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HE. BE HihEiER R E N Bl (high mobility group box-1 protein, HMGB-1) 1
A 18 (keratin 18, K18) XH& P 259 1 AF46147 ( chronic drug-induced liver injury,
cDILI) BE AR EMTIME. Fik L2016 41 4 1 HE 202443 A 31 H
ST B B s T S 2 PO A WA oDILL B Mg a4, #1712 S AW . %
LR AR H MR, SR FH B G0 728 W FFE vk A0 1 5% HMIGB-1 ¥ B2, R FH R fvioks
A 27 G B 2 43 AT 1 K 1fiL 1 caspase 24 % 19 K18 J Bt ( caspase-cleaved keratin 18,
ccK18) FI4K K18 (full-length keratin 18, FL-K18) &, T #5% (ccK18/FL-
K18 )., R E ABERHERS . YR, RE S (body mass index, BMI ), IfiL/IMiiT4kL
(platelet, PLT ). NRAMZAILL M (alanine aminotransferase, ALT ), K& % R 2 &
40l (aspartate aminotransferase, AST ). HfP:#EfR [ ( alkaline phosphatase, ALP ).,
V- RS EE ( gamma-glutamyl transferase, GGT ), GJHZLZE (total bilirubin, TBil ),
#%E Il B )5 ) A ( prothrombin time, PT), %% Bk & A G (immunoglobulin G, IgG)
Ao ARIEBETT LS TN B R R A e R R A, e R
RIEFRI 2 F . SRR E M Z N E Logistic [81 194387 4 W14k 27 K S 1 52 mi PR 2%
R B 269 B cDILL 35, hA4AFEIR 511 %, Lok 78.1% (210 #41] ), Hfi
HMGB-1 /K3 5.5 pg/L, ccK18 4 342.4 U/L, FL-K18 & 723.4 U/L, ¥k K%
fit fH BEAEWS (TP 499 £ 1K 53.9% ) MIBMI[ (232 +3.1) kg/m’ tb (24.2 +
3.5) kg/m’] WEM T EWAL ¥ 4H, ALT (tP{7%: 116.0 U/L [ 32.0 UL ). AST
("% 175.0 U/L L 32.0 U/L ), ALP ( "%k 121.5 U/L £ 91.0 U/L ), GGT (
i %. 97.5 U/L H 47.0 U/L ), TBil ( 474 23.3 umol/L  13.4 pmol/L ), PT ( H i
B 119s b 11.5s) M IgG (A% 14.6 g/L I 12.7 g/L) /K- RBEHE TAYF:S
firtll (P35 < 0.05), Wbt R B E HMGB-1 (. 5.6 U/L It 5.2 UL),
ccK18( Hir%k: 6766 UL L 1904 U/L ) K FL-KI8( Hiik: 1434.5U/L H 401.6 UL ) 7K-F-3
WEETAEYEZE M, W38 BT A g i a (P A% 0.451£0.50),
ERWHEGITFE L (P <0.05), £ HE Logistic 7152 #7 %1, HMGB-1 7/K-F
(OR=1.085, 95%CI: 1.022~1.152, P=0.007 ), IgG 7/K*F (OR=1.030, 95%CI: 1.011~
1.049, P=0.002). AST 7/KF (OR=1.002, 95%CI: 1.000~1.004, P=0.037). HF4H
Mo 1558 ( OR=2.642, 95%CI: 1.190~5.864, P=0.017) & cDILI & & 4= Yk ¢ K 5%
A ST S P &, T dR SR ML R4 I R (OR=0.085, 95%CI: 0.010~0.749,
P=0.026), Z5it = HMGB-1. & IgG. = AST. KT 55504 i 4147 %92 cDILI
B LA R G R 0 ST fE e 2, HMGB-1 1 K18 AJ/E M5l cDILI £ 3 5 J5 )
bR EY

KW 1B bR G IR R IR B fASRI 18
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Predictive value of high mobility group box-1 protein and keratin 18 for biochemical
nonresolution in chronic drug-induced liver injury

Yang Wucai', Xiong Yuting’, Wang Chunyan', Wang Wenchang', Li Xuyang', Guo Chang', Fu
Yiming', Wang Jianjun', Ji Dong' (1. Senior Department of Hepatology, Chinese PLA General
Hospital, Beijing 100039, China; 2. Department of Hyperbaric Oxygenation, Beijing Tiantan
Hospital, Capital Medical University, Beijing 100070, China)

Abstract: Objective To investigate the predictive value of high mobility group box-1 protein
(HMGB-1) and keratin 18 (K18) for biochemical nonresolution (BNR) in patients with chronic
drug-induced liver injury (cDILI). Methods Initial treatment patients with ¢cDILI admitted
to the Fifth Medical Center of Chinese PLA General Hospital from the January 1st, 2016 to
March 31st, 2024 were enrolled and followed up for 12 months. Fasting blood samples were
collected on the day after admission. HMGB-1 concentration was measured by enzyme-linked
immunosorbent assay, caspase-cleaved keratin 18 (ccK18) and full-length K18 (FL-K18) were
detected by magnetic particle based chemiluminescence immunoassay, the apoptotic index
(ccK18/FL-K18) was calculated. Baseline clinical data at admission were collected, including age,
gender, body mass index (BMI), platelet count (PLT), alanine aminotransferase (ALT), aspartate
aminotransferase (AST), alkaline phosphatase (ALP), gamma-glutamyl transferase (GGT), total
bilirubin (TBil), prothrombin time (PT) and immunoglobulin G (IgG). The patients were divided
into biochemical resolution (BR) group and BNR group according to follow-up outcomes.
Differences in the above indicators between the two groups were compared, and univariate and
multivariate Logistic regression analysis were performed to identify the influencing factors for
BNR. Results A total of 269 patients were included with a median age of 51.1 years and 78.1%
(210 cases) were female. The median HMGB-1 concentration was 5.5 pg/L, median ccK18 was
342.4 U/L, and median FL-K18 was 723.4 U/L. Patients in BNR group had significantly lower
age (median: 49.9 years vs. 53.9 years) and BMI [ (23.2 + 3.1) kg/m’ vs. (24.2 + 3.5) kg/m’] than
those in the BR group. Meanwhile, the levels of ALT (median: 116.0 U/L vs. 32.0 U/L), AST
(median: 175.0 U/L vs. 32.0 U/L), ALP (median: 121.5 U/L vs. 91.0 U/L), GGT (median: 97.5 U/L
vs. 47.0 U/L), TBil (median: 23.3 umol/L vs. 13.4 pmol/L), PT (median: 11.9 s vs. 11.5 s) and
IgG (median: 14.6 g/L vs. 12.7 g/L) were significantly higher in the BNR group (all P << 0.05).
Patients in BNR group had significantly higher levels of HMGB-1 (median: 5.6 U/L vs. 5.2 U/L),
ccK18 (median: 676.6 U/L vs. 190.4 U/L) and FL-K18 (median: 1434.5 U/L vs. 401.6 U/L)
than those in the BR group, while the apoptosis index was significantly lower in the BNR group
(median: 0.45 vs. 0.50). All the above differences were statistically significant (all P << 0.05).
Multivariate analysis showed that HMGB-1 (OR = 1.085, 95%CI: 1.022~1.152, P = 0.007),
IgG (OR =1.030, 95%CI: 1.011~1.049, P = 0.002), AST (OR =1.002, 95%CI: 1.000~1.004,
P =0.037) and hepatocellular damage pattern (OR = 2.642, 95%CI: 1.190~5.864, P =0.017)
were independent risk factors for BNR, and apoptotic index was a protective factor (OR = 0.085,
95%CI: 0.010~0.749, P = 0.026). Conclusions Elevated HMGB-1, elevated IgG, elevated AST,
decreased apoptotic index and the hepatocellular damage pattern were risk factors for BNR of
patients with cDILI. HMGB-1 and K18 could serve as novel biomarkers for predicting prognosis
in cDILL

Keywords: Chronic drug-induced liver injury; Biochemical nonresolution; High mobility
group box-1 protein; Keratin 18
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T8 25 W % P 5 495 ( chronic drug-induced liver
injury, cDILI) &2t (drug-induced
liver injury, DILI) A8 P44 438 9k 52 11 o 22 4
5, RAEFEN 8%~20%" ", IiARME Wi, Bl
ZARIIRYT G IR E AR #, 54 19.3% ¥ cDILI
BE I EM 2R G, IF ATk — 2Dk R A
Tl T 8o S 2R W Y, BT, oDILI /1 I
PRGN R S 2 Wibr B e = MRS, mRT5 T
R LA v R B RN AR S B T A i A DA AR TR
W2 Wi AU TR R B0, BUA BT EM, Mt
% %% & H B1 (high mobility group box-1 protein,
HMGB-1) Fiffi#E [ 18 (keratin 18, K18 ) /L2
P DILI 2 Wb v A SRR 8 3% 1 Tt Gz 7Y,
(X SEFREYITE cDILI H I PR B (1 A B
Nk, A58 8§ 76 1745 HMGB-1 & K18 7E cDILI
s W R I R, IR R ARG
i RAFAE S e R 2, DISA oDILT FE BRS HE S
EEBRAMARAIRT TSR AR
1 {#RIEH*E
1.1 BF st % L2016 4E 1 A 1 H & 2024 4 3 A
31 H TRl A B B e 5 R 2 O R BE IR TT BIRIIR
2 Wi Ay oDILI 1Y (8 35 S BF 58 X 4, oDILI (1912 Wi 2
% (P E Y2 R R R (2023 4R ) P
9 A b5 . D2 Wk eDILL; @ 4F i = 18 %
QWifE =6 H; @& /R ILTH R F R XA
fii ¥ (Roussel-Uclaf causality assessment method,
RUCAM ) > 6 43, HEBRARUE: O F IF H A A,
Qs BRI AR L TR M L A AR DG B I
5. H BRI . RHGEARE R R R AR RS SR
& QBAIEL . BEIRIIREAS; QEEM
JEN L, DT IRSH LI M @I IR TR 5E
K ARWFFEARAF A R R B 2O B
GLa b (KY-2024-3-53-1), Jirf iR 45 8 50 1%
[ A5
1.2 A A B s D AR BB A BE i S
KGR, WIEER . PR, ARFEFEE (body mass
index, BMI), H#Z % LA IHIES, LR ERInt
FE M/ MTEL (platelet, PLT ). N2 FREFEE; FL
(‘alanine aminotransferase, ALT ), K& %R 2 HFs
# T (aspartate aminotransferase, AST ). #% 74 B
% i (alkaline phosphatase, ALP ). v-2+ 4 It 4% #%
fiff ( gamma-glutamyl transferase, GGT ), MHAHZLZE
(total bilirubin, TBil ), HEILEEEHTH] ( prothrombin
time, PT). # % ¥k #& 1 G (immunoglobulin G,
1gG) %, PR 7 LU # 50k

YRR ER . 11

1.3 HMGB-1 #= K18 # #&m  {ifi ] JC & . 25 % Ifil
% (EDTA-K, Prifts Moo B IR BEE ) REBRHA
BEUk H il fRas EE bk I, SRAESS 30 min N T =i
(20~25°C) FLL2000xg &> 10 min LLArE i
K3, 80 CHAFFREH . 112 HMGB-1 ¥R FER
XUPCAAR I U it A 8 M o) s X500 8 ( sl e o
R R A A BR 2 F], E-EL-H1554) % ; 1L
1% caspase 241 K18 Bt ( caspase-cleaved keratin
18, ccK18) #1 4 K K18 (full-length keratin 18,
FL-K18 ) ¥/l F N K18-M30 (b st 44
ARG AR F], 20222400198 ) F1 A K18-M65
(At A I HE AR ey A IR A F], 20222400197 )
RETRORE Ak 27 G G A A i e o ARG el e 7™
& A A R S B E UL, RERER SIS AR B AR
M A A, T F8 %00 ccK18 5 FL-K18 iy
FofE "

14 Rar BT B 35 A 12 A H i YE £ B
Ui, B34 H AT D IRIGIRIEAL, DLITAS £ P ik
SERGERO) R AN O A WAk R 2% i 5 (] )G
B OLIRITE 1A H NIESE 2 ORI B R
ALT. AST Fl ALP 4 < 1E# {8 FFR (upper limit of
normal, ULN); @12 H NHERHIRIME ALT &%
AST > 1.5x ULN, B ALP > 1.1 x ULN; ® %
Ho s T B 05 Y AR Bl 45 R B
= IR A R G R4, LA 4L AR
FHIEASE R . FELIEbr Eo b B 25 5, IF
SN E AR R AR 2R

1.5 it 542 R RN (4.3.2, http//www.
r-project.org/ ) HFATHE I 4. BMI AAF G IER
AR HTHEEERE, DLx+s Fon, PN LR
MSTREAS ¢ ke B0, 4P, e . PLT AR AIEDS
SRATITHRORILL M (P, Pos) o, PRI
K H Mann-Whitney U K56, 51 45 11 578k LA
BIECF () AR R, WilE) sk H Pearson
R, it B E £ A & Logistic [11 9 43 #r
cDILI B AW F R E ST R R R . DI
f P < 0.05 MESFAGITFE L,

2 R

2.1 —fFA LA 269 H%)I4 cDILI B,
PAEWY A 511 %, Ltk 78.1% (210 4] ), BMI
H (23.5+3.3) kg/m®, PE 2GRS0 5 i
(35.7%, 96 %), HUCHIRAHIZE (29.0%, 78 fi]) Fi
a1 2y (27.5%, 74 ), S IFAE T, 16.0%
(43 1)) BEAIFE MG, 14.9% (40 ) &
M, 5.94% (16 #]) & IFFERAE. D5 12 1~H,
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101 5 f & A A2 i, 168 Bl & AR Wik 2i ok
et WA R R 2 R AR I AT BMIT I 3
KT AWk # A, ALT. AST. ALP. GGT.
TBil, PT & 1gG /K V-5 & & TAY b # Sl (P
¥1<0.05), MRS, EfE. nTEE . (L
FeB A2 R TG 2R L (P> 0.05), WE 1,

2.2 #4818 HMGB-1. ccK18 % FL-K18 /K-F ‘E#)
b2 K 22 i 41 H % HMGB-1 ( P57 % 5.6 UL L
52 U/L ), ccK18 ( fii%L: 676.6 U/L Lt 190.4 U/L)
K FL-K18 ( Hifi%: 1434.5 U/L . 401.6 U/L) /K
R E T AR A, AT R AT
Y g R (P 045 18 0.50), 2= 54

CREFIER A CRTRR ) 2026 4F 55 18 % 55 1 44

BB (P <0.05), g1, A1,

23 AR FREMAG Y AR E  ET L R
(F 1 P<02F5hr ). LMD RN R
By (32) ke a1 Z &K Logistic [543
Br, @55 F0, MGB-1 /KF (OR=1.085, 95%CI:
1.022~1.152, P=0.007). IgG 7/K°F ( OR=1.030,
95%CI: 1.011~1.049, P=0.002). AST /K*F (OR=
1.002, 95%CI: 1.000~1.004, P =0.037). HT4H 14
i (OR=2.642, 95%CI:; 1.190~5.864, P=0.017)
J& cDILI i & A W1k 2% oK 22 i 0 ol 37 fa B I %
TR ECR ML R R R (OR=0.085, 95%CI:
0.010~0.749, P=0.026), W3 3.

R EMUFERASEMUFERERA DILI BENELEH

o
Bk
S

EXVR 2 3 %k

A HAFE RE R

E5il s
"R (269 #1 ) (101 41 ) (168 41 ) LA E 4L B
HFH(M(Py, Py), %] 51.1 (43.6, 57.0) 53.9 (454, 60.2) 499 (425, 55.2) 2=2.539 0.011
Sk [ (%)) 210 (78.1) 80 (79.2) 130 (77.4) 22=0.039 0.843
[ M (Pys, Prs), A 13.0 (9.9, 17.5) 16.0 (9.5, 18.3) 13.0 (11.0, 16.7) z=1.527 0.127
BMI (x+s, kg/m*) 235+33 242+35 232+3.1 1=2.430 0.016
TEGH [ 6] (%)]

I 96 (35.7) 34 (33.7) 62 (36.9)

e My 74 (27.5) 29 (28.7) 45 (26.8) ,

2P=1.39 0.707

AN 78 (29.0) 32 (31.7) 46 (27.4)

Hae 21 (7.8) 6(59) 15(8.9)
HtE [ (%)]

& 05 43 (16.0) 12 (11.9) 31 (18.5) X' =1.568 0.210

& R 40 (14.9) 18 (17.8) 22 (13.1) 2 =0.771 0.380

H IR IR 16 (5.9) 8(7.9) 8 (4.8) X1 =0.631 0.427
AR ) (% )]

S 4m L AR A AL 82 (30.5) 16 (15.8) 66 (39.3)

et AR 107 (39.8) 61 (60.4) 46 (27.4) 7% =30.600 < 0.001

AT 80 (29.7) 24 (23.8) 56 (33.3)
PLT[ M ( Py, Pi), x10°L] 175.0 (130.0, 217.0) 187.0 (133.0, 238.0) 170.5 (127.0, 205.3) z=1.564 0.118
ALT[ M (P, P,), U/L] 75.0 (30.0, 179.0) 32.0 (18.0, 84.0) 116.0 (54.0, 240.0) z=-6.822 < 0.001
AST[ M (P, Pys), UL] 112.0 (35.0, 252.0) 32.0 (23.0, 90.0) 175.0 (92.5, 329.8) z=-8.715 < 0.001
ALP[ M (P, Py), U/L] 112.0 (82.0, 150.0) 91.0 (68.0, 118.0) 121.5 (99.8, 166.3) z=-5411 < 0.001
GGT[ M ( Py, P;5), UL] 76.0 (34.0, 150.0) 47.0 (25.0, 92.0) 97.5 (58.8, 172.8) z=-5.639 < 0.001
TBil[ M (P, Ps), pmol/L ] 19.0 (123, 40.7) 13.4 (10.2, 20.9) 233 (14.8, 57.1) z=-5481 < 0.001
PT[M (P, Ps), s 11.8 (11.1, 12.8) 11.5 (109, 12.2) 11.9 (11.2, 13.0) z=-2.963 0.003
1gG[ M (Py, Pys), g/L] 139 (11.6, 16.5) 12.7 (10.5, 14.9) 14.6 (12.2, 17.5) z=-3.883 < 0.001
JrazAe [ 4 (%) ] 44 (164) 19 (18.8) 25 (149) =012 0.399
HMGB-1[ M (P, P5), ng/L] 55(2.7, 9.1) 52 (26, 72) 5.6 (2.8, 10.7) z=-2212 0.027
ccK18[ M ( Py, Ps), UL] 342.4 (180.6, 957.4) 190.4 (138.5, 320.5) 676.6 (2832, 1691.3)  z=-8.145 < 0.001
FL-KI8[ M ( Py, Py), U/L] 723.4 (373.4, 2087.0) 401.6 (257.1, 677.2) 14345 (566.5, 3979.6) z=-8313 < 0.001
BTA8 [ M (Py, Pi)] 0.48 (0.41, 0.53) 0.50 (0.44, 0.62) 0.45 (0.40, 0.52) z=4.522 < 0.001

e R IREAL ;TR EC ccK18 15 FL-K18 M HLfE .
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A HMGB-1 B FT R
301 2] =2.21 1.6 |z|=4.52
)5 P=0.027 1.4 P <0.001
—~ o} 1.24
= 90 H
fé) Ml # 1.07
\—ll &E
o 151 i 0.8
g =
2 101 0-61
0.4
e 0.2
0 4 ¥=Z 0.
a3 Yk Y R
G RERA g5y A REmA
ZH 5 ZH5
C D
ccK18 FL-K18
3000 - 7000
2700 - |z|=8.15 ] |z|=8.31
P <0.001 6 000 P <0.001
2 400 |
2100 - ~ 5000
Q S ]
S 1800 A =) |
2 S 4000
® 1500 - z 1
% 1200 . 3000
900 2000 -
600 - . 1
3004 000 :
0 —LJ— 0 —
a3 HYfbaF Y Yz
g5y 2 RERA gy A REmA
ZH 5 A
B 1 YL FERASEYLFRERE cDILI £23F HMGB-1. ccK18, FL-KI18 RATEHLE
FR2 cDILI BEAEYUFERERMEREZE Logistic B3N
R A BHAEH FRAEIR Wald x* OR 1 95%CI P1i
S ~0.024 0.013 3.517 0.977 0.953~1.001 0.061
BMI -0.094 0.039 5.700 0911 0.843~0.983 0.017
JF AR BE X,
AL AR A Ref
FF 4m AL 145 7 1.824 0.339 28.954 6.195 3.188~12.039 << 0.001
AR 1314 0.341 14.813 3.720 1.905~7.262 < 0.001
PLT ~0.002 0.002 1.911 0.998 0.994~1.001 0.167
AST 0.008 0.001 30.941 1.008 1.005~1.010 < 0.001
ALP 0.010 0.003 13.000 1.010 1.004~1.015 < 0.001
GGT 0.004 0.001 7.447 1.004 1.001~1.006 0.006
TBil 0.011 0.004 9.249 1.011 1.004~1.019 0.002
PT 0.098 0.078 1.545 1.102 0.945~1.286 0.214
IgG 0.114 0.031 13.467 1.120 1.054~1.191 < 0.001
HMGB-1 0.091 0.030 9.433 1.095 1.033~1.160 0.002
ccK18 0.003 0.0005 28.367 1.003 1.002~1.003 < 0.001
FL-K18 0.001 0.0002 28.328 1.001 1.001~1.002 < 0.001
VERSEEE S ~5.260 1.166 20.362 0.005 0.001~0.051 < 0.001

H: Ref HSHII,
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=3 cDILI EEEYUERERMN S EE Logistic BIASH7

e RHAE AR IR Wald x* OR 1 95%CI PAE
VR Ed 2.464 1.110 4.929 0.085 0.010~0.749 0.026
PT -0.089 0.080 1.217 0.915 0.782~1.071 0.270
BMI - 0.060 0.045 1.821 0.942 0.863~1.028 0.177
e -0.016 0.015 1217 0.984 0.956~1.013 0.270
PLT - 0.004 0.002 3.464 0.996 0.992~1.000 0.063
GGT 0.000 0.001 0.159 1.000 0.998~1.003 0.690
AST 0.002 0.001 4.368 1.002 1.000~1.004 0.037
TBil 0.004 0.003 2.209 1.004 0.999~1.009 0.137
1gG 0.029 0.009 9.762 1.030 1.011~1.049 0.002
HMGB-1 0.082 0.030 7.239 1.085 1.022~1.152 0.007
FFARAGAER,

Aot An A Ref

T 4 L AR A% A 0.972 0.407 5.703 2.642 1.190~5.864 0.017

RA 0.602 0.373 2.604 1.825 0.879~3.790 0.107
FE 3.294 1.727 3.638 - - 0.056

T Ref AZHETL; “=" HICHIEE.
3 Wig T g hrd 'Y, HIH T80 P ™ E A

A 5T K 269 41934 cDILL & #4717
12 AR, BERR YA RS RS G
PRAFAE B AR BT BUAR S 9 0 T A (B i 9E T,
AST. IgG. HMGB-1. JH1-45%k (ccKI18/FL-K18)
D) e JIF 4 4540 0 2 oDILT 58 5 2 Wk R e 1
A5

HMGB-1 /K-F7EAE Y2 R 22 ff 4 8 3 vh i
FIE, JERIESE kST B R (OR =1.085 ),
HMGB-1 1 it e 7R R B ER, 25
I8 AR A R A B A 2 R s B R DR 5k U2 2 i 4
Jitd 37 A, HMGB-1 8% s B i 2 40 i 4, 3 1 3%
1% Toll 32 AT RAL LR P-4 32 IR AR R
DI N 5o N L - S L /) S R TT R
HMGB-1 7EfF i A & T e, B ERES
JHFA 2908 5497 7 S AR B S AR AR O 0 I RAFF AT Bk
~, SEGITREM I, HMGB-1 X 54 itk e
B Y X EeEYE £ B, HMGB-1 AU ATt 4
R IbR Y, R RS I RIEOAEE, B
T A S HE RS, S 888 N A ) b 2 K 28 i 1 AL
B o HMGB-1 7K -7 52 e T B8 7™ 55 19 240 i 63 405
FHFEE M REIRAS, PTRESE cDILI JF 1) EH 20K )
K,

K18 76 [T 20 S A 40 v e B 3k, SR vEAh
JFA 05 i B AE bR s V' ccK18 55 FL-K18 HfH
A 8 8 9 T B s e T 4 e T 5 R A A A X
g U OO BFSRAIESE, K18 X DILI 4 fUsk i i 3%

MG BRI B AREF5E R, AWibr kg
fifR 2l B2 ccK18 1 FL-K18 K V-2 @ & i, i
ToHRBUR FIRAG, X —S5 R R R SE 4N i sE T 7
b2 R R R R R A . MR ERML ] A
F, VRS R B4 SE T 20 S B R 1A
KT, i e S SR B ) SORE G S v BT X
Al e SEUFB & 2 SER A0 2R N, X se ik Bt
AL T X} cDILT & Jw Ll A TA R, B Al R T
TR T 8 . P aniE e T RE AL A s
cDILI il J& P AEIRTT RIS

1gG 7K VTt i A WAL 25 R 2 i 10 FE b L &R
(OR=1.030), #&/~%PER Nl HES 5 cDILI K
WIERE . X S5 ERAEOFIT KB H B R R AE
DILI A7 FIARAF 272, 4878 Sie )85 al B J& R
R PR AE ST A5

ABFFEXT eDILL Wl A 1 i2YT B — i ds
B, HA, QT R IS HMGB-1 #l 1gG
KL BRI T FE BT AR R ] eDILL g
AN LT 5 AU B 2 g A, R o 2 R AR 2
oA, Hok, SRFEA# cDILT 19 BAE BRI LA T
B, o HRAEET A S TWEER, N
TERHIRTT RIS AL T I AE R T . SR,
ARIFFAFFELL T bR e, srpuomss kG
B A B, nTRErE— @ R L T 45 Rtk
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