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SUPPORTING INFORMATION

DDITIONAL SUPPORTING INFORMATION may
be found in the online version of this article at the
publisher’s website:

Table 81 Characteristic features among the five age-
dependent groups of patients with cryptogenic
hepatocellular carcinoma (HCC).

Table §2 Comparison between cryptogenic hepatocel-
lular carcinoma (HCC) without obesity and diabetes
mellitus (DM} and those with obesity and/or DM.
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ZH12%, TERMEREEEE (GMA) 21%, A7 U4 F#5 33%, B0 21% LEpo7228%, &
HHO GMA BITERIZ38% LEEICEP o7 AF 04 FABHAS 11 g 5 FlIIE2d & i,
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Table 1 Japan Alcoholic Hepatitis Score

Score 1 2 3
WBC (/u) <10000 10000=  20,000=
Cr (mg/dl) <15 15< 3=
PT (INR) =18 1.8< 2=
TB (mg/d]) <5 5= 10=
GI bleeding or DIC (—) (+)
Age (y/0) <50 50=

Mild: 7 and less, Moderate: 8-9, Severe: 10 and greater

N a— VI ROBIEEOMTIIIMY ANbN7z(T
Va—VEFEESHEE 7o VIEEEEYEN
043 2011 EERRD®. UL, EER O ITHEET L
I VEREICE T 2 RENEREEDLRANMAD
B ZFELT L7200, TOATTOREMEEH
BEEPNZ THREET 2 LEVH 5.

1, 5 &

SEbhbii, £2E O B RELERESEERE,
BERER R T 1356 Msklont L CFR 23 5 (2011
F4A~2012F3 ) CARLAERESR L ICHEE
TN a—VHEFEBEEIZOCTT V7 — F2fTo 7.
BRpR T — & (MRE T~ 5, &6HE, KEERZ D)0
FALEFEML, MELD A7 L HHBL, JASOEH
DRI % T - 72, SO JASIC X 2 BER LU H
EEOBHIE, ABRNMELZHBLCEATORITT
SEEL. 7, AF¥ 04K, PE, GMA R EDiEE
BRIZOWTRE 24T o 72, AEF ETEHNBIT S
BHR, GHELR EOFE GERECLIFIRRE
DHFBIZOWTIE (I () ZFEEE H v, FHEelL
WA T — ¥ 72 &3 Student t-test # VW THEEEHK
& L7z £FMEIZ O W TIL, Logrank exact test & H
WTHBEEEZRI L. PEF 0B REOBELFE
EHy L7

FAFTRE, EREREEREL L ICEEREAASE
EFEMOGHREESOFTHETERL, BEABHRE
BIZTHORELTF— 7 OB, #FEIiTo7.

2, % =2
FREEE 26 B D BIETHI 451, EE33HD S HIE
TH17 51 TH - 7= (Table 2, Fig.1). BEGFITHIEL
Bl HE LA BEOH -7z 147 R TIERD 2 ho
7z HEEFI TR, FRTHTREDREI P& E
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Table 2 Survival and mortality rates of patients
with alcoholic hepatitis

N Dead
0 (Mortality)

Mild (7 and less) anfffgﬁogggzﬁh

Moderate (8 —9) 26 4 (15%)
Severe (10 and greater) 33 17 (52%)*

*P<0.05 v.s. Moderate

HIZH Y (P<0.1), HLBEHIM (EFH 9% ; JETH
50%) OEHERDL RREHVERMICH 72 (P<01) (Ta-
ble3). FEET VI —LEFEETHO S B, 36IZ
ABES HEICEEICBITLTRBY, 2055 2601
e 5 HBRICIEFRLEEICEBIT LT RWHE &b
F2PNEEERITRT LTS, 20 4§, PE,
GMA, CAP, 2704 FEHEIZTF Tz, —FT,
5 HBICEEICRITL, A7uf Fe&gshs 1Hix
i Twad, o 21 FI 10 flES0EELZ L
25 HIRICIEEEICRATL, 5 BRICHSEEDET D
11 #if 34112 PE, GMA, A5 14 FiE574 CEFW
BEEZITERL, o8 FlIEFEEL LICERR

LTw5,

MELD 227 & OB TIE, PEECLKLTEET
MELD 22745 <, 200 A a 7idMEER L7 (Fig
2-A). EFEFITIIFETHIT MELD A I 7 A& A5 7290,
FREEAE T, AEFEBIC MELD R I 7 SEFIA% {, MELD
Aa7EFROBEE L, o7 BENMALTFROE
RIZDOWT, MELD 227 & JAS O&FE M %15
7o®, BEINAEEROKKEITH (Fig 2-B) & hfTHl (Fig.
2O T THRE L7z 25, REBITHICBWTIE,
EEOETHF T MELD 2R3 7 &N 27205, FEET
X MELD A 27 & FHROFEEIE 200 72, KiEfTHlic
BT, MELD 2 a7 18 Ll EDFETEIZ 40% (10/25)
ISRMOETEILT% (1/14) THY, —HFJAS10
SUEDEEFAOETEND% (10/17), 9 BUToH
EFEDOFTHIT 18% (4/22) ThHo7z. MELD 237
18 ki BT FIE, HMBkE (WBC) SE I 2 b
BHEHIMAH Y, JASIZ 9 SmITH L MELD 2 2713 10
HEBPo . EFEMHRBHBTH T, LTHIETN
TJAS TEEH»D MELD 227 18 LLETH Y, JAS
TEEVEEF L Y MELD 2 2 713&E» - 72. MELD
AT 18 FKif 1 B, JASO AL F O EE 4 flid 3%
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Fig. I Survival rates in two independent patient groups with alcoholic
hepatitis are presented by Kaplan-Meier graphs.
In (A). the prognostic data were compiled in 2011, while in (B), the data
were compiled from 2008 t02010. S: severe, M: moderate. SAH =severe
alcoholic hepatitis

Table 3 The relationship between major demograph-
ic factors and survival rate in patients with moder-
ate alcoholic hepatitis

Survived (22) Dead (4)

Age (y/0) 53.0 558
Male gender, No (%) 21 (95.5%) 2 (50%)*
PT (INR) 143+050 1.56+0.31
WBC (x10%/ul) 11.2+85 108+35
TB (mg/dL) 78+76 98+86
Cr (mg/dL) 089+042 061=0.17
Complication

GI bleeding 2 9.1%) 2 (50%)*
DIC 1 (4.5%) 0 (0%)
Renal failure 1 (4.5%) 0 (0%)
Infection 1 (4.5%) 0 (0%)
Medication

Steroid 4 (18.2%) 0 (0%)
GMA 1 (45%) 0 (0%)
Haemodialysis 0 (0%) 0 (0%)
Plasma Exchange 1 (4.5%) 0 (0%)

*P<0.1 by Chi-square Test.

PT = Prothrombin activity; WBC = white blood cell: TB=To-
tal bilirubin; Cr = Creatinine, GMA= granulocytes/monocytes
apheresis.
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Fig. 2 Correlation between Japan alcoholic hpatitis
score and MELD score.
A: Total, B: Patients without any intensive therapy,
C: Patients with any intensive therapy.
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Table 4 The relationship between major demo-
graphic factors and survival rate in patients with
severe alcoholic hepatitis

Survived (16) Dead (17)
Age (v/0) 509 56.8
Male gender, No (%) 10 (62.5) 14 (82.4)
PT (INR) 1.74+038 248+ 1.17*
WBC (x103/uL) 245+16.3 133+68
TB (mg/dL) 160+6.6 13188
Cr (mg/dL) 1.19+116 286+1.76*

*P<0.05 by Student-t test.

PT = Prothrombin activity; WBC = white blood cell; TB=

Total bilirubin; Cr = Creatinine.

E1FEATFOA FESE2ZTwi.

EEMTIE, REHITJASOERHIZEENS Cr, PT
(INR) &4 o7z (Tabled). %7z, BTHT, #Hit
FilL, AL, DIC OAHENE,»- 72 (Fig 3).
BIEBEDOHITERIZ PE12%, GMA 21%, A5 4 F
$#%5.33%, HD21% &fkshe LTy o 7225, £HH
D GMA Hf7=1 38% (16 Fldt 6 Bl) L HEILE» o
72 (Fig.4). A7 04 FARBFD 11 FlF5 5@ 5
72, WBC 10,000/u! Bl LT GMA RIGITE TORTE
12 55% (11/20) (=%t L, GMA HATE Tk 14% (1/7)
EARWEIRNC B - 72 (P=0.09) (Fig. 5). EImEREL 10,000/
pl RFOFIL T PIF 6 BT L FHRAETH - 7275,
PE, GMA, A7 ua A F#5, HD 255ifT S -flid%
Do 7z,

3 = %=
EET V- VSR, BEEFEEFRICFER
BRRETHE CORBOFHREZUETLIE, B
HRRALBHOBREREITTIRTH S, £HEOHAK
LR A T EMRE, BERER I LT 72, 2008 -
2010 £FE (2008 E 4 H~20114E 3 H) AR L/-&H
MOZMEEICLZEER 7V a— VHEFREEICD
WTCOT ¥ — FMRETOEER 7V 2 — VR 123
Bl% JASIZ X 1) BaRl L /2 IERIE, BE 8 I CRE T
7L, HEHE 26 FITTIETHI 3B GETE 12%), EE
89 BITFRTH 45 B BELHE 51%) TH D, Z D histori-
caldata TH JAS L FHRIIMBE LW (Fig. ). &
EOME T LEEMORTHRE L2, FEHHE26
BICHEH 4 H1 (BB 15%), EAE 33 I CRETH 17
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Fig. 3 Survival and mortality rates with and without each of the 4 differ-
ent complications during hospitalization of patients with severe alcoholic

hepatitis.

RF =renal failure, GI= gastrointestinal, DIC = disseminated intravascular

coagulation, *P<0.05vs Alive,

Bl Gt 52%) LFEBETHY, FRANIEEREIN
7z.
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ZE R PP IR 5 DA B R BN AL ETH
b, BEEFATOIRCHCTEREOEIFREIIEL, &
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SEBIAS, EIEBIT 6 H, PEETIE I D HK
BEEGNE TN LI5S, BEEMAT2H, &
HETIFATRTLTBY, SHAOEE4F, F5F
SE AP LEE 2P, FHEELFIEZA T A N5
EEIT TV JAS Tlt, FRICHEE CEENEER
LICEBT s WEBEERE T 00, BHIE
DBWEETEIHO LTSN D o LEBNMATE
EFLEEN, BENMAOBNEHCDICHERER
ni.

MELD 2 a7 & OHMBETIX, #EEICHLTEET
MELD 2 a7 #& <L, 2200227 xHE %R L (Fig
2-4), LJCEEFAOBECLEFTICEREBLNRS. L
2L, BEEFTIIFETH T MELD A3 7 2&E Do 7225,
FREEE T, EFFIT MELD A 2 7 BERNE wiz
BHIZMELD A 27 L FHOMEIL% <, JAS OFFHsH
ERELNVOEV EIFICER E Bbhiz. MELD 2 2
7 18 RifEOFETHIE, WBC BEICH A HLE B s
0, MELD i 2 WERETFORW LIFICEHTH 5.
L L, MELD 227 18 RifiDFTHEIZ 7% (1/14)
WHL, JASO BT OREHENIETEIL 18% (4/22)
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Fig. 4 Survival and mortality rates with and without each of the 4 different
treatment options during hospitalization of patients with severe alcoholic hep-

atitis.

GMA = granulocytes/monocytes apheresis, PE=plasma exchange, HD = hae-

modialysis. *P<005vs Dead

LEL, JASHEECEE, 7 &b MELD A2 7
18U LEDEEIZEMD S 0EZIRENIERINS.
ERS, EFENHEEBTHI T, MELD 227 18 ki
160, JASO H LU OHEE 4 Fllz 5T S h, F
SEHRBEFHTORTHIZ OV 2h o 7. BFEHBHT
Bl JAS BEREFNTT T MELD 227 18 Ul ETho
2B, ZOBETLFELE (9/16) FEZNHRETH
WENTwA. JASIE, 2L 21X TBA 30 mg/dl T
10mg/d THEL 3IATHY, HEICE A FETFEIZ
BLL, FHFEIEMELD2SELTWS, ZDE S
W, 3 BT L2 JAS EEEROFHTENCEL
72MELD ZAa7WEZEH L THELS ) Z &4 &
FHERNAORERLTFHOTMICEEL BbNb.

TN A= VERFRICT B iEmEE LT, BIER
HERNVEVBSOEMEMNWOEU LBEHENTE
A0 REDT A K54 0 Tciz2ofshritgsh
THY, HICHFEED S H661% discriminant function
(DF) 2532 L L@ TB & EHI* PT i E 4], MELD
A7 18U L TOFERAPHERINTHET, 30 AREE
DEH 2T (EFEHE) TUBEBTLL0MEL D
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BH, EHMLTED 7L REERZVE VS HiE
bbb Fiz, RUIDEFREIUBELZVEOHRED
£\ (Table 5). HILERMPBRIER LOEED
EHEEBELTV A0, BIBRERVEYOFR
HTOMITEIL 3% ILEE > T3 (Fig.4). HILE
HI R BEIER LD 1) R 7 PMECFI TS 2R
NEFANTIED DA, BIFRERIVE S THAE T IH
LT B0 EEER b MAasbE, FEEDR
LB YE ST Ve, EHOEERIIWLEIC
BokdbhnweELOND., T, BEERPUAERNC
X BBEISHEIT SRS, BEHEOHEEIZL B FHEA
OBEE BN %L, BREEDAHILTLIES
BRI RO2WY, UL, X794 FREFHTHE
1% L CRD LN, SEOBETH 11 FH 5 B1(45%)
L 4EY EOERICFED L. Bolt, Lille Model % v
TEIERERVE Y ENOERET VI — VI
THRBHOEGFRESALY. RIEKTHH, F
REMORATUA FEEORBEERE L, WEHE
PRI NZVEFACBEZHEE LTS, Z0L)
12, 1~2BHETAT O, FOMEDPEAFTE LW EH
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Fig. 3 Prognosis rates in 3 groups of severe alcoholic hepatitis patients

are presented by Kaplan-Meier plots based on patients’ WBC counts.
Patients in groups 1 and 3 had circulating WBC counts >10*/uL, while
patients in group 2 had WBC counts <10%/uL. Further, whereas in group
1, patients received GMA to deplete the excess load of myeloid leuco-
cytes, groups 2 and 3 patients received no GMA.

P=0.003.(Gl vs G2), P=0.09 (Gl vs G3), P=0.07 (G2 vs G3) by Log-rank

exact test

Brenzgeid, HEO) A PFIEEHE L, BELF
B0 BEBERIIBITT A2 LD oD,

TN I NMHERFETE, B~0LEHLEOZEY
FHBHA, BEFEAOBRICLFOEEITRBRINTL
5. BT - LESZREFEYEIC L B IFE
AEPHFMEEROEBICmE, F4 bafviER
ML EERTORBEBEICL - THIFMMERESE
PHE 9, 2512 hypercoagulability 7% &2 & A%
BEZOBEI MDY, & 512 WBC DEEPLREIES
D, FIEREERHESELEEZI LN, KM
mEeDFEHZ WBCHEMD LIEFLITEDH 51, WBC
BINA, FRICEELTVLEOHELE V. GMA
13, REMBEESLHEETY v FOBRBEICHCLNRT
VB, BIET VI VERFECTOBERELEDS
5. WBC10,000/mm’ L E DRI BT, GMA
FATBIOTTASRIEATH & ) EFEEFEERICH - 72
(Fig.4). 4E, WBC, TB 2&r L A& 7HTE <, GMA
MHINODY X FEHEL 7T S ), WBC 80
D ERET NV I VEF RN ER L L 2 B
TRelEA S 5. BET N I— VEFABREIETIE,
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tumor necrosis factor-o % interleukin (IL)-6, IL-8 7¢ &
DYFA b4 v OEEFRESNTEY, HEbOm
HEWRETLZET, IV A I VEEERRED
BEREFHF L TBEEZ LN,

BET NI - VEFFEROEREL LT, BUEFEIC
BUZPEFEHENTERY. SHOWE TLIETH
T, JASOHEBIZH B PT (INR) 7°8<, PEDFH
MBI S 7223, PE HATH & SRIGTTHI CEFRICE
1$7 > (Fig. 1, Table4). PE & PT OEES TB#HM
DYAZZERTELLOO, WBCHEIMZEB Y A7
FRRCTELNIEREPEREEZLONS (Table
4). WBC #infli<ik GMA L2 L, fDG#EE L O
HEhEDH I ETHMELZ LITAMEEEL REI NS,
Fio, A7 uA FASHITO AR 30 HEL L CoE
BHZ (3 PE MifT 1455 { BAl 7 Lo i~ bridge
use & LTCOEREERDHNS.

f7z, SEOHETY, FETEHTIASOEEIZDH S
Cr BBholz. BB, BAREO AR, £7E6 33%,
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Table 5 Effect of corticosteroid on severe alcoholic hepatitis

Dead/Total (%)

Control Steroid Amount Period
Helman RA, 1971 6/17(35) 1/20(5) PSL 40 mg 28 days
Tapering within 14 days
Porter HP, 1971 7/9(78) 6/11(55) mPSL 40 mg 10 days

Campra JL, 1973
Blitzer BL, 1997
Lesesne HR, 1978

Maddrey WC, 1978
Shumaker JB, 1978

Depew W, 1980

Theodossi A, 1982
Medenhall CL, 1984

Carithers RL, 1989

Ramond M]J, 1992

9/25(36) 7/20(35)
5/16(31) 6/12(50)
7/7(100) 2/7(29)

6/31(19) 1/24(4)
7/15(47) 6/12(50)

7/13(54) 8/15(53)

16/28(57) 17/27(63)
50/88(57) 55/90(64)

11/31(35) 2/35(6)

16/29(55) 4/32(8)

Tapering within 30 days

PSL 05 mg/kg 21 days
PSL 0.25 mg/kg 21 days
PSL 40 mg 14 days
Tapering within 12 days
PSL 40 mg 30 days
Tapering within 30 days
PSL 40 mg 28-32 days
mPSL 80 mg 4-7 days
Tapering within 28 days
PSL 40 mg 30 days
Tapering within 14 days
mPSL 1000 mg 3 days
mPSL 60 mg 4 days
Tapering within 22 days
mPSL 32 mg 28 days
Tapering within 14 days
PSL 40 mg 28 days

PSL: prednisolone, mPSL : methyl-prednisolone
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— cytokine profile B 1

Granulocytes/mono l Corticostorod d*1 h J l HD
cytes apheresis orticosterot &Plasma Exchange

(GMA) l
Liver Transplantation ( ? )

Fig. 6 A treatment algorithm based on the authors’ perception and im-
plies that every listed intervention has an indication provided patients
are sub-grouped based on their clinical and laboratory indicators of dis-
ease profile.

RF =renal failure, HD = haemodialysis.
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Japan Alcoholic Hepatitis Score can help management
of patients with alcoholic hepatitis

Yoshinori Horie"®*, Yoshivuki Yamagishi”, Hirotoshi Ebinuma®, Takanori Kanai®

Ability of a new scoring system for alcoholic hepatitis (AH) Japan Alcoholic Hepatitis Score: JAS) to predict
outcome was confirmed in the data of patients with AH in 2011. Twenty six hospitals provided full demographic
data on 59 patients with AH (Moderate 26, Alive 22, Dead 4; Severe 33, Alive 16, Dead 17). There was no report
of death in patients with mild AH (JAS score was 7 and less). Prevalence of renal failure, DIC and gastrointesti-
nal bleeding was higher in patients who were died. Cr and PT (INR) were higher in severe AH patients who
were died. These results suggest that JAS allows the stratification of the risk of death in AH, and can help the
management of patients with AH. If there is any 3 points factor, intensive care such as corticosteroids, granulo-
cytes/monocytes apheresis, plasma exchange and haemodialysis is recommended.

Key words:  alcoholic hepatitis score corticosteroids granulocytes/monocytes apheresis

leukocytapheresis
Kanzo 2014; 55: 22—32
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