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Toll HZ{f 4 X} Z B K E ) F SR/
REFBRGERFHER

HF R BRI A TR DRI i

ME B FIH Toll HAZ 1Kk 4(TLR4) Hifil5] (TAK-242)
R+ TLR4 7635 Z ML LW ( APAP) B/ B AT 475 57 4
FRVER . ik 58 HUEMERENESE T (ICR) /N BB AL 3
43 Rt BRAH (IR BRZH V500 o HR A 41l ) ke B ) s
B4H (APAP 4 h 20 (APAP + TAK-242 4 h 41 APAP 12 h 4 |
APAP + TAK-242 12 h #H) , SZE04H /)N BR4G T 500 = 8 ks i
5} APAP(300 mg/kg) , TAK-242(3 mg/kg) T- APAP FEHTHT 3
h HEATRE IS S, B A AL/ BRI T TR R R R A T
(ALT) /KR8 28 HE Yo (0 7R SR 2L 20 B AR AL ; S s
HALTERIN = 1T A8 R A 1 B (HMGBI ) 7K°F- ; Western blot
¥l TLR4 HMGBI1 FIA% N F--«B( NF-kB) % 14 7K ; 5252
Jt5E i PCR(RT-qPCR) il 2 5AA% 4 M ¥4 4k 26 11 -1 (MCP-1) |
H A2 (IL) -1 8 g 3R FE K F-a ( TNF-a ) 1 1L-6 3 [H]
TR 5 I 428 W BRI ( ELISA) A F2H 2R 116 & &, 45
B HE Yt /R APAP 4 h 41/NEUHF LU BUM K FE M, 12
h 21 R SR (R /N UL R SRR H APAP + TAK-242 4 h Fil
12 h 41 A AT IR AU AR BE 249 42 W) ) ) 05 APAP 408 6% . AH3R
TIE# % JB 44, APAP 4 h 4 A9 I3 ALT 7K BT 38 %L,
TLR4 HMGB1 NF-kB £ [ & & F1 MCP-1 IL-18 ' TNF-a | IL-6
TR KL IL-6 5 i i ; APAP 12 h ALY IL7E ALT
K P840 HMGBL & A & REAFA S IL6 S =T M.
AHEET APAP 4 h 4, APAP + TAK-242 4 h ZH L% ALT 7K
S i35 %0, TLR4 . HMGBI1 , NF-«B & 1 % & #il MCP-1 . IL-
18 . TNF-a | IL-6 /K R FH 0 IL-6 & =G, AT
APAP 12 h 241, APAP + TAK-242 12 h #H TLR4 .HMGB1 % [
S MCP-1 , TL-1B  TNF-o B [H 7K S B4R, 4518 #0
TLR4 ] BE3@ 1240 TLR4/HMGB1 38 %, T 5% APAP 5
S/ BRSO TR A0 0T 0% R SR

KEEIR X LR IEN s TLRA 543 5 24E 5 /N 1252 ICR
RESES R 333.4;R 575
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T AR 2R 25, A Rl T LDk | ©7E 23R N1
BNz N IF RS R A S B B T
RORB R IR S BUFIEE S EE A A
PP Bl ATIXT APAP SUFMES % TR A
WFFE, NATTO HBURAL 1A A4 Ok BOZE ) |, fu 452k
KA AL, F b TERE P RIE S Y RO
PERAE AR A3 i 5B APAP U402
WRFE, 51 & i #% 2 % 85 B1 (high mobility group
box-1, HMGB1) ZH £ 145 PY PP 46 15 A 5C 73 7454
7 ( damage-associated molecular patterns, DAMPs) ¥
BE, M5 46 Toll #£ 3Z K ( Toll-like receptors,
TLRs) I 5 HE5E  BAG T S0 (5 s i, 32
RIEA BUR TS RAFAESI T Toll BEZ A4 4 (Toll-
like receptor 4, TLR4) J& TLRs K&K — b1, Al iR 5
A FE9% I AH 43 T4 K ( pathogen-associated molecu-
lar patterns, PAMPs) Fl DAMPs %5 7£ N A BCAA , 1%
f67F W {5 5 RO LR B B A
HMGBI J£41 % TLR4 15 b #Y P J5PE A6 B A 55 73
F1°, TLR4 B HMGBI 1 fbJ5 7T 2 864 43 (L A
88 (' myeloid differentiation factor 88, MyD88 ) 4 #fi %
WG % -k B ( nuclear factor kappa B, NF-«B),
FEA 40 A 2 (interleukin, IL) -1, M98 3R 3
F--a(tumor necrosis factor-oc, TNF-a ) £ IL-6 S5 48 i
AR A T, TS R EPORS P AR 7 ITF e it — -
ARG, 0 TLR4 78 APAP U3 M T 15 v
VR B 98 58 /0 R Ut 2 BIF 5 400 38 ok S 12 59
APAP A8 21 245 W) 1k 4 0 sl W R AL O R D
TLR4 #0157 55 VD FE4E (resatorvid, TAK-242 ) 4] 445
7 TLR4 f£ APAP 2/ BUZE 45 17 5 29) v /9 £
Mo K45 TLR4 J& 5] LATE 25 v T4 A vh 1k
—ANIAYT R ST PR SRR A

1 #BEFEE

1.1 ##

1.1.1 =& 58 H6~8 ik SPF itk ICR
/NI VA R AR S0 S R R A BR A FI [ A=
FEVFATIE 4 45 . SCXK (#) 2019-0001 ; {5 JH 147 7] iF
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%5 :SYXK () 2017-006 ], JIrA /N T SE 56 Al 1
JA s TRE 22 ~26 C WEE 40% ~60% B 5E
HOlL/ I AC R 45 12 b, T H SRBUK &Y,
1.1.2 ZHMH5RA X OBE LR (APAP) |
TAK-242 1§ [ |7 MedChemExpress 2 7 ; DMSO 1t
B R ERHE A B A A ALT K & B
A A A ) T ARG T TLRA HUiR TG [ 95 = Ab-
cam A A ; NF-kB HTK 1 B € [E proteintech 2y 7 ;
HMGB1 ,B-actin HT14& 14 F 32 [F CST A A ; RT-qPCR
T SRR B B v DL AE IR A BR A HD 5 5
Yl g A T A TR A R Al A ag; S el
i & B AL s 2 SR A HR A R A
IL-6 ELISA 857 &) [ X DU SEB 45 A R 47
AIRAH,

1.2 XBWFHE

1.2.1 S ol Az ¥ 58 HIENE ICR
ANERFERLR 3R 7 21, A o BRZH (TF 6 B i
FITHRZE PP IR R ) BR2 6 H, SC5R 41 (APAP
4 h 4, APAP + TAK-242 4 h 41 APAP 12 h 4.,
APAP + TAK-242 12 h ) 41 10 X, EZEE 12 h
J& ¥ APAP(300 mg/kg) [ s 3 A B SE 50 4 /)N B
P, TAK-242 (3 mg/kg) T APAP {8177 3 h 471
Jis i S, e APAP i AR B ER K BC i, TAK-242
S 0. 5% DMSO Beifl . 1E 5 %5 B4 /)N BRI I v
$15 APAP 4R AR BRER K, 41003 50 % BE A1 /N B
TS5 APAP + TAK-242 £/ fUAAFL TAK-242 7%
T RN HEZE /DN B S 5 400 3 50 0T R 2 SRR Y
VR, TE APAP AL RNRIB ] 55 (0 4 .12 h) #5%
/B

1.2.2 ik ALT AK-Fegml 2 it iiig ALT /KF
PR /IR 5 18 00, ARl ALT Al 3 70) 65 156 B 45
HEAT I ALT 7K F A&

1.2.3 HAZBEZES KA A
HEHI S wm AP, U1 T 085 K A0 950
A - DL s 6, BRI SRk, —HOR B,
FRPER B R, O T ULZE, Tmage-Pro Plus {4
X HEUG A T A 2O B2 BT

1.2.4 FORemerd  FIE4ZU%E A A RIPA
S350 B B SR FH BCA 5 K i H: ik 1%, 4 SDS-
PAGE 438 ¢ PVDF R 8, H 5% WG 2 1 3¢
V5 AR 1 — P, I B T 4 CUKFER T
WH AR B s R A 1 h, 2R 2= &
W B A R R R, R Image J 3K X EURHEA T
AN i

1.2.5 RT-qPCR i Jl TRIzol &7 % fF 20 4L k47
RNA #4355, K| FH FlexCycler Z1fig PCR i Fijifi
5 ¢cDNA, ¢DNA 7E LightCycle-480 PCR ¥ I3
T8 P PR R 95 °C 30 5,95 °C .10 5,60 °C |
30 s, JEH 45 WK, e At o3 AT 4 A it 2 B PCR
PR 0 S 2 A B BT E B DR AR X
B, MXGIWFIIEL,

F1 EEZIMFT

5192 b S19IFF3I (5'3")

IL6 F:TTCTCTGGGAAATCGTGGAAA
R:CTGCAAGAGACTTCCATCCAG

IL-1B8 F:TCCTTGTGCAAGTGTCTGAAGC
R:ATGAGTGATACTGCCTGCCTGA

TNF- F:AGTGGTATAGACAGGTCTGTTGG

R:ACCCTCACACTCAGATCATCTTC
MCP-1 F:TGGTGGTTTGCTACGACGT
R:TTAAAAACCTGGATCGGAACCAA
F:TGCTGTCCCTGTATGCCTCTGG
R:ACCGCTCGTTGCCAATAGTGATG

B-actin

1.2.6 SimuiesFie NS A B K
b JE HEAT I A G Y BELT BT B S, SR L
5B G B HMGBL $iiAk (1 2 200) I F %, )
H K00 R S5AEX R i T 5, DAB (5, 77
AKE Yt 15 s PBS R 5 BB L BEME K | H 735
B R oA e L B, AR T USRI R, R Tm-
age-Pro Plus #0450 EIRHEAT 4047

1.2.7 B LR KX % ELISA ¥ & T AE 4
ZUIL-6 Fri, FEA S B A I B KT 5 3806 15 FH Ut
AT .

1.3 it SPSS 26.0 4> BT B4R,
GraphPad Prism 8. 0 X 4F 47 B R4, TH %ok}
H x5 FoR. I THRE GRS R IS0, A
[i1] FC R R ST RE AR ¢ A6 50 5 22 4 [ Bb A R FH A
E )71 (One-way ANOVA) , 77 2% 55 I 5% ] LSD
WA, 7 2 AR FF IR Tamhane’s T2 3 K 56,
P<0.05 NERAGITFE L,

2 #HR

2.1 BEFIMMEFIEES/NRATRERZE %5
X REEE 00 4l 550 0 BE 41 K 1F 5% % BE 2 A9 /)N BRI v
ALT K F- FHR 5 R WA e 22 5% (F = 0.758,
2.211,%P >0.05) , UL3R 2, #5015 AR 4 A il 55
XoF R 5 1E % % FEZHAH HE, HE e (034 2R WL B 2 1
JEE 2O B Ak, DL 1,
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2.2 0% TLR4 33/NRAFAE TLR4 B0 5I1E
BN IRAIAH L, APAP 4 h 20/ BRUBFAE TLR4 A9 334
w P ERAGITHFE X (1= -2.319,P<0.05) ,
1M APAP + TAK-242 4 h }2 12 h 40/NEAFER) TLR4
PIAG A R] A5 APAP ik T, 2 R a5t
N (1=3.379 3.724, ¥ P<0.01), WK 2,

F2 BEFAIEFIZNRME ALT AFEERRI (x £5)

21 51 ALT(U/L) HFH5%0( % )
IEH X iR 18.462 £5.132 4.458 +0.429
el pagiist 17.822 +4.837 4.752 £0.093
P 70006} B 21.076 £4.561 4.872 £0.420
F1H 0.758 2.211
P1H 0.486 0. 144

1 2 3

E1 BAFFEFNRAFRRALHFM  HE x 100
1 IEH X BLH ;2 380X BB 2H 53 . 306 351 ) R 4

1 2 3 4 5
TLR4
B-actin
1.5¢
*
i) T s
& rE T
‘L,—(y .
=
I
K T #
g
g
A 05F
<
~
3
=
0
1 2 3 4 5

B2 #P% TLR4 33/\FRAFAE TLR4 BIR500
L IEH T RE4L ;2. APAP 4 h 41;3: APAP + TAK-242 4 h 41;4.
APAP 12 h 4H ;5 : APAP + TAK-242 12 h 4 ; 5 IE# XHBA s, * P <
0.05;5 APAP #H He#5. ™ P <0. 01

2.3 % TLR4 33 APAP FSH/MNR RGN
MM APAP 4 h F112 h 4 /NRUAE ALT K K
B S IE R X AR L TR ZR WA SRR
X (F=27.674 24.387 ,%1 P <0.01) ; it — 001 B

7 APAP + TAK-242 4 h 2415 APAP 4 h 4{AH L, Hiif
15 ALT 7K FIHE RS RRAR, 22 R A Gt X
(1=2.419 5.957,P <0.05,P <0.01), HE J:f5 1
7 IE 6 BRZH /N RO L 2 RNE S 1 IE %, T6H
S JERE B IRAE . APAP 4 h 41/ BUIFIF 2H 28 4 3
IR FE AL, APAP 12 h 41 H B AY i /i e P 3R
HE., APAP + TAK-242 4 h 1 12 h 4 2% [w] s} 8] 5
APAP 2 IEH URFEREE W . Wk 3 4 FIET 3,

%3 APAP M/NRIIiE ALT BRS8N AE BB B0 (x = 5)

A5 ALT(U/L) FEE(%)  FFIESRBEAL (% )
EH XTI 18.462 +5.132 4.458 £0.429 0

APAP 4 I 9 138.706 £3 133.705* * 5.498 £0.291 * * 4.222+1.383* *
APAP 12 h  4292.508 +1929.486" * 6.266 +0.582* * 19.175 £1.400 * *
F1E 27.674 24.387 393.084
P1E <0. 01 <0. 01 <0. 01

SIEH XA LA * P <0.01

%4 % TLR4 %t APAP BFR{G/NR IS ALT,
RFE 8N ATAE A ARSI (& £ 5)

45 4h 12h
ALT(U/L)
APAP #H 9 138.706 £3 133.705 4 292.528 +1 929.486
APAP + TAK-242 4 5364.688 +2 187.669% 4 264.241 1 191.947
X 2.419 0.031
PH 0.036 0.976
I %% )
APAP 4 5.498 +0.291 6.266 +0. 582
APAP + TAK-242 4] 4.656 +0. 187" 5.734 +0.153
tH 5.957 2.169
P <0. 01 0.076
JFAESRFEIRL (% )
APAP 4] 4.222 +1.383 19.175 +1.400
APAP + TAK-242 4 1.335 £0.368% 8.650 +1.541%
t{H 4.511 11.302
Pl <0. 01 <0. 01

5 APAP 4 %5 #P <0. 05, %P <0.01

3 4 5

3 3% TLR4 3t APAP F S8/ NRAFBEA LM HE x 100

1 EHXTHRZL ;2. APAP 4 h 41;3. APAP + TAK-242 4 h 41;4.
APAP 12 h #H ;5 APAP + TAK242 12 h 41
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2.4 %] TLR4 XfBFAF HMGB1 #1 NF-xB E8 %
BRI RN N THC 255 578 APAP 4 h fi112 h 4]
(1 HMGB1 [ & & ¥ TIE# X A, 22 A
Biil 45 L (F =83.945,P <0.01); 1fi APAP +
TAK-242 4 h Fi1 12 h 41/ HMGB1 % & #1355
RIS [A] 550 APAP ZH FEAI%, 22 R A Gt L (¢t =
3.561.5.022,# P <0.01), VLK 4A B, Western
blot 737 i 7%, APAP 4 h #1 HMGB1  NF-«B %5 [
SRR TIE R X IR, P4 B 22 A G2 X (e
= —2.445 -2.994 ] P <0.05) ; #H145T APAP4 h
ZH , APAP + TAK-242 4 h 41/ HMGB1  NF-«B () %&
HEETE e ) RIB B, 2R A ST FE
X (t=3.113 4.506,%] P <0.05) ; APAP + TAK-242
12 h 41/ HMGB1 B4 [ & s[RI A] 5 APAP 21
WAk, S B G2 X (1 =3.462,P <0.01) . I
Kl 4C -E,

2.5 #0# TLR4 % Mm K i B F MCP-1, IL-1B,
TNF-o IL-6 ZEFFREFREIFRIE 4 2H/NRUHE MCP-
1.IL-18 TNF-a 1 IL-6 FEH/KF-F RT-qPCR A&,
ELISA 7L 4G 45 2 /N RAFH S 16 &, 25
7N, S IE R AR A L, APAP 4 h 4 B TFAE MCP-1 |

A
1 2
3 4
¢ D 1sp
X
®
1 2 3 4 5 z
= L
S0
HMGBI g
£
NF-«B 3
< 0.5¢
-actin m
p O
=
jun)

(=)

IL-18 \ TNF-a I 1L-6 F& R K- K FF AL 20 116 (1%
wHYHE, ZERWASITFE X (1 = -3.935,
-8.931,-2.300, -7.307, -6.026,P <0.05,P <
0.01);WLEI5A —E, APAP 12 h HIYIFLHL 1L-6 &
B, EZRASGIEE X (1= -6.168,P <0.01) ,
UL SE, 5 APAP 4 h 414 tt, APAP + TAK-242 4 h
ZH %) MCP-1 IL-18 \TNF-oc Fll 1L-6 J& K 7K - B2 2H 21
1L-6 1 7 570 M () R S BRAR, 2 R A Gt
2R (1=4.855.11.196 3. 071 .8.364 2.277,P <
0.05,P<0.01); L&l SA —E., APAP + TAK-242 12
h 205 APAP 12 h ZHAH L, H MCP-1 | IL-1B #1 TNF-
o FY SRR ACAE I IIE rp (9 2R 4 BEAI, 22 S A 40
P (1 =8.941 .3.194 3.751,P <0.05,P <
0.01), WKE5A-C,

it

5 PRI 0 2 245 A B AR ) i B
PRFRER 3 . E TR 2 B N A3 X — e 5 R
P25 T RS, oA DL APAP U R
EMHLEHI T RO IRA . HETRFSEC 0 F 0, R
1t i APAP AT JE I APAPEE U IN& 9, 51 A 4k

3

1

2

& 150 000
il
E
= ok
\-]_T[é
me 100000 |
= i
Q‘«E\[ EE S
b
&= 50000 F "
m
©)
o L3
1 2 3 4 5
Em_ll.S' *
X T
® #
# EIO-I 5
=1L
o
## ié‘l
S 05F
<o
m
¥
ﬁ z
0
3 4 5 1 2 3 4 5

E 4 $#0% TLR4 ¥ FFAF HMGB1 #1 NF-«B & A R i%HI8200
A:HMGB1 %P2 e 4, %2003 B HMGB1 FHPEAM A B G BEE ; C-E . HMGB1 NF-«B 25 H & s 7E AT BEZH 209 P i R385 1 B X
AL ;2. APAP 4 h 4 ;3 :APAP + TAK-242 4 h 2 ;4 . APAP 12 h 41;5. APAP + TAK242 12 h 4 ; 5IE % ¥ BRZA L #. * P <0.05, " * P <0.01; 5

APAP 4 4% .*P <0.05," P <0. 01
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5 iM%l TLR4 TE#AEEF MCP-1,1L-18, TNF-o, IL-6 7EFFAE Fh 3R %
A-D:MCP-1 IL-1B \ TNF-o \I1-6 FEH K B FHL L6 ;1 IEH XTHRL ;2. APAP 4 h 4 ;3: APAP + TAK-242 4 h 2 ;4. APAP 12 h 4 ;
5:APAP + TAK-242 12 h 41 ; S IER X HALILEL . * P <0.05, " * P <0.01; 5 APAP 4 11#:.*P <0.05,%P <0.01

N MPTP FFJC, T SO 40 IR FE . SR AT /Y JF
AR DAMPs, I 5 TLR4 254, NS AL T il Y
PIEAE 5 18 B, BTG NF-xB, 5 2504 7F 240 i 23 Wb
TNF-o \IL-6 55 % 5E A I = 465453

WS I I VRS APAP Jh a7/ LAt
B AR | 2 PR BN R B iR DAMPs [ R;
i, 75 TLR4 454, BLiE T ERY SOE {5 7 38 %, &
FARMEA BRI, AT R 2 s, ok
HH ICR /NEZME s i3 B APAP J5 HiifiL i ALT /K-
JFHEEOT & 18U B R /N o PR RAE
M TLR4 W AE /N B 05 - IR AR i 3 ALT 7K
SRR EL, Ul 20 2O B A

APAP 5 4H R4 01 J5 , YR FE 1) I 400 T R i
DB PERCAA DAMPs , DAMPs 454 TLRs B35 56K
RERGE, P ECRAE R F R, SR B, AW
7510 W] TLR4 7] 38 i %} TLR4/NF-kB , TLR4/
HMGB1 %55 538 [ 4 100 1 Sk e AR A S 52 g M T
JERE LA PR AE F  #iBR TLR4 W) ] 38 3 XF TLR4/
MyD88/NF-kB 15538 [ (19410 ] , e vk 2D 5 AE [ N,
PR H B FE T, 4 TAK-
242 AbPRJE I /N B 20 21 %) TLR4 . HMGBI | NF-
kB EE & BT, X L2 R W] TLR4 1y
il AT s APAP FIT 200 St 4, HAL ) T BETE

T4 T TLRA/HMGBI 15538 BTG AL

WA IFSE 1 I TLRA 38 #% i 380 Al 51
WUPA B DT A8 - LSS 2 27 A RAE 4, 51
e IL-1B ' TNF-a Fl 1L-6 S5 5 HiE A A RSk, AT %o
ZH 25 A 0 5 7 A0 ) B8 R B TLR4 U] i 2 2L
D R RAE P F R, AR B, TR R,
APAP {5k TLR4 {553 B AL #F 48 5E I+ (MCP-1 |
IL-1B \TNF-o 1 IL-6) 75 i 2H 23 A i 43 26, i 4100 )
TLR4 WIRE T bk R5E 17K, DL 25 R 3R
JHF 53473 P sk 4 1T e 23 e I ] TLR4 T e 9 4
A R R SAE R BRI 2R A S0

Zi FARR i@ i % ICR /N U AT N 12
S APAP ¥ WRORAR S 2R 25 M I B 5 A5 38 501
TLR4 $Iil30) (TAK-242) #1548 7~ TLR4 #£ APAP 3
ANEUEPE I A BB A . 45 2R B,
TLR4 REFFAR APAP B &1 5t 475 4 300 /0 LA IfL
ALT {5 3 08 550 ok 58 Ji J0E 20 2803 L4580 30 A%
[E]E, ] TLR4 7] AR BE TLR4/HMGB1 38
(R8T , f# TLR4 . HMGB1 F1 NF-xB ()75 (& & F#
%, 3F TR AAEN T (MCP-1 IL-18  TNF-a 1 L6 )
FENFA LU ERIA , T8 APAP 1753 1 21k I
05 . AWFFEALIE B BRI TLRA W] B i 41 il
TLR4 T i (1) 9 i 15 = 38 5 6T APAP 350/ B2 M T
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Role of Toll-like receptor 4 in the early stage of

acetaminophen-induced acute liver injury in mice
Zheng Xiuliang, Chen Mingyue, Qiao Yaqin,Shen Haitao,Lu Yan
( Dept of Gastroenterology , The Second Affiliated Hospital of Anhui Medical University ,Hefer 230601 )

Abstract Objective To used Toll-like receptor 4 ( TLR4 ) inhibitor ( TAK-242) investigate the role of TLR4 in
the early stage of acetaminophen ( APAP)-induced acute liver injury in mice. Methods Fifty-eight male institute
of cancer research (ICR) mice were randomly divided into control group ( normal control group, solvent control
group, inhibitor control group) and experimental group ( APAP 4 - hour group, APAP + TAK-242 4 - hour group,
APAP 12 - hour group, APAP + TAK-242 12 - hour group). Mice in the experimental group were given a single
dose of APAP (300 mg/kg) and TAK-242 (3 mg/kg) were given intraperitoneal injection 3 - hour before APAP
injection. The serum alanine aminotransferase ( ALT) level and liver index of mice in each group were compared ;
HE staining showed pathological changes of liver tissue ;the level of high mobility group box-1 (HMGB1) was de-
termined by immunohistochemistry ;the levels of TLR4, HMGBI1 and nuclear factor kappa B( NF-«kB) protein were
detected by Western blot ; the levels of monocyte chemoattractant protein-1 ( MCP-1) , interleukin (IL)-1B, tumor
necrosis factor-o ( TNF-at) and IL-6 genes were determined by real-time fluorescence quantitative PCR ( RT-
qPCR). The content of IL-6 in liver tissue was determined by enzyme linked immunosorbent assay ( ELISA). Re-
sults HE staining showed liver tissue of mice obvious swelling and congestion of in APAP group at 4-hour and typ-
ical lobular central necrosis in APAP group at 12 - hour;the degree of liver necrosis in APAP + TAK-242 groups at
4 - hour and 12- hour was less than that in APAP group at the same time point. Compared with the normal control

group, serum ALT level, liver index, TLR4, HMGBI1, NF-kB protein content, MCP-1, IL-18, TNF-a, IL-6 gene
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levels and IL-6 content in liver tissue of APAP 4 - hour group increased;serum ALT level, liver index, HMGBI1

protein content and IL-6 content in liver tissue increased in APAP 12 - hour group. Compared with APAP 4 - hour
group, serum ALT level, liver index, TLR4, HMGB1, NF-kB protein content, MCP-1, IL-13, TNF-a, IL-6 gene
level and IL-6 content in liver tissue decreased in APAP + TAK-242 4 - hour group. Compared with APAP 12 -
hour group, the levels of TLR4, HMGBI protein and MCP-1, IL-13, TNF-o genes in APAP + TAK-242 12 - hour

group decreased. Conclusion

Inhibition of TLR4 may inhibit TLR4/HMGBI1 pathway to reduce the inflammatory

response in the early stage of acetaminophen-induced acute liver injury in mice.
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