normal +1
‘e . Upper limit of normal +2
Liver Histology -\6'5 Compatible with AIH +1
Q’b\ Typical of AlIH +2
Absence of Vi~ 0‘ No 0
$ Yes +2

6 LINE 6 | 0 f 7Pointsl deflhitexAlH

Hennes Hepatology2008



JAIHG simplified diagnostic criteria
In Fulminant Hepatic Fallure

A 70 patients with noracetaminophen FHF.

A Simplified IAIHG criteria appears less sensitive the 1999
criteria, in ascribing an overall (probable or definite) diagnosis of

AlH (24% versus 40%)).

Criteria Sensitivity Specificity PPV NPV
Simplified Criteria
Probable diagnosis AIH (6-7) 90% 98% 97% 92%
Definite diagnosis AIH (=7) 710% 100% 100% 4%
Overall Diagnosis AlH (=6) 90% 98% 97% 92%
1999 Criteria
Probable diagnosis AlH (10-15) 100% 97% 96% 100%
Definite diagnosis AlH (=15) 99% 98% 97% 99%
Overall Diagnosis AlH (=10) 100% 97% 97% 99%

Yeaoman, Hepatology 200



IAIHG simplified diagnostic criteria in acute onset of Al

Non-severe type Severe type Fulminant type
n 29 14 12
Sex (male/female)” 4/25 4/10 4/8
Age (years)® 51.7+£14.0 487+ 14.4 54.8+15.8
PT (%) 90+17 46 + 8 25+8
ALT (IU/@ 626 + 392 600 =+ 534 597 + 625
T-Bil (mg/dl)®® 33+3.6 12.9+8.3 20.8+8.1
ANA > 40 (fold)® 20 10 11
IgG (mg/dI)"” 18744571 2448 + 1400 2662 + 885
Revised original score before treatment™ 13.6+£34 14.8 1+ 3.1 16.51+ 3.7
Simplified score before treatment® 46+1.6 46+1.6 5.5+ 1.1
Revised original criteria Simplified criteria
iag
9%
Mondiagnostic
60%

Fujiwara, Liver International 201



ASAIH: diagnostic challenge

Auto-antibodies: absents or weakly positives In
30%40% of patients

lgGlevel: normal in 25%10% of patients

Histology: typical and compatible ? Exhaustive?

EASL Guidelines, JournaH&patol2015
CzajaDigDisSci2013



Anti-nuclearantibodies(ANA)

Immunofluorescence pattern on rodehver section

Liberal, J oAutoimm2013



AlH Histology

Typical Compatible
Interface hepatitis - Chronic hepatitis with
Lymphocyticlymphoplasm  lymphocytic infiltration
acyticinfiltrates in portal without all the features
tracts and extending into considered typical
the lobule

Emperipolesis
Hepatic rosette

EASL Guidelines, JournaH#patol2015



Histology Iin acute onset of AlH

Monsevere
(n=27)

sAH
48%

Fulminant
(=10} sAH
10%

Fujiwara, Liver International 201



Centrilobular necrosis

Infiltration of PlasmaCellsinto LiverTissue

Portal areas (frequency per portal area)?
Central areas (no. of specimens containing
<1% 1%-5% 5%-10% >10% plasma cells)
»Acute AH (n = 15) 1 6 5 3 5 (33%)
AH-HAV (n = 15) 13 2 0 0 0
AH-HBV (n = 25) 22 3 0 0 0
AH-HCV (n = 15) 12 2 1 0 0
AH-drug (n = 10) 9 1 0 0 0

Abe,ClinicalGstroenteroland Hepatol2007



Characteristic histological features in AlALF

72 patients from the ALF Study.
The diagnosis of probable AKLF was based on 4 features:

1. Massive hepatic necrosis 3. Plasmacell infiltration

2. Lymphoid follicles 4. Central perivenulitis

Histological features of AIKALF predominate In the
centrilobular zone

Stravitz, Hepatology 2011



Imaging in ALF

47 patients with ALF none with
cirrhosis:

65% Ascites
28% Splenomegaly

23% Nodular surface

Imaging findings are variable and can resemble to cirr®sneed for liver biopsy

Romero, Dig DiSci2014
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Miss M : Biological evolution
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Would you treat this patients with
corticosteroids and how would you
evaluate treatment response ?



Acute Severe AlHtreatment




Management of ASAIH

29. Patients with acute severe AlH should be treated with
high doses of intravenous corticosteroids (21 mg/
kg) as early as possible. Lack of improvement within
seven days should lead to listing for emergency liver
transplantation (1lI)

EASL Guidelines, JournaH&patol2015



Steroid Use In Acute Liver Fallure

Overall and spontaneous survival among different aetiologies of ALF

Mean INR 3.33
Karkhanis, Hepatology 2014



