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Table 1. Patient characteristics of Study 1 cohort.

Total number of patients

Duration of ebservation (days) 30 (1-455)

Age (years) 54 (9-88)

Sex
Male 279 (47%)

Female 316 (53%)

Etiology

Viral (HAV/HBV/HCV/HEV/Others) 211 (46M15/5/20/25) (35%)
AH 124 (21%)
DILI 122 (21%)
121 (20%)

17 (3%)

Indeterminate

Ischemic liver injury
Final disease type

ALl excluding ALF 350 (59%)
ALF without HE

ALF with HE, Acute type

179 (30%)
30 (5%)
ALF with HE, Subacute type 36 (6%)
Outcome

Transplant-free survival 535 (90%)

Liver transplantation 13 (2.2%)

Death
PT-INR (n=595)
T-bilirubin (mg/dL) (n=593)
DIT ratio (n=533)
Platelet count (x 104mL) (n=589)
ALT (U/L) (n=595)
MELD score (n=577)

47 (7.8%)

1.28 (0.8-18.9)

5.1 (0.3-47.3)

0.68 (0.10-0.95)
17.3 (0.3-49.5)
1,343 (301-12, 119)
16 (6-40)
Treatments and median when to start treatments

Steroids (n=310)
Nucleoside/nuclectide analogs (n=82)
Plasma exchange and/or hemodiafiltration (n=81)

2(-100-86)*
1(-81-34)"
1(-6-77)*
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(Table 2),

Table 2. Identification of ind dent prognostic factors on day 1 in patients with ALI and
ALF.
.
Hazard ratio Hazard ratio
Factor -value p-value
(95% confidence interval) (95% confidence interval)
Age, years 1.016 (1.000-1.033) 0.054
Sex
Male 1.000
Female 0.550 (0.330-0.919) 0.022°
Etiology
Viral infection 1.000
AH 0.242 (0.098-0.597) 0.002"
DILI 0.733 (0.356-1.507) 0.398
Indeterminate 1.208 (0.644-2.264) 0.556
Ischemic liver injury 2.418 (0.723-8.083) 0.152

PT-INR 1.264 (1.207-1.324) <0.0001°  1.330 (1.240-1.426) <0.0001°
T-bilirubin (mg/dL} 1.054 (1.028-1.081) <0.0001""  1.082 (1.050-1.116) <0.0001™
DIT ratio 3.098 (0.523-18.344) 0213

Platelet count (x 104mL) 0927 (0.890-0.964) <0.0001"" 0.907 (0.868-0.948) <0.0001"
ALT (UIL) 1.000 (1.000-1.000) 0.002"

MELD score 1.175 (1.142-1.212) <0.00017 -

‘p<0.05, “"p<0.01, “"p<0.001, and ““p<0.0001. AII Iabnralory data and MELD scores were
measured on day 1. PT-INR: ratio; ALI:
acute liver injury; ALF: acute Iiver failure; AIH autoimmune hepatitis; DILI: drug-
induced liver injury; ALT: alanine aminotransferase; D/T ratio: direct bilirubin/total
bilirubin ratio

Day 8 & Day 1 & [RIERODIENTZAT > 72,
B BEMEMT TlZ, PT-INR, A U L E
D/T b, /R, MELD 2 a2 7 IZHEZEER
W7, Day 1 ORFE & [RIFRIC S BMENTIZIT
BRI THEDOH D PT-INR, oE U L E
v D/TEe, /R A IR L7z, WTh
LHEEZD T, PT-INR b P — R
@ s -7z (Table 3),
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Table 3. of p factors on day 8 in patients with ALI and
ALF.
I
Hazard ratio Hazard ratio
Factor p-value p-value
(95% confidence interval) (95% confidence interval)
Age, years 1.015 (0.985-1.036) 0.134
Sex
Male 1.000
Female 0.663 (0.358-1.229) 0.182
Etiology
Viral infection 1.000
AlH 0.504 (0.168-1.515) 0.223
DILI 1.053 (0.474-2.340) 0.8%9
Indeterminate 0.731 (0.316-1.691) 0.463

Ischemic liver injury 1.270 (0.358-4.449) 0711

PT-INR 1.785 (1.493-2.133) <0.0001™"  1.459 (1.072-1.973) 0.016"
T-bilirubin (mg/dL) 1.071 (1.033-1.110) <0.0001""  1.053 (1.004-1.105) 0.035
DIT ratio 0.025 (0.006-0.107) <0.0001""  0.140 (0.024-0.802) 0.027"
Platelet count (x 104mL)  0.859 (0.810-0.910) <0.0001™" 0880 (0.828-0.935) <0.0001™"
ALT (UL) 1.000 (0.989-1.000) 0.180

MELD score 1.182 (1.130-1.246) <0.0001™" -

‘p<0.05, “p<0.01, *"p<0.001, and ““p<0.0001. AII laboratory data and MELD scores were
measured on day 8. PT- INR ratio; ALT:
alanine H: DILI: liver injury;
ALT: alanine ammotransferasu DIT ratio: direct bilirubin/total bilirubin ratio

FREE 2 : Day 1 B LW Day 8285 T4
THIEE &2 5§ 5 7212, s, PT-INR,
e v, D/T ., i/ gk, ALT fiE,
MELD A =27 % F\ T ROC AT 21T - 7=,
Day 1 ClZ4E#s (AUROC : 0.6276), PT-INR
(AUROC : 0.8918), # ' U /LB (AUROC :
0.7449) . Mfi/MEE (AUROC : 0. 6495) 723F
“THEEEFF D, TOHTH PT-INR 23 b
AUROC 235 < . Delong test THMKF & Lk
L CHABRELZRDIZ (p<0.0001),
512 PT-INR % MELD A== 7 (AUROC :
0.8961) & & fhilz L7223, AUROC [H] CHE
Z< . AFEOTFERTHETH-T2 (b=
0.8516) (Table 4A),

Day 8 T [RERDIENT 24T o 72, HFlin
(AUROC : 0.6246) . PT-INR (AUROC :
0.9725). FAE UL E Y (AUROC : 0.8182) .
D/T k. (AUROC : 0.5616) ., I/ Mk
(AUROC : 0.8625), ALT fii (AUROC :
0.7372) NFPHTHRELFF D, Day 1 L1k
# L. PT-INR (p=0.0008). I/t (p<



0.0001), ALTf& (p=0.002) T\ TN bH
ET AUROC 8B 4FCToho7= (Day 1 vs Day
8), Day 1[4, PT-INR 23 & AUROC 737
<. Delong test THAMIKF & g L Th
HEXZZDT (p<0.0001), & 52 PT-
INR % MELD 2 =x7 (AUROC : 0.946) & bl
i L7275, AUROC ] CAHE 2L, R%D
T%THEETH -7 (p=0.2488) (Table
4B) .

Table 4. Comparison of the AUROCs using Delong test.

A
P.value*
Standard Error
(vs. PT-INR on Day 1)
“ oome 005 pea.o0t
e - - =
o0 oot bt
Platelet 0.6495 0.03641 p<0.0001
b i St
PT-INR 0.8918 0.02146
m g b b
B
P value* P value™
Standard Error
(vs PT-INR on Day 8) (vs Day 1)
e e odaur petonet
Total-bilirubin 0.8182 0.03693 p<0.0001 0.1302
0.5916 0.04142 p<0.0001 0.1084.
0.8625 0.03142 p=0.0004 p<0.0001
0.7372 0.05054 P<0.0001 p=0.002
PT-INR 0.9725 0.01108 P=0.0008
MELD score 0.946 0.02298 0.2488 0.1248

Compare the AUROCs by Delong test. The AUROCs and standard errors of Age, T-
bil, DIT ratio, Platelet, ALT, PT-INR, and MELD score on Day 1 and 8 are shown. *
Comparison with the AUROC of PT-INR on Day 1. ** Comparison with the AUROC
of PT-INR on Day 8. *** Comparison with the AUROC of each parameter on Day 1.
DIT ratio: direct bilirubin/total bilirubin ratio; ALT: alanine aminotransferase; PT-
INR: p in time-ii il i ratio
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