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QoL AIH CHC QoL
PBC AlH QoL
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AIH QoL
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AIH (53 )
Hev C CHC
39
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Chronic Liver
Disease Questionnaire (CLDQ)

AIH  CHC PBC
AIH QoL
CLDQ 29 1
7 QoL
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5.2 5.6 5.0 0.042 0.196
(4.6-5.8) | (5.2-6.0) | (4.4-5.6)
5.6 5.6 5.2 0.358 0.079
(5.0-6.2) | (5.2-6.4) | (4.6-5.8)
6.0 6.0 6.0 0.038 0.736
29187 (5.3-6.3) | (5.7-6.7) | (5.0-6.3)
C 5.5 5.6 5.6 0.678 0.630
CHC AlH (5.0-5.9) | (5.3-6.0) | (5.1-6.1)
ALB 5.8 6.0 5.8 0.022 0.360
PBC AlH ALT  GTP (5.0-6.2) | (5.6-6.7) | (5.4-6.2)
median (25-75 percentile)
median (25-75 percentile) Alb; albumin (mg/dl), ALT: alanine aminotransferase (U/L). AI H CLDQ
GTP; ganma-glutamy transpeptidase (U/L), TB; total bilirubin (mg/dl), SNI; skeletal muscle ( )
index (kg/m")
A (n=53) CHC (n=39) PBC (n=53) P P
(vs-CHC) (vs.PBC) 0.05 0.16 -0.15 -0.06 0.02
forale  83.0% (44) 87.2% (34) 92.3% (49) 0.798 0.236 0.713) (0.389) (0.292) (0.643) (0.872)
age 63 (56-69) 69(63-77) 64 (58-72) 0.002 0.301 0.08 0.14 0.03 -0.20 -0.09
Alb 4.0(3.9-4.2) 4.3(4.1-4.6) 4.2 (3.9-4.3)  <0.005 0.306 (0.600) (0.520) (0.906) (0.114) (0.454)
AT 14 (11-22) 14 (11-18) 19 (15-27) 0.921 0.006 0.18 0.13 -0.08 -0.06 -0.05
GTP 20 (14-38) 19 (15-23) 32 (22-64) 0.261 <0.005 (0.202) (0.563) (0.533) (0.655) .7117)
B 0.7 (0-6-1.0) 0.8 (0-6-1.1) 0.6 (0.5-0.9)  0.566 0.131 -0.07 0.12 -0.22 -0.19 -0.03
SMi 5.7(5.3-6.4) 5.8(5.4-6.4) 5.7(5.3-6.1)  0.511 0.457 (0.607) (0.573) (0.108) (0.163) (0.819)
-0.06 0.07 -0.30 0.01 -0.08
QO|_ CHC AlH (0.618) (0.916) (0.025) (0.961) (0.547)
Q0L 0.06 0.16 -0.06 -0.01 0.16
QoL CHC 0.664) | (0.384) | (0.635) | (0.934) | (0.253)
PBC -0.01 0.13 -0.01 0.10 -0.08
( ) 0.907) (0.568) 0.922) (0.489) (0.564)
P
AlH CHC PBC P P
(vs.CHC) (vs.PBC)
5.6 5.9 5.6 0.063 0.434 AlH
(5.0-6.0) | (5.5-6.1) | (4.9-5.9) AlH QOI_
6.3 6.0 6.0 0.448 0.143
(5.3-6.7) | (5.8-6.7) | (5.3-6.3)
AlH
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AlH MELD 15
Child-Pugh 10
7
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7
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19G
80.7 84.7
2013 AlH AlH
2014
AlH
AlH
138 2014
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923 2014
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AlH
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29182
AIH 63
1 5.2 50
(20.5% vs. 15.6%, p=0.002) 70
(21.7% vs. 27.6%, p=0.002)
B1.
600 2015 300 2018
]
= 300 150
Rl
BN Q@&& '“94@% » @,«&@&@& > @,«a"'ﬂ O &
B E
196G
2018 2015 P
Age (years) 63 (52-70) 62 (53- 70) 0.572
Female (%) 83.8(717) 87.1 (1459) 0.028
AST (U/L) 208 (83-512) 177 (77-197) 0.010

34

ALT (UIL) 239 (86-626) 197 (79-543) 0.007
ALP(UL) 426 (317-613) 423 (303-584) 0.277
GTP(U/L) 155 (81-288) 146 (79-263) 0.109
TB (mg/dL) 12(0.838) 11(0.7-2.6) 0011
PT (%) 84.8 (69.4-96.0)
1gG (mg/dL) 2075 (1637-2656) 2168 (1759-2793)  <0.001
ANA positivity 849 % 90.7 % <0.001
median (25-75 percentile)
AlH
78.1
46.5
58.5
11.7% 21.5
38.8
43.5 17.7
AlH 247
24..2%
10.0 7.1%
0.8% 1.7
1.8 0.7
84._7%
80.7%
40 7/
30 /
97.6%
97.7
(22.9% vs. 24.3%,
p=0.544)
2014
AlH



196G Autoimmune hepatitis with acute hepatitis
in Japan: a nationwide survey
AASLD The Liver Meeting 2019 Boston

2019.11.10.
AlH 2013
23
AlH JDDW 2019
2019 11 21
1.
AlH
2.
3.
AlH AlH
AlH
1.
2.
D
51
. 2009 9 20
)
. 2019 10 5

) Atsushi Takahashi, Hiromasa Ohira,

Kazumichi Abe, Teruko Arinaga, Mikio
Zeniya, Masanori Abe, Kaname Yoshizawa,
Akinobu Takaki, Yoshiyuki Suzuki,
Jong-hon Kang, Nobuhiro Nakamoto, Ayano
Inui, Atsushi Tanaka, Hajime Takikawa;
Japan AIH Study Group (JAIHSG)
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3+),
2+),

(0 3+), Interface

(0 34,

(FO F4)

centrozona necrosis(CZN)(-,+),

-+),

/ -4,
-4,
34),

[CZN (-,1),

3)

#1 Compare histology of AIH and DILI with clinical acute

I [CZN
(0 34),
(=),

(-+),

(0 34),
(0 3+), emperipolesis(-,+)

presentation

Portal area, =2+

DILI, % (n=286)

Portal inflammation 11.5

4],

AlH, % (n) P
51.2

(0/1/2/3) 5/18/3/0 (6/35/35/8) 0:903
Interface hepatitis 15.3 40.4 0.000
(0/1/2/3) (22/a/0/0) (21/29/28/6)

Plasma cell infiltration 3.8 0.000
(0/1/2/3) (17/8/1/0) (7/38/30/8)

Bile duct injury 19.2 50.0 0.017
(0/1/2) (21/5/0) (42/35/7) .
Hepatigrosete 11.5 40.1(34/83)  0.005
formation

Fibrosis, FO/F1/F2/F3/FA

Lobular area, =1+
Perivenular necroinflammatory activity
I necrosis/ i i

(0/1/2/3)
Pigment macrophage

- CZN area

- Parenchymal area

- Portal area
Centrilobular congestion, hemorrhage (-,+)
Centrilobular endothelial
dysfunction/endotheliitis
Cobblestone appearance
Rosette formationin cobblestone
appearance
Plasma cell infiltration

- CZN area
Centrizonal necrosis (CZN)

- CZN type :collapse

- CZN type : lytic
Centrilobular fibrosis

DILI, % (n=26)

923
88.4
3/18/3/2
923
100(10/10)
923
46.1
69.2

69.4
69.2
56.2

38.4
50(5/10)
308
90
70
69.2

19/3/3/1/0 28/36/20/2/0  0.002

AlH, % (n)
78.5 (66/84)
97.7
(2/44/29/11)
81.6 (71/87)
81.6 (40/49)
77.3 (65/84)
54% (47/87)
57.5 (50/87)

66.7 (58/87)
82.6 (71/86)
61.9 (44/71)
85.7 (72/84)
92(23/25)
56.3 (49/87)
69.3 (34/49)
75.5 (37/49)
61.9 (52/84)

(0
(-+),

P
ns

0.031

ns
ns
ns
ns
ns
ns
ns

ns

0.025
0.000

ns

0.6
0.12

ns

Other features, (+)/score 21+ DILI, % (n=26)  AlH, % (n)
Emperipolesis 231 86.2 (75/87) 0.00
Eosinophilinfiltration 53.8 61.7 0.00
(0/1/2/3) (12/10/3/1) (23/37/0/0)
Hepatic rosette (all location) 38.4 61.9 (52/84) 0.03
Plasma cell infiltration (all locations) 65.3 93.1 (81/87) 0.00
Steatosis 34.6 11.7 (7/60) 0.012
Swelling/clear cytoplasm hepatocytes* 76.9 86.2 (56/58) 0.013
Cholestasis 38.4 45.8 (27/59) 0.4
Granuloma 115 18.3 (11/60) 04

- Micro granuloma 11715 18.3 (11/60)

- Epithelioid granuloma (1] 0

i gianth 1.7 28.3 (17/60) 0.06
“Scored as: 0, no swelling/ clear ges;1, (250% hepati

Mild eosinophil infiltration observed both AIH and DILI but moderate and severe (score
22) infiltration was only found in DILI.

Cl is with no mild i y activity (bland is) was only observed in DILI

32 Features favoring DILI or AIH with acute presentation

Festures yorsore 22+ ow ||

Plasma cell infiltration, all locations W 0.00
Interface hepatitis * 0.000
Periportal hepatic rosette formation * 0.005
Emperipolesis & 0.00
Fibrosis, F= 2 L 0.002
Bile duct injury, severe d 0.017
Portal inflammation & 0.003

ing/clear cytop h diffuse & 0.013

p h | / il Xi 0.031
Steatosis > 0.012
Eosinophilinfiltration B & 0.000
Bland cholestasis *

#Scored as previously described: Harada K. et al. Hepatol Res. 2017; Nguyen Canh H,, Harada K. et 31.2017; J Clin Pathol

®mild eosinophil infiltration was observed in 61.7 % of AIH but moderate to severe infiltration was seen only in DILI

DILI 26

AlH 1
AlH

DILI

DILI AlH

emperipolesis

DILI

AlH

AlH
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CZN

AlH
CZN
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DILI
DiLI AlH
AlH
DILI

emperipolesis
AlH
DILI

AlH DiILI
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AlH DiLI

1.

1) Kazutoshi Yamada, Kenichi Harada et al.
Serum C16:1n7/C16:0 ratio as a diagnostic
marker for nonal coholic steatohepatitis. J
Gastroenterol Hepatol doi:10.1111/jgh.
14654 2019
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27 32
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1.
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TR 49 :238 6:26 0.8255
BEHD 40 (14.4%) 10 (33.3%) 0.0078
[=vi210] 2 (0.7%) 1(3.3%) 0.1661
FHESD D 5(1.8%) 2 (6.7%) 0.0892
ALT (U/L) 64.3 £ 103.0 70.0 + 63.1 0.0061
ALP (U/L) 637.5 £ 547.9 749.5 + 473.4 0.0351
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Sex(M:F) 54 - 73
Age(range) 57.4 (16-86)
Etiology

AlIH (32), DILI (23), HBV (acute [10], carrier [15], de novo [2]), Oral (15), Undetermined (30)

Type of disease

Without coma : Coma(acute) : Coma(subacute) : LOHF 101 : 6 :19 :1
ALF at registration (+ : -) 93 : 34
Survival : Deceased : Liver transplantation 93 - 27 = 7

Mean (95% CI)

Total bilirubin (mg/dL) 11.4 (9.8 - 12.9)
AST (u/L) 1769 (1302 - 2237)
ALT (u/L) 1634 (1317 - 1952)
CRNN (mg/dL) 0.77 (0.69 - 0.86)
PT-INR 2.15 (1.93 - 2.38)
2
Odds 95% ClI p value
Sex (M) 0.82 0.18 - 3.74 0.7986
Coma (+) 253.2 19.3 - 3326.3 <0.0001
Age 1.03 0.98 - 1.08 0.1819
CRNN 7.07 0.60 - 82.69 0.1190
PT-INR 1.06 0.41 - 2.75 0.9024
T-Bil 1.03 0.96 - 1.09 0.4457
ALT 0.99 0.99 - 1.01 0.0728
ALF at regist. 3.19 0.53 - 19.02 0.2031
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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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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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Liver transplantation
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(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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ACLF Real World Data

Acute-On-Chronic Liver Failure(ACLF)
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8 B
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8 4
GradeQ
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A B
383 16
14 Child-Pugh
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40%
8 (A
) ACLF
ACLF
T-Bil PT
8
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