2010-2014

121
Median IQR 19 (11-35)
17 (8.8-37) (p=0.001)
(p<0.001)
(p=0.45)
2
20
(AIH-ALF)
(corticosteroid, CS)
20-
100
CS
(autoimmune hepatitis,
AlH)  25-75

(acute liver failure, ALF)
CS
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CS

AlIH-ALF
immune-mediated ALF
original article

AASLD
original data
5
AlIH-ALF
CS
2010-2014 5
AlH-ALF
ALF

CS

16

Student’s t-test

Whitney U test Fisher’s exact probability

test

(1)
2010-2014
125 9.3
4
69 57
7 32 26
12 10
IgG 70 1870 mg/dl
74 80

original AIH score 129 +
28  probable 55

63 52
27

119 98
35 29
27
52
67 34 65

69 57 11

1340

121

8

LOHF

ANA

Revised
4.0 definite

non-diagnostic 17

33

33

35

12



LOHF 8 8 8

(CMV) 5 (p=0.020) (p<0.001) PT
12 (p=0.0051) INR (p=0.011) ALB
17 14 3 (p<0.001) HGF (p<0.001) AIH
3 2 1 1 (p=0.020)
1 - (p=0.0025) 11
ALF
ALF
(Median(IQR)) 19 (11-35) ALF AlH
Cs [1] [2,
17 (8.8-37) 3]
ALF (US-ALF study group,
18.5(8.5-31) CS US-ALFSG) ALF 6.9 AlH
15 (7.5-31) 12.0 indeterminate [4]
28 (14-45) 37 (8-41) indeterminate 58 AlH
[5] AlH
(p=0.21, p=0.48) ALF
ALF
CMV ALF
(p=0.016) ALF
CMV AlH-ALF CS
(p=0.012)
AlH-ALF CS
()
[6] A.J.
LOHF (p=0.001) Czaja  review
AST (p=0.041) ALB (p=0.016)
CRP (p=0.041) AFP (p=0.0015)
(p<0.001) [7] Ichai CS AlH-
ALF
(p=0.45) 10
(6) VS [8]

US-ALFSG 2014 immune-mediated
ALF (AIH, DILI, indeterminate)
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retrospective study CS  survival
benefit [9]
CS
AlIH-ALF CS
26
AlIH-ALF
[10] 60
ALF
CS
(Median) 15 15
(p=0.004)
(p=0.26, p=0.33)
43 75
12
ALF
MPSL
CS
10 7-12 CS
[12]
CS
Czaja review
AlIH-ALF
immune-mediated ALF [10, 11]

data original article

ALF
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R WROBERE =

n 11|
Fih 585 + 14.1
tE (B /%) 30,91
et
JEEEERY 69 (57%)
ShERY 40 (33%)
e iy 8 (7%)
mauR 32 (26%)
LOHF 12 (10%)

AIH score (revised original)

AT AA RS

12.9 + 4.0
119 (98%)

NROEAT - RRFPHNER

AST (IU/L)
ALT (1U/L)
ALP (IU/L)
T-BIL (mg/dl)
D/T ratio

PT (%)

PT (INR)
CRE (mg/dl)
ALB (g/dl)
WBC (x103/pl)
PLT (x104/pl)
CRP (mg/dl)

AFP (ng/ml)
HGF (ng/ml)

1gG (mg/dl)

944 = 930
SIAE==RI S 1)
504 = 165
149 £ 7.6
0.56 = 0.29
SSRGS
Z2 ) SEEERINIIG
0.79 = 0.65
29
Tl
16.1
1.85

120.8
2.38

2295

w O
= o

—
w -
[

2.2

263.8

2.85
801

T N
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ESN) =

SRR
ES R 7Y
(BT (3) (4) (1)
(T2 MR (7) (18) (7)
LOHF 1 9 2
Total 69 (57%) 41 (34%) 11 (9%)
RS GHE
h
REESHD Y 32 (26%)
,z\nLFz-; ;51175 o EPERE £ TOHME (B) 19 (11-35)
CSBithH SRERERIES TOMM (B) 7 g o)
(n=21) *
* Median (Interquartile range)
Eﬁ]ﬂlf— .[m./)l 6
R 32 R 2
RERR 2
oW ~BEAERE (B) * 10 (6.5-17)

CSRItA~RERERAE (H) * 15 (8-28.5)

* Median (Interquartile range)
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P Of% 25 /2
BYIMYE « M jnaks
AR Bk R
SHAL 25 R

Y ARES 1

W ~RERAERIE (H) (n=4) * 47.5 (29.5-61)
CSBtA~RBRERAE (H) (n=3) *: 5,23, 44 23

* Median (Interquartile range)

= NN ol

YA M XHBE T AL ZREESE

BUIMAE « MR 4
B E RS 2
i ~Eﬁi”‘bﬁ§%ﬁ (B) (n=3)*: 28, 45, 45 45
CSBtA~RERE (H) (n=3) *: 34,37, 45 37

* Median (Interquartile range)

TR R AAARA
n__________________| 12

BYIMYE - M0k 5

M 0f% 25 R4 5

yEAb 78 B 2

AR BR /R 1

DT~ BEiERAE (B) (n=10) * 18.5 (13.25-26.25)
CSRAA~RFERAE (H) (n=7) * 11 (5-28)

* Median (Interquartile range)
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JESRER vs BRER! + LOHF

FEEMED EHER + LOHF

(n=7) (n=18)
ALFEZIr~BfERAE (H) * 28 (14-45) 18.5 (8.5-31)
CSBHtA~RRERAE (H) * 37 (8-41) 15 (7.5-31)

* Median (Interquartile range)

10

RLEDHFETD _EELLEL
T | tecton(y | fecton©) | b |

n
Age (years) * 60.0 + 11.7 58.0+14.8 0.44 ¥
Sex (male / female) 10/ 22 20 /69 032 §
Type of disease 0.001 §
Acute liver failure (ALF) without coma 11 58
ALF with coma = Il 13 27
Acute type 1 7/
Subacute type 12 20
Late onset hepatic failure 8 4
Laboratory values at the time of diagnosis
AST (IU/L) * 724 £ 529 1021 + 1027 0.041 ¥
ALT (IU/L) * 710 £+ 627 935 + 1088 0.16 *
ALP (IU/L) * 53SECRIE 495 + 163 0.27 T
T-BIL (mg/dL) * 16:1F==261! 145+8.0 0.25 f
D/T ratio * 0.63 + 0.25 0.54 = 0.30 013 t
PT (%) * 2l 2= 33+8 023 t
PT (INR) * 2.3 1N/ 8 1.93+0.89 0.22 §
CRE (mg/dl) * 0.71 £ 0.21 0.82 = 0.75 0.21 §
ALB (g/dl) * 26 04 3.0+ 0.6 0.016 ¥
WBC (x103/pl) * 7.0 £ 3.0 7.1£3.1 0.87 t
PLT (x10%/ul) * 159 £ 7.6 143+7.0 0.78 ¥
CRP (mg/dl) * 2.79 + 3.24 1.52 + 1.66 0.041 ¥
AFP (ng/ml) * 36.7 = 49.1 141.2 = 290.2 0.0015 ¥
HGF (ng/ml) * 2:638E831377 2.33+2.80 0.62 t
1gG (mg/dl) * 2235 * 767 2316 + 816 0.63 T
ANA
< x40 1 2 0.79 §
x 40 5 22 0.28 §
x 80 8 13 0.18 §
> x 80 17 49 0.84 §
AlH score (revised original) * 133548 128 +3.7 0.60 ¥
Corticosteroid use 31 88 0.45 §
Outcome <0.001 §
Liver transplantation (LT) 1 10
Recovery without LT 11 58
Death without LT 20 21
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11

FBRELT. IFBIEIET BAE T D ZRFLER
i N W s e -

Age (years) * 559181319 61.9 + 13.7 0.020 T
Sex (male / female) 17 / 52 13 /39 0.96 §
Type of disease <0.001 §
Acute liver failure (ALF) without coma 58 11
ALF with coma = || 10 30
Acute type 3 5
Subacute type 7 25
Late onset hepatic failure 1 il
Laboratory values at the time of diagnosis
AST (IU/L) * 1015 + 1113 878 £ 729 0.42 ¥
ALT (lU/L) * 997 + 1197 783 + 752 0.23
ALP (IU/L) * 481 * 131 527 £ 192 0.14 ¥
T-BIL (mg/dL) * 140 £ 7.8 15.7 £ 7.4 0.23 T
D/T ratio * 0.56 = 0.28 0.56 = 0.30 1.00 T
PT (%) * 35+5 31+9 0.0051 ¥
PT (INR) * 1.76 + 0.29 239 = 1.71 0.011 ¥
CRE (mg/dI) * 0.70 = 0.36 0.87 = 0.83 0.17 ¥
ALB (g/dI) * 3.1+0.6 2.6 £ 0.5 <0.001 f
WBC (x103/pl) * 6.8 £ 3.0 78 &2 Bl 0.37 T
PLT (x10%/l) * 16:35=L1616 15.9' £ 17.2 0.87 %
CRP (mg/dl) * 1.66 + 1.95 2.04 = 2.48 0.36 ¥
AFP (ng/ml) * 130.1 + 295.3 95.4 = 156.0 0.41 ¥
HGF (ng/ml) * 1.57 & 1.41 430 = 4.36 <0.001 #
1gG (mg/dl) * 2211 + 784 2413 + 817 0.17 t
ANA 0.24 §
< x40 1 2
x 40 19 8
x 80 14 7
> x 80 34 32
AlH score (revised original) 13165837 IRGIEENATD 0.020 T
Corticosteroid use 68 51 0.84 §
Occurrence of infection 11 21 0.0025 §
12

AIH-ALF in our unit (2000-2015)
n | 20

e RER 5 (25%)
SiEA  mauRl 13 (65%)
LOHF 2 (10%)

RECShE ) 12 (60%)
ALFE2MT~RERIE (BH) * 15 (10-51)
CSRItA~BRERE (H) * 15 (10-41)
| ERNAE~ BRERAE (B) (n=15) * 12 (7-21)

* Median (Interquartile range)

(Fujiwara, et al. J Hepatobiliary Pancreat Sci 2016)
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- CSRItA~BRIE

IgG ANA

<1700 (25%)

Revised original AIH score

Non-diagnostic (17%)
L (28%)
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(n) ALF 321 ~ R AE
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0
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(Fujiwara, et al. ) Hepatobiliary Pancreat Sci 2016)
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Liver transplantation

MPSL
(mg)
1000

Decision

/S
N\

Continue corticosteroid

500

250
125
0

12 (days)

(Fujiwara, et al. Liver Transpl (letter) 2019)

First-Line Treatment of AIH

AlH ‘ ’ AlIH with Cirrhosis | | Acute Severe AlH
L2 £y L3
STEROIDS STEROIDS
Adults: Prednisone (20-40 mg/d) Do not use Budesonide Do not use Budesonide
Pediatrics: Prednisone (1-2 mg/kg/d) Adults: Prednisone (20-40 mg/d) Do not use Azathioprine (AZA)

OR Budesonide (9 mg daily)

AZATHIOPRINE (AZA)
Check TPMT. After 2 weeks add AZA
(50-150 mg/d)

Laboratory testing every 1-2 weeks

Pediatrics: Prednisone (1-2 mg/kg/d)
AZATHIOPRINE (AZA)

Do not use in decompensated cirrhosis
Compensated Cirrhosis: Check TPMT.
After 2 weeks add AZA (50-150 mg/d)
Laboratory testing every 1-2 weeks

Adults: Prednisone (60 mg/d)
Pediatrics: Prednisone (2 mg/kg/d)
OR LV. steroids

Laboratory testing every 12-24 hours

Assess Response by 4-8 weeks:

(+) Biochemical Response

* Taper prednisone to 5-10 mg daily
(budesonide 3 mg daily) over the
next 6 months

* Maintain AZA

* Laboratory testing every 2-4 weeks|

(-) Biochemical Response

* Re-evaluate diagnosis

Assess Response by 4-8 weeks:

(+) Biochemical Response

* Taper prednisone to 5-10 mg daily
over the next 6 months

* If started, maintain AZA

* Laboratory testing every 2-4 weeks

(-) Biochemical Response

* Re-evaluate diagnosis

* Consider second-line drugs

* Consider second-line drugs

‘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:

| I

Once Biochemical Remission is achieved:

* Laboratory testing every 3-4 months

* May attempt a steroid withdrawal while continuing AZA
After Prolonged Biochemical Remission (24 months):

*_Urgent Transplant Evaluation

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

* Laboratory testing every 4-6 months to maintain remission
* Consider ion wi if (+/-biopsy) *_Do not withdraw immunosuppression

(2019 practice guidance and guidelines from AASLD: Mack, et al, Hepatology Epub ahead of print)
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