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SEVERE ALCOHOLIC HEPATITIS : COMPARATIVE CLINICAL STUDY
ON THE LAST 20 YEARS CASES
AT THE JIKEI UNIVERSITY HOSPITAL

Kazuhiko SAkamMoTO, Mitsuru OHATA, Hisato NAKAJIMA,
and Masayoshi YAMAUCHI

Division of Gastroenterology and Hepatology, Department of Internal Medicine,
The Jikei University School of Medicine

To elucidate clinical characteristics in severe alcoholic hepatitis (SALH), clinical features
were reviewed and compared in 17 patients with SALH and 31 patients with nonsevere
alcoholic hepatitis (ALH) admitted from 1980 through 2001. Diagnoses were made on the
basis of criteria formulated by the Japanese Research Group for Alcoholic Liver Diseases.
Neither mean age nor cumulative alcohol intake differed between patients with SALH and
those with ALH. However, the percentage of women was significantly higher among patients
with SALH. The incidence of clinical symptoms, such as fever, diarrhea, ascites, and hepatic
encephalopathy, was higher in patients with SALH. White blood cell counts, prothrombin
time, and serum levels of total bilirubin, blood urea nitrogen, creatinine, and discriminant
function on admission were significantly higher in patients with SALH, whereas serum levels
of transaminases and albumin were lower. Among patients with SALH, mean age was lower
in women than in men. Although cumulative alcohol intake and duration of drinking among
patients with SALH were less in women than in men, daily alcohol intake did not differ.
Serum levels of transaminases in patients with SALH were higher in women than in men.
Among patients with SALH, those who died (death group) and those who survived (survival
group) did not differ significantly in sex ratio, mean age, or cumulative alcohol intake.
However, serum levels of creatinine and c-reactive protein were significantly higher in the
death group than in the survival group. Renal function deteriorated rapidly in the death group.
Although the rates of hepatic encephalopathy, gastrointestinal bleeding, and pneumonia did not
differ between the survival group and the death group, rates of renal failure and ascites were
significantly higher in the death group. Mean survival in the death group was 44.8 days.
Plasma exchange tends to lengthen survival. Therapy based on the mechanisms of alcoholic
hepatitis should be developed.

(Tokyo Jikeikai Medical Journal 2003 ; 118: 79-90)
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RO B SR RIR b bas - FHEA RS &
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7T, FEEE 512461 5%) BL T v — ik
FF2 31 41 (5B 27 3, 2ok 4 1, ¥ 4EHR 50.6 £
8I9m) TH2. ZholdefIHAERET1HS3
AR, 10 FLA O 2 H 3 % B (ZoEd)
DO—ERI1Z 10 FELATF) ThH o 72, F 72 ABEEE O i
H 5 WIFRFME T, 24 HBs fiiJis & ' HCV
PRI TH - 7o, FHESHRNIEERS L7, 7
Va— VR B X OEER 7 Va3 — VA D
LW CERE R AT OISR (BHID Okt
B cfE o7, ZORMEREIC X S &, [HRTE
DOHEMEZE L LU CHIAEL, AST EBAIOIME + 7
VAT EF—¥DOLER, 2mg/dl L EOMELE Y
VB Y BRIz g, FEE, BAmBkEin, ALP
O R (EHME RO 1.6 52 1), yGTP o L&
(EFEME LR 2 E ) 05 5 3HEMU EE2ED
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DIz Z AR 21 9% H, 35%%H, 589K
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a—HERFR (ALH) ORERE S X UK
FRE(E O LR G

BHFEM T Va2 — VR 17TE L 7 v a— ik
FF 31 Bz BV, BRIRAETR (MR, i, HE
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7= Maddrey 59 13 7 v 2 —VEERFR O BEE %
7u burbEUVEEB X IERE ) L E fEIC
THET % Z L 2B L, Discriminant Function
(DF) (=4.6XPT () +# V> (mg/dl))
ELTIRELTWS, DR IZE QIKEIZBWT
EEEOHECHEASNTEY, Ihsizo2nT
b HigRET L7z,

S SIWCHEER 7V 2 — VR B AEER 10
B EFETHI 7 Bl E L, BRIKFTR, ERRERZA(E
ZIBIRES L, PRICBES T 2R T2REf L7z, &
TR, FECHIOBEEREDOHE 2 a2 L &
b1z, SPHEDHEEIZ OV T b KRS L7z,
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SREBMRE U7z, E7EER 7V a— VR
BT BN B R A % HLERRET L 72,

3) EERT VI — VR OBEE L TR

WZBE9 2 MG
HERER Y V2 — VR 17T BlOEEES L O
TFRICEAL THRET L7, e &GIE0ERME
DWTHET L7z, FEEHNIEERCIET £ TOH
Bz oW ThiaT Lz, BRI CHNIZET
(2 H~124 H) £ T L, 4ERNIZER: T(32
H~118 H) D#iggE L7:.
4)  EERERNT
MEEE O 7 — 5 13§ X CEEE HE%FEE T
RUTz. 2 BRI ORI t #E (Student’s f-test
B 5\ Welch’s t-test) & %\ 1% x 2 HITHRE %
vz, p<0.05%2b> CTEEEZDD LHEL .

I #% xR

1) EER7T VI —VERFR (SALH) 7 v
a— VR (ALH) OEFRERB X CERR
RRARAE O FLfgiiaS
HER T Va2 — VR (SALH) 2fle 7 v
a—VHERFR (ALH) 2fIORER % e L
7z (Table 1). 3 1& SALH T i3 5 4 9 #
(52.9%), Z: 8 51 (47.1%), ALH TI3H i 27 f
(87.1%), Zt 441 (129%) TH -7z, KEHID
Wat i, BEER T VI — VIR OFERIZ S
1, ZME & B IZIZFRETH > 728, — D7 v a3 —
WHERFRICEHANS &, ZHEOFERITN 4 FOE
BETh-oTz, FERIE SALH Tk 51.2+6.1
%, ALH Tl3506+89& LE2HD T, F1-8
HEWE (Wioy  —HE (kg) 2BWTH,
SALH Ti% 1,078 +536 kg, ALH Tl 1,1254+595
kg LHEELEZEDE» o7 (Table 1), EEFRGE

Table1 Clinical features in the patients with severe alcoholic hepatitis (SALH) and alcoholic
hepatitis (ALH)
SALH (n=17) ALH (n = 31)
Total (n=17) Death (n=10) Survival (n=7)

Age (years old) 51.2+6.1 50.3+6.2 52.4+6.1 50.6+8.9

Cumulative alcohol 1,078+536 1,163£651 957381 1,125+595
intake (kg)

Abdominal pain (%) 11 (64.7%) 7 (70.0%) 4 (57.1%) 15 (48.4%)

Fever (%) 15 (88.2%)® 9 (90.0%) 6 (85.7%) 16 (51.6%)

Diarrhea (%) 12 (70.6%)® 7 (70.0%) 5 (71.49%)° 9 (29.09%)

Ascites (%) 12 (70.6%)? 9 (90.0%)" 3 (42.9%) 8 (25.8%)

Encephalopathy (%) 11 (64.7%)* 7 (70.09%) 4 (57.1%)° 4 (12.9%)

a: p<0.05, vs ALH b: p<0.05, vs Survival c: »<0.05 vs ALH
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RTIEFEL (88.2% vs 51.6%, p=0.0112), TFHi
(70.6% vs 29.0%, p=0.0055), fEAK (70.6% vs
25.8%, p=0.0026), HFHERGE (64.7% vs 12.9%,
$=0.0002) 28 SALH THEZSHE ICHED >N
7z (Tablel). I (64.79% vs 48.49%) 1F MR
TEZFD 572 (Table 1),

%72 SALHI7 %3661 10 fl, E7FH1 7 Hihc
SO CHRETT % &, LU L AFEITIEE (L
B 50.0% vs 42.9%), 4FE (50.3+6.2 5% vs
52.4+6.1 1%) , FEFAKE R (1,163+651 kg vs 957+
381 kg) WCIZEMa o7z (Tablel), R
(2234984 vs 235+1424F) b EAHDHT
(Fig. 1), 1 HERW R IZSETHIDSEFHN N,
L ERA (139+71 g/H vs 11623 g/H) %7K
U7z78, MMM EEZ RO L »ro7: (Fig.
1). EGEREER CIREAKDEE N THI CEEICE
Kic@E» s>tz (Tablel, p<0.05). SALH 47
Ble ALH & QL Tk, T, FFERGE OSERE 23
SALH O4FTid ALH 2H, E8EETH -
7z (Table1, p<0.05).

SALH 8 & " ALH O [ R # % & % Table 2
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Data are expressed as mean=+SD.
NS : not significant
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»<0.001) 1& SALH THEREWKMEER LTz, B
BBl BUN (25.1 mg/dl vs 12.7 mg/dl, » <0.05),
Cr (2.1 mg/dl vs 1.0 mg/dl, »<0.05) &% SALH
THEIWCEMEZR LT, £/ Maddrey 59 DEIE
L 7z Discriminant Function (DF=4.6 XPT
() +# v v e~ (mg/d)) i SALH T
102.7+11.2, ALH T67.1+£5.8 & ALH IZ kb X
SALH TEEHEEZR L (p<0.001).
SALH %#2ETHI & &FFFNC 7 1 THRET T 2 &
(Table 2), Crf(3.0+2.8 mg/dl vs 0.8£0.3 mg/
dl, »<0.05) BXUCRP{EH(8.84+4.8mg/dl vs
3.5+4.9mg/dl, p<0.05) iFFETHIHEFEN A~
THECHEE®~ Lz, U» L HAIMmEkE (26,337/
mm? vs 15,506/mm?) 1ZFET-H T Ef 2R L
Je b8, MEIFENLEIRED o7z, ZOMODEH
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The comparison of alcohol intake in the patients with severe alcoholic hepatitis.



HER 7V 3 — )V HERFR 83

Table 2. The comparison of laboratory data between the patients with severe alcoholic hepatitis
(SALH) and alcoholic hepatitis (ALH)

SALH (n=17) ALH (n = 31)
Total Death (n=10) Survival (n=7)

WBC (/mm?) 21,877+23,475* 26,337+29,321 15,506 +15,317¢ 8,528 +4,233
PT (sec) 16.9+1.6* 16.7+1.6 17.2+2.1¢° 12.3+1.3
AST (IU/L) 182103 175117 192+97 3354234
ALT (IU/L) 75+69* 61+39 95+103 151+103
T. Bil (mg/dl) 21.5+5.3* 22.5+6.8 20.144.3¢ 8.74+8.5
yGTP (IU/L) 413280 412+201 414+397 957+915
Alb (g/dl) 2.5040.34° 2.57+0.42 2.40+0.23° 3.80+0.90
BUN (mg/dl) 25.1+£24.22 32.7+31.1 14.2+8.5 12.7+4.72
Cr (mg/dl) 2.1+2.42 3.0+2.8° 0.84+0.3 1.0+0.5
DF 102.74+11.2% 103.5+11.7 101.6+10.1°¢ 67.14+5.8
CRP (mg/dl) 6.6+4.8* 8.8+£4.8" 3.54+4.9° 2.3+1.9

a: p<0.05 vs ALH b: p<0.05, vs Survival c: »p<0.05 vs ALH

RIREAEIZFE T & A & CTHERZ 2RO BEEZSRLZ: (Table2).

Mofz, 72 DF (103.5+11.7 vs 101.6+10.1) % SALH 2 50 2580 & 50 THEZE 2@
MHFTEEAD E o7z, SALH O £ 774 & D 7ZEHEREIC D W TR S % 72 ABeRE 6 L A
ALH L zHigd 5 &, gimEkE, PT, T. Bil &, Bete 2~7 H12) OB HEREDHER 2 iES L7z (Fig.
DF 73 SALH £ cERECHEELRRL, AlbfE  2). £FFIO Cr EIZABERE 0.8 mg/dl iz L, A

Death Survival
I NS — I NS E—
32.7%+31.1 56.9 = 42.0 14.2+85
~ e 17.9+11.3
g 128 = 30
AN AN
X 20| T
z 40 Z 10
2 20 =
0
On admission 2-7days after admission On admission 2-7days after admission
Death Survival
N
’—p<0.05—\ ,— S —
3.0+28 55%3.5 0.8+0.3 0.9+0.6
~ 8 ~
S 6 S 1
3 3
g ¢ R
5 2 5
0 0 . . . .
On admission 2-7days after admission On admission  2-7days after admission

Fig.2. Changes in renal function after admission in the patients with severe alcoholic hepatitis.
Death : the patients who died
Survival : the patients who survived
Data are expressed as mean=+SD.
NS : not significant
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BE 2~7 H2 0.9 mg/dl &850 38D 7 p o 1253,
FETH T I ABERE Cr 3.0 mg/dl 12t L, ABE 2~7
HE21Z 5.5 mg/dl e FEREMER LT (p<
0.05). %7z BUN A£G T3 ABERF 14.2 mg/dl
kL, ABE2~7 H# 17.9 mg/dl ¥z o
o le by, FETHI Tl ABERF 32.7 mg/dl 1t
L, ABE2~7 H#1213 56.9 mg/dl & HfEm %
U7z, Lo UREHEINICE EZ IR B o Tz,
R & EFHIOEHHE & g3 % & (Fig. 3),
A4 (90.09 vs 14.3%, p=0.0018), 187K (90.0%
vs 42.99, p=0.0358) IFETHITHEIC EHIE %
U7z, Z72HERGE (70.09% vs 57.1%), ML
HI (40.096 vs 14.3%), fifizé (40.095 vs 14.3%)
WFETHI R WEA 2R L7228, SRt e 213
RO nroTz,
2) EHEBRT7VI-VEFRBIUOT7Va—
PR DGR ER I 81T % 2B 2 MG
HER 7 Vv — VEFREEB LT VO — v
TERTFR B3 O Mz % HlgeiaT U 7z (Table 3) . 4
i SALH D Ze B H SALH o BRI & 0 74
THo7zh, ALH OZMFI & 3E 2D R Hhr->
7z (Table 3). BEHEKFER (Firy / —VEE) X
SALH, ALH & & BHHI AL ER N E R

Renal failure

P=0.0018

90.0%

100 100

1%

DETHNREL TWwizas, SALH & ALH T3 5%
LEbEERD,»oTz (Table3), F7: SALH
TR X ) 15.3+9.1 48, Bk 28.1+
8.3 4 L MBI T ETE M (p<0.005) THE
FER 7V a—VEFREFEL Tz (Fig.1).
Lol 1 HEP&E (115+19 g/H vs 143+67 g/H
WEZE =R o7z (Fig. 1),

SALH O& R E(E (Table4) Tl AST
BT 237499 TU/L, SE44fIT 133485 1U/
L, ALT ZZ&FI< 113+88 IU/L, FEMHHIC 41+
251IU/L e Pl cHARCRMEER L (20T
M p<0.05), HIMEREC (24,875/mm?® vs 19,212/
mm?®) [FZEF TR WERD D > 7228, HEHF
BFEEED TP, %72 T.Bil, ALT, yGTP,
PT, Alb, BUN, Cr 2137 #F8&® 72 - 7z (Table
4). 512 DF 3%k 103.2, Hk 102.3 & MR
TEEFDI» -7 (Tabled).

3)  EERT VI VERFROBES X Tk

BRI T B kG

HRER Y V2 — VR 17T BlORBENE B &
U FP#% Table5 2R d, {HEELTEAT A
F#H| (PSL), ZVhTreq R V¥ (GD),
m#Ezn (PE), IMEN (HD), BT 3 /.

Encephalopathy

’— NS
70.0% _‘

D Death

50 50 - Survival
0 0
GI bleeding Pneumonia Ascites
r p<0.0358
100 ’— NS 100 ’— NS 100 | 90.0%
5o | 40.0% 5o | 40.0% =0 9.0%
0 0

Fig.3. Complications of severe alcoholic hepatitis.
Death : the patients who died
Survival : the patients who survived

GI : gastrointestinal



HER 7V 3 — )V HERFR 85

Table 3.
and alcoholic hepatitis (ALH)

Gender difference in clinical features of the patients with severe alcoholic hepatitis (SALH)

SALH (n=17) ALH (n=31)
Female (n=8) Male (n=9) Female (n=4) Male (n=27)
Age (years old) 48.3+4.22 53.8+6.4 49.3+9.5 50.9+9.0
Cumulative alcohol 7462720 1,373+ 485 652-£ 150" 1,195+ 605
intake (kg)

Abdominal pain (%) 6 (75.0%) 5 (55.6%) 2 (50.0%) 13 (48.1%)
Fever (%) 7 (875%)°¢ 8 (88.9%) 1 (25.0%) 15 (55.6%)
Diarrhea (%) 6 (75.0%) 6 (66.7%)¢ 1 (25.0%) 8 (29.6%)
Ascites (%) 5 (62.5%) 7 (77.8%)¢ 1 (25.0%) 7 (25.9%)
Encephalopathy (%) 6 (75.0%) 5 (55.6%)¢ 1 (25.0%) 3 (11.1%)

a: p<0.05, vs SALH (Male)
b: »<0.05 vs ALH (Male)

c: p<0.05 vs ALH (Female)
d: p<0.05, vs ALH (Male)

Table4. Gender difference in laboratory data of the patients with severe alcoholic
hepatitis

Female Male p value
WBC (/mm?) 24,875+31,014 19,212+15,317 NS
PT (sec) 17.0+£2.2 16.8+1.7 NS

AST (IU/L) 237499 133£85 »<0.05

ALT (IU/L) 113+88 41425 »<0.05
T. Bil (mg/dl) 23.4+7.3 224442 NS
y GTP (IU/L) 511+328 326+172 NS
Alb (g/dl) 2.56£0.34 2.46+0.31 NS
BUN (mg/dl) 23.5+194 26.5+32.3 NS
Cr (mg/dl) 2.3+3.3 1.9+2.1 NS
DF 103.2+10.1 102.3+11.5 NS
CRP (mg/dl) 6.2+5.9 6.945.3 NS

Bk (AA), 7uxy 77>y v E(PGE) % ¥k v, = o=

72 I3 E DR THAT S NWIERI N L 22 5 Tz,
AN 7B, FECHNZ 10 B BET-3K 58.8%) T
bV, BT TOHBIZFY 44.8+50.1(2~124)
HTh o7z, IWEFIEFIETHNC BT 10 fith 9
B1(90.0%) IcATaA FHIZHEHALTCEY, £F
BhziE 7 B 4 1 (57.19%) 12 27 a4 RFHE
anien, BRAMEHS TR EroT. £123E
BN B TSR D 5 I MHEE T HE ] 6
B & MAEAHRIEGE B 4 B CHEL % CTo HEUR T
WY % LHi#E T 69.2+52.0 H, %% TlZ8.3+
75 HE, MEEZHBEOMRIC LD, BREICEFDR
DEER L7z (p=0.0259). Lo LIER OIGFIC BT
2 Tk % B CHRRET 3 % & (Table 6), ¥ Ok
BHHEMTIERELSRIBD SN o7,

AFLTIZ WHO OFEHE L 2 KEMWHE, T 74
bbiiry /—n#EICLTHEH 150 ml BAE(H
AR 5 AELLR) ORRIEE OHEE B 1965 4£T
#7102 T ATH 2 Dt LT, 1994 4F12 14
231 HFAANEHEIL TWwaD, ZHefE->T, 7
I — VRS, R 7V 3 — VR A R ERER
TNA—NVEFRPEHSNE X ICR->TE
7299 Udn L—ED 7V 2 — VTR E D2 W5
AW > CEEBREMTON I DL 1978 F9 B
£ UM 1986 2 D ERERIFWISCERR AL [ 77 v
I —)v EFF] WHgeEE (EE : RNERES) X3
7= riEE, T0B CEFRY ANV ADE
NNy =7 X = SRS I WARA B S A N = S A Y e
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1%

Table 5. Clinical course and therapy in the patients with severe alcoholic hepatitis

sex Age PSL GI PE HD AA PGE Death

1 F 55 [ ] X X X X X 17
2 F 46 o o o X X X 18
3 M 41 () [ ] [ X [ X 116
4 M 49 ® X X X X X 2
5 M 54 [ ) X X X X X 2
6 F 45 (] o o X o X 109
7 F 47 o o X [ ) X [ 27
8 M 61 X X X X X X 12
9 F 48 o o [ [ ] (] X 21
10 M 57 [ (] [ [ J [ ] X 124
1 M 50 [ [ ] o X X X
12 M 56 () [ [ ] X X X
13 M 62 X X X X X X
14 F 43 X X X X [ ] X
15 F 54 X X X X X X
16 F 48 o o X X X X
17 M 54 [ ) (] [ ] [ J [ ] x
PSL : prednisolone, GI : glucagon insulin therapy, PE : plasma exchange, HD : hemodialysis,
AA : aminoacid therapy, PGE : prostaglandin E

Table 6. Efficacy of therapies VERFREE OHELSEIL,  O¥EILSEED R

Therapy Survival Death p value
+ 4
PSL B 3 »=0.1160
+ 4 6
GI =0.9062
- 3 4 4
+ 3 5
PE p»=0.7715
— 4 5
+ 1 3
HD »=0.4522
- 6 7
3 6
PE or HD »=0.4858
- 4 4
+ 2
AA B 5 »=0.6275

PSL: prednisolone, GI: glucagon insulin
therapy, PE: plasma exchange, HD:
hemodialysis, AA : aminoacid therapy,
PGE: prostaglandin E

1992 £ 0 e EHFHEY CORER G AT IV
I — VIERFEZS, R ORBRIICBE 2 5

SR SHB) OATH L, BNIEO 2 [ DO
BT, A TIREBER OIS T, 7 va—

BEZOMINO—H & 72> Twd 2 ERBHS M
NS F-EHEHIC L S 1992 FEDOFHEIC L B
D 1986 S 191 FEFTO6FEFTDO T IV
I — VMHEATEE DS IRk X 2B L R o 7
2, Ta— VR BT B Lo R0 B
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