IR TR AT TR B & BRI ER BEBORMI S 2
HEIRYEDRT - B ’%ﬁé%ﬁﬁ%
Sy FRMT R

H CARE TR 21217 5 RG-S IHE & BERF I DRt
2EVEF] TOMYT (FféH)

WHoets o#F Nk i TERFERFRE SR LR Bd%

RS « R ARER2EICE W TIREMERYYE I TNEHER, S SIIITFBE O T
&ﬁét@\@%r®%r%%%ﬁézemiw\woi?ﬁﬁﬂ%ﬁ@@%ﬂﬁ%
17720, BT T REDERET D Z EITEETH D, BYIEICEDL 2 IREE
FHZOWTIE, BEDRCKD T A BT A BN T b 2B E A ORBRANZFES
TW5, 2FEFITO original data (ZEDSHAIFEETH L0, 4F, AR
EFHA (2010-2015) OF—HX #HWT, AT A NMERBEENEVE Ot

B AREITIIT D GYEC B3 2T 21770\ ERYYEFSAE R 2> & BB I
@ﬁ17n4k%%®w%#mﬁ% BRBATRRRIC OWTRR Uiz, fATxi2ix

144 B, 2R ROZED bIEYYERIE £ TOWIE (Median (IQR)) 1% 18.5 (11-
36) H, AT vA RBALE) B IEYERIE L COHIRIT 17 (10.5-36) H TH o7z, Y
SEADRHFICIL, WBRIHER L (p<0. 001) . FERBAEAATFR DMK > 72 (p<0.001), F 7z,
AT v A REHIZEGUE O, T OREALICBE L2225 72 (p=1. 00, p=0.33), A
T A FOMFAHERHY (NWEHBR Z ke 3 2 0 BHEICBAIT T 520 13, BIYEDR
JERFHA BB LT, SR 20BN, 27 uA FEGHEDHE W 2 @@ H L
A L & 2 DA, BRG] TR YERE S COMBIGET 2 - L b, 4
HHER 2 2 X0 & BRHNCERE L, ABlsst U CIREER ] £ Cl2I3 A 4 i
ITTCETWD L) I HFZ I TL CED D Z ENEETH H, Original data (2
S AEIOMBITHOKIZIZZRS, BETH D,

LRI A. BB

BRIR B— TIERFRFEREE (LSRN H A T2 (autoimmune hepatitis,
% B AR ATH) D 25-T5% I BMERIE L, ZD—HA A
TR ST LR R P 0 K A e R PEFFAR4 (acute liver failure, ALF) (T
TR Hdw B35, BUEL LIZHAIC e e TR

il e HEERKEEESENE - T i%%ﬂ?k?&ﬁﬁf%é_&ﬁﬁﬁ%
BN EE AR R TH D,

FrH & BEERKFEEENE - B O SR 2 (ATH-ALR) (259 %
Frlgn AL iz 27 1A K(corticosteroid, CS)D%hHIZ

ONWTCIE, iFOHEIZB W THZEDORE
WZOWTIZH LN TRVDOREETH D
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(FEH= 20-100%) , F7=. ALF BRIy

RRELED 2D, Z ORI EGYE 2 &
L 5 203, CS BRI G113 & BITIEYYED
AOFEBIET DR ® 5,

TEENE G (XNEHER, & HII3E
RO & 72 5728, FRYIE O FAE R 1 %
HBHZEIZED ., WOETITCS OEHE
T2, WRHRIE D D IFB R ~BIT T
ENERETDHZLITEETH S,

CS ZhARHIE R BT 5 2 E CoORED
EEACIIRBANCESS bOTHY , &
SRR B ABRGI (ATH-ALF 35 X O immune—
mediated ALF ARIZOWTOHE) 20
T data (253 /= original article 172
WelBbhs, . Filzicgksn
AASLD HA KT A BT b HE AN DR
BRANCESS boTHY, £FEFITO
original data (ZXAHAIZEETH D,

AlEl, 6 EB OB A2 EHEDT
— & % AT, ATH-ALF (2 81F D RYEIC
WT DFEHT 24T 720 CSTRIED RN R A D
HIE L, WOMBRICEITT &0, 122
WTHEER LT,

B. WL

EEEFHFR AP, 2010-2015 20
6 FEM OB REEEREET — % (H5
o BWEERIKE) & &1 ATH-ALF SEH]
XS E LT, BIR « AL - g iR
Mra17172 5 7c, FERYSEIZ DU TR RIR,
JEYSEAL, ALF O & EYERIE £ TO
AT, CS $& 5-Bth D> O IEYLIEFIE £ TOH]
AT Lz, Fo, BYYEOHFEIZL S
TR, RIRIC XD TR AT o
77

16 AT OB 2 BRI Uiz, F7=. HIFMIZ
B9 2 fRHT Cid. WA YEE A L7z
B, T =2 R+ 0ElERSN LTz,

134

WEHENTIX. Student’ s t—test. Mann—
Whitney U test, Fisher s exact
probability test Z£IZ L ViT7/2 o7,

(B E ~DEE)
ABFZEIE, [~y FEE] KO TA
R & T DEFRITEIE T D B
&R, TR NMELR BT X BT
A OARBNHFE LN D TH D,

C. WroeftR
(1) B&IR - b5 - SR

2010-2015 FD2EEFHER] 1603 D 5 5
148 5l (9.2%) NACKENETH-T, £
D 9 HLERSNEHED 4 N AR 144 1] 2 %t
Gl L=,

BRIR « ZEAb5 - o PIET AR 1, R
21T d, FEEHERIDS 79 61 (55%) . =k
TS 13 41 (9%) . #EEMIZY 39 4
(27%) . LOHF 23 13 #5] (9%) T -o7- (F
1),

TgG 1% 68% T 1870 mg/dl ##B % . ANA I
5% T80 f5LL EThH-o7- (K1), Revised
original AIH score (¥ 13.3 = 3.9
(definite 30%. probable 55%. non—
diagnostic 15%) Th-o7= (K2),

EgZWr E. 76 1 (53%) THFZEAE, 42
Bl (29%) TARY—RFFEEZEL TV
77
(2) WRHETRIRE

TP INHERIET 140 B (97%) . HkeEE
BT 42 61 (29%) . HTREBRRS A imE 1% 45
B (31%) 4TI TViz,

IS B T3 DL B oD 65 Il 38N T, 44 4]
(68%) ZImHEAHL, 45 B (69%) (T
T FEHT DM T T,

(3) AT



79 5l (55%) NIEBHEAEAE, 14 B
(10%) 23BAE, 51 B (35%) 7IEREAHSE
CTholz (F£3),
(4) YA OHE
3T (26%) (ZIBYWEDRBD Hiviz GF
BRES 1141, AR 2 ], AR 15
m\wm9ﬁmmﬁm@%wm\ﬁnmm
8, A MAHr A LA (CMV) Y 5
B, WRIEAEAR 12 FTh o 7o, YL
%, BRUME + M 19 B, PR ER 15 51, 1H
fbas 3 1], AREK 3 @, JREE 3, FfF 1
B, 1B, gL Bl CH T (R4

7).

D9 B, ALF OZMRNTEGES T4 L

TV, T—F RHD 8 DB %R LTz
Bz %G &4 5 & ALF OB Erds 5 IRYLE S
JiE £ COWIM Median (IQR)) 1% 18.5 (11-36)
H. CS % 5-BtAD D IYIERIE F TOHAM
1317 (10.5-36) H TH-o7= (F£4) (¥

3), SMEFTIL, ALF D2 Wi & RYLES
JEEX COBAMIL18.5 (8.5-31) H., CS &5
BAED O EYHERAE £ COMMIT 15 (7.5~
31) B, FEEMEFICIXZREh, 28 (14-45)

H, 37 8-41) HTH VY, AEEITHRDRN
VAN a@ﬁTt@bwﬁﬁbw%otjpoz1
p=0. 48) .

ALF DFZWr > & BYSEFIE F T O B I3
FRe L0, EHE - WL THEICE) -
72 (p=0. 024) , JHEEREBI O ALF D2 W)
O EYWEFSIE £ COMIMIT, MEERG & [F]
FRICEE - CMV B L 0 b A EICH <

(p=0.0074) . 2 >OHIFITAF YL & A5
FZHTROT, TS OB YN E F T
WHZ ERgEbiLz (#£5),

(5) JEYEDOH M K 2 R
JRYMEAS PRI T, WAL HER L (LOHF
>§@ﬂ>#§@ﬂ)®@ﬁm%T%Hﬁ

PT (%) 23K < (p=0. 032) |
AFP MK <

< (p=0.012) .
ALB 23 < (p=0. 0020) |

(p<0.001), MELD 2 =7 728 < (p=0. 0094) .

FEBAEAAER KD - 7= (p<0.001), AT 1
A FEREFBGIEOFETHEELRDR
o7z (p=1.00) (£6),

(6) #i)w GEBAEAALF vs IFBHEET - B

FE) 1 kD TR
FEBHEIEL - BAEGICIX, Flnnsm <

(p=0.0057) . JHAUAHERE L (p<0.001), ALP
HE < (p=0. 0025) . PT (%) MK <
(p<0.001) . INR 23 < (p=0.0019) . ALB 23

&< (p=0.0016) . HGF 737 < (p<0.001), AIH
A a7 DMK (p=0. 015) , MELD A =2 7 23 <
(p=0.0079) . JERYEN D> 7= (p<0. 001),
2T aA FEHEITERZEIDVAEEZRD
2otz (p=0.33) (£7),

D. &%
PR BE RT 5 A (BMERER
ATH) &, FAEORERAEL]ICB N TS

HERBI[2, 3BV THEML TE TV
%o KEZMFA 2R V—7 (US-ALF
study group, US-ALFSG)I%. ALF OpKK D
6.9% 73 AIH, 12.0%7° indeterminate T&
Y [4]. indeterminate ® 9 & 58% T HHF%KTF:
FIZAITH TH A9 E#E L TWAD 5], 2D
X I AIH I ALF O ET= 5K DO—>TH

52 ENMRILHEDOFGER & 7o T D,
ALF [ZE N B RPN REAR R E 2 L, BYYE
EERIZAOF LTV, RYE I TTEHE I
WA H % ﬁ%ﬁ%l%@%@&ﬁé

5 W

ATH-ALF @ £ 9 IZIFIELRHTCS g5 Sh
5ﬁﬁkiﬁ%*gﬁ%ﬁ%éﬁb%ﬁ<

RHEEZLND,

ATH-ALF |Z%F9° % CSIRMEDEIRIZ DN T
I, T OHREFICBNTH a2 AR
ST [6], Czaja X review
article IZBWTZEOAEMEEZHRE L. 28
W CUEN R O WIGEAITIL BB
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VETHDHZ L2 RBRAINBRGTHL TWD
[7]173, Ichai H1%, CSIZIEE A LD ATH-
ALF ([ZIFEERTH Y . YA HEZ IR T2
e, ELICTBEEZITO) &L LTS
(8],

US-ALFSG 1% 2014 420 immune—mediated
ALF (ATH, DILI, indeterminate) Z%fZ:&
4% retrospective study 2BV T, CS D
survival benefit Z%GE L TEY [9].
oYLV OOHS, Ll _®$
%Ti&@%@&i%%mpﬁéﬂfk
D, HESNTZbDOTIERNZ L& T
%<%Eﬁ%éo$@ﬁﬁé%ﬁﬁﬁéﬁ
AR, R (R (2 E
BHEINTWDLNEIPPREETHD (£
DEIRT, BB D D Rz
data DERBNEETH D),
ARl O EREF O T, ITHE R —0
L TWDEDETIE, AIH-ALF DIZIE4S
BIZ CS R H- SN TWD Z LR S
7oo JEYYEZ B 0FT DIERNL 26% T, FEE
OHEl L 0 IRBINER L, TR/ RERTH-
77

ATH-ALF 123 1F A RYYEIZOWT, Fexlx
E%@hﬁoﬁ(ﬁ%&bﬁwé[Mwa%
FEB CIRME Z S 0F LT 0 . ALF Wb
JRYSEFIE, CS ¢ 5-BRAA)N & YLEFIE F
TOHM Median) IXZE4, 156 H, 15 H
Th ol BIYEASIFRITZAS Blo2EF L
Dt E < (p=0. 004) , FEYEFRIE £ TOHIM
IR0 E o 72 (p=0. 26, p=0.33), FHEH]
X, 2FEFITIZ45% Th o722, HEKIT
X 75% % TRV . HEIELE DOIHIENF)
Yk DOFEDORKOER L& 2 bz,

T & ORiFE Tl ALF (%3 2% sh s i
BE LT, MPSLIZED AT A R/2VULRES
LWk A 1772 > Cnb, £ LT, CS S
BAGE/NDH 10 HZBLIZLTT-12 HS B
TCS DR AHE L, WEHRIE A kT 2

BT % concrete
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M, BHEA~BATT D0 OWREERFTIR->TE
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DHEHIAEETH LD EEZ D,
AR D X 912, CS ZhARpERF BT 5 =
NETOREIL, 1TEALEDN Czaja DB

D review articles ®FOFREERBAIIZFSU
bDTHY, FEGRIR B, TERT
@ H R (ATH-ALF 3 XY immune-mediated
ALF ik Zxige & Licimiy) [10, 111 2R
T data (233 /= original article 172
WEBDND, ALF 13D, BOERY A BEE
T, RCT %4770 2 L IEREECH D720, &
TR oY (- b STPRAY - TX =70 DL =78 % AV
HETHDH EEZTH AL original data
AL T,

H7=72 AASLD A R T A > [13] TiZ
acute severe ATHIZI51T % CS D ISMEDRF
filiiE 1-2 REILINICAT 5 KO ST
% (®5), fEkEFERIC, ZO®RED
Czaja ORRERBINC IS/~ review articles
BLO, TNERHREIEZLIZHDOTH D,
FEOSHRIFEEEEZ,
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£ |8l DA [FEE B ~C D JEYLIE S IR 1] O figg AT
f kB, CS ORACHIERH (NRHER %
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K1 AROREKT

NROBAER
h
F fp 59.4 + 13.7
# (B/%) 32,112
A
JEERER 79 (55%)
R 52 (36%)
2R 13 (9%)
maMR 39 (27%)
LOHF 13 (9%)
MELD score 19.3 £ 6.4
AlH score (revised original) 13.3 £ 3.9
AT7A4 F&EE 140 (97%)

K2 RMBROAETE I F R 5

NRDEF - REFNER

AST (IU/L) 995 + 827
ALT (IU/L) 920 = 833
ALP (IU/L) 505 *+ 163
T-BIL (mg/dl) 145 £ 7.0
D/T ratio 0.60 = 0.25
PT (%) 32 = 8
PT (INR) 2.04 = 1.12
CRE (mg/dl) 0.73 = 0.34
ALB (g/dl) 29 £ 0.6
WBC (x103/pl) 6.9 = 2.7
PLT (x104/pl) 16.6 = 10.9
CRP (mg/dl) 1.44 + 1.38
AFP (ng/ml) 141.1 = 284.4
HGF (ng/ml) 2.37 = 2.69
lgG (mg/dl) 2319 = 820
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#£3 #RlF

ETN) =

FEE R
SER
(AR (3) (8) (2)
(FARMHR) (7) (23) 9)
LOHF 1 10 2
Total 79 (55%) 51 (35%) 14 (10%)

K4 EGYEFIE £ TOHH

RRE S OHIE
n | 14
RERESHDH Y 37 (26%)
ALF2Hih o RAEREE £ TORAM (B)
(n25) * 18.5 (11-36)

CSRithh > BERE £ COHM (H)
(n=21) * 17 (10.5-36)

* Median (Interquartile range)
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5 AR GLIEFIE FTOHH]

> A
R A
/N - * Median (Interquartile range)
Infectious complications

Number of patient complicated with bacterial infection
Blood stream infection
Respiratory infection
Urinary infection
Cutaneous infection
Days from diagnosis of acute liver failure to infection (n=13) *
Days from the introduction of corticosteroid to infection (n=12) *

Number of patient complicated with fungal infection
Blood stream infection
Respiratary infection
Intraabdominal infection
Eye infection
Brain infection
Heart infection
Days from diagnosis of acute liver failure to infection (n=4) *
Days from the introduction of corticosteroid to infection (n=3) *

Number of patient complicated with cytomegaloviral infection
Blood stream infection
Respiratory infection
Days from diagnosis of acute liver failure to infection (n=3) *
Days from the introduction of corticosteroid to infection (n=3) *

Number of patient complicated with infection of unknown agent
Blood stream infection
Respiratory infection
Intraabdominal infectien
Eye infection
Days from diagnosis of acute liver failure to infection (n=10) *
Days from the introduction of corticosteroid to infection (n=7) *

#£6 EYYEOH MZLD REbE

13
9
B
B

1
12 (8-18)
15 (11-31.25)

LI N

47.5 (29.5-61)
23

=
M = o

= N

18.5 (13.25-26.25)
11 (5-28)

BERFEDA I £ 2 TR
I N T T

n 37 107
Age (years) * 61.3 = 11.5 58.7 = 14.4 0.27 1
Sex (male / female) 11/ 26 21/86 0.25 §
Type of disease <0.001 §
Acute liver failure (ALF) without coma 11 68
ALF with coma = I 17 35
Acute type 2 11
Subacute type 15 24
Late onset hepatic failure 9 4
Laboratory values at the time of diagnosis
AST (IU/L) * 840 * 543 1044 + 895 0.10 %
ALT (lu/L) * 780 * 561 965 + 901 015 1
ALP (IU/L) = 524 + 188 499 £ 155 043 1
T-BIL (mg/dL) * 16.6 = 5.0 13.8 £ 7.4 0.012 ¥
D/T ratio * 0.61 + 0.25 0.59 £ 0.26 0.68
PT (%) * 30 £ 10 34 + 8 0.032 §
PT (INR) * 243 £ 1.71 1.92 + 0.83 0.088
CRE (mg/dl} * 0.76 + 0.43 0.72 £ 0.30 0.60 %
ALB (g/dl) * 27 05 3.0 £ 05 0.0020 T
WBC (x10%/ul) * 7.4 =31 6.7 £ 25 0.22 %
PLT (x10%/ul) * 18.9 = 17.2 159 £ 79 031 %
CRP (mg/dl) * 1.60 + 1.35 1.38 = 1.40 0.41 1
AFP (ng/ml) * 37.0 £ 459 324.2 = 310.6 <0.001 %
HGF (ng/ml) * 2.40 = 3.06 2.37 £ 2,66 0.95 f
1gG (mg/dl) * 2186 + 748 2364 + 842 0.26
ANA 0.715§
< x 40 2 5
x 40 5 24
x 80 8 20
= x 80 21 55
AlH score (revised original) * 13.3 = 46 13.2 £ 3.7 091
MELD score 219 £ 79 185 £ 5.6 0.0094 ¥
Corticosteroid use 36 105 1.00 §
Outcome <0.001 §
Liver transplantation (LT) 1 13
Recovery without LT 11 68
Death without LT 25 26
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#7 WEIFICID R
BEIRIC & B TR

N 79 65

Age (years) * 56.6 £ 13.7 62.9 £ 13.0 0.0057 T
Sex (male / female) 17 /62 14 / 51 1.00 §
Type of disease <0.001 §
Acute liver failure (ALF) without coma 68 11
ALF with coma = Il 10 42
Acute type 3 10
Subacute type 7 32
Late onset hepatic failure 1 12
Laboratory values at the time of diagnosis
AST (JU/L) * 1009 + 877 977 + 767 082 T
ALT (1U/L) * 997 + 918 824 + 711 0.20 1
ALP (JU/L) * 469 = 145 551 + 175 0.0025 t
T-BIL (mg/dL) * 13.7 £ 7.0 155 £ 6.9 012 T
D/T ratio * 0.63 £ 0.22 0.55 £ 0.28 0.063 T
PT (%) * 366 30 £ 10 <0.001 %
PT (INR) * 1.76 £ 0.29 2.41 + 1.60 0.0019 t
CRE (mg/dl} * 0.70 £ 0.31 0.76 £ 0.37 029 T
ALB (g/dl) * 3.0 £ 06 27 £ 05 0.0016 T
WBC (x103/pl) * 6.6 £ 2.6 7.2 £ 27 018 T
PLT (x10%/ul) * 16.2 £ 7.3 17.2 £ 141 061 §
CRP (mg/dl) * 1.35 £ 1.45 1.56 £ 1.29 037 T
AFP (ng/ml) * 162.9 + 325.6 87.9 = 1385 0.066 %
HGF (ng/ml) * 1.71 £ 1.48 3.76 £ 4.01 <0.001 %
1gG (mg/dl) * 2267 * 821 2385 + 822 039 T
ANA 018 §
< x40 3 4
x 40 20 9
x 80 18 10
> x 80 37 39
AlH score (revised original) 139 = 3.7 123 £ 4.1 0.015 t
MELD score 17.9 + 4.8 21.0 £ 7.7 0.0079
Corticosteroid use 78 62 033 §
Occurrence of infection 11 26 <0.001 §

X1 1gG, FLEEHUIRD 3R

IgG ANA

<1700 mg/dl
(26%)

0 mg/dl

0-187
00)
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X2 HAEEMFREREATT O

Revised original AIH score

Non-diagnostic (15%)

X3 JEYLEFAE FTOAR D4

ALFESH~ RATE 18.5 (11-36)

m 5 ',

4

3

2

1

0
0 10 20 30 40 50 0 (days)

CSRAthA~EiE 17 (10.5-36)

7 -

. 1

5 4

4

3

g |

11 II 11 1 IIIILI
0 10 20 30 40 (days)
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M4 TRERZECBT LA R R

THRFIC ST 5 (AHFHiaRES

MPSL Liver transplantation
(mg) (PT, radiology, etc.)/ P
1000—

Decision
N\

Continue corticosteroid

500

250
125

0 3 6 9 12 (days)

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

X5 HOsEtE 2R Isk45 AASLD HART A
First-Line Treatment of AlH

AlH AlH with Cirrhosis Acute Severe AlH
Ly 15 LV
STEROIDS 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) Pediatrics: Prednisone (1-2 mg/kg/d) Adults: Prednisone (60 mg/d)
AZATHIOPRINE (AZA) AZATHIOPRINE (AZA) Pediatrics: Prednisone (2 mg/kg/d)
Check TPMT. After 2 weeks add AZA Do not use in decompensated cirrhosis OR LV. steroids
(50-150 mg/d) Compensated Cirrhosis: Check TPMT. Laboratory testing every 12-24 hours
Laboratory testing every 1-2 weeks After 2 weeks add AZA (50-150 mg/d)

Laboratory testing every 1-2 weeks

i

v
Assess Response by 4-8 weeks: Assess Response by 4-8 weeks: Assess Response by 7-14 days:
(+) Biochemical Response (+) Biochemical Response (+) Biochemical Response
* Taper prednisone to 5-10 mg daily * Taper prednisone to 5-10 mg daily * Cautiously reduce prednisone
(budesonide 3 mg daily) over the over the next 6 months * Consider AZA after cholestasis is
next 6 months * If started, maintain AZA resolved (check TPMT first)
* Maintain AZA * Laboratory testing every 2-4 weeks * Laboratory testing every 1-2 weeks
* Laboratory testing every 2-4 weeks| | (-) Biochemical Response (-) Biochemical Response
(-) Biochemical Response * Re-evaluate diagnosis * Re-evaluate Diagnosis
* Re-evaluate diagnosis * Consider second-line drugs * Consider second-line drugs
* Consider second-line drugs * Initiate Transplant Evaluation
If Hepatic Encephalopathy develops:
J I lL *_Urgent Transplant Evaluation
LY l
Once Biochemical Remission is achieved:
* Laboratory testing every 3-4 months Once Biochemical Remission is achieved:
* May attempt a steroid withdrawal while continuing AZA * Laboratory testing every 3-4 months
After Prolonged Bi ission (24 ): * Use lowest immunosuppression doses
* Laboratory testing every 4-6 months to maintain remission
* Consider i L hdi if appropriate (+/-biopsy) * Do not withdraw

(2019 practice guidance and guidelines from AASLD: Mack, et al, Hepatology 2020)
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