- 248 - M BEMKFF®  Acta Universitatis Medicinalis Anhui 2024 3;59(2)

W % & jg BT ) 22024 - 02 - 01 15.50:31

% %% B pa ML 3k hitps : //link. enki. net/urlid/34. 1065. R. 20240201. 1113. 009

HMGB1 & F 3 B i 3 01 ] TLR4/NF-B 1 1%
IR e 1 e /D Bl 2 Pk i B 4%

T I e e

ME BM MR EEBRRBEEE Bl (HMGBL) & H bk
VR e REAE /N R i3 475 B M ] Toll #E2Z 1Ak 4 (TLR4) /#%
HF-kB(NF-«B)#FEHIIEH . ik B4R (WT) /NS
3 WT-Sham 20 Fl WT-H £ 20 HMGB1 % #{I& (KO ) /N R,
/34 KO-Sham £ Fl KO-B I 2H . WT-H I 26 1 KO- 780 24
KA BEFLFEFLAR G 4 MR IE ALL B A, WT-Sham 41 I
KO-Sham A FIF AR, WAF 24 h, K 3h bk i 55
JE(Pa0,) T4 ATREL(O) , A8 I it 41 209 B AR, 35
Fis 45 0 43, G ) 1 785 e i 2 23 = i 38 3R BE X F - ( TNF-
o) A FE-1B (IL-1B) | IL-6 | I P A% (ROS) (A

2023 - 11 - 12 4k
FATH 2023 FEMILE DAEMRZREESIHE (5.
20231452)
VER AL AL AL 7 2 Be bR 2 — BE B a2 5k %10 075000
fEHF B A ko, 53, EIR B
BEMCRE, B3, EAR BRI, STAT A, E-mail: 4641614 @ qq.

Hg F

2opt W RN pE R R

(MDA) GBS LG (SOD) KM, filiH 21 h HMGBI |
TLR4 % NF-kB ik, &R WIEAIZ ¥ Pa0, Ol Il
T K420 SOD A BE AR T WT-Sham 25, 451473943 | il ¥
Lt TNF-a IL-1B IL-6 \ROS MDA [k & | Jifi2H 21
HMGBI ,TLR4 #% NF-«B 3215 /K -5 T WT-Sham 41 (P <
0.05) ; KO- 71 2 it 21 41 vh AN 32 35 HMGBI , Pa0, , OI, Ifil i
FHmZEZR SOD B B i T WT-RE R 20 | B4 40 1 2 | vl &%
JiliZH 40 TNF-o TL-1B8  TL-6 . ROS MDA [ #¢ & fifi 2 41
TLR4 % NF-kB [ RIEAKPART WT-HAIZH (P <0.05) , &5
i AR HMGBI J8i e 29 /N B ALL, A8 5 19 43 F L w]
REZ I TLR4/NF-kB 38 -5 1 98 S5 N7 A4 Ak B R
VA

KR MRBRAE ; SPEIAR 5 ST R 1 BL; Toll H£32
1R 4, A F-xB

FESES R631

XERERET A XEHS 1000 - 1492(2024)02 - 0248 - 06
doi:10. 19405/j. cnki. issn1000 — 1492. 2024. 02. 011

com

tion. The supernatant and exocrine were extracted, and then the normal and LPS-induced inflammation were extrac-
ted. The human cartilage tissue obtained during the operation was isolated and cultured into chondrocytes, which
were divided into five groups: the first group was added with FLS secretion, the second group was added with nor-
mal FLS secretion, the third group was added with secretion after co-culture of two kinds of synovial cells, the
fourth group was added with inflammatory MLS secretion, and the fifth group was added with inflammatory FLS se-
cretion. CCK-8 was used to detect the viability of chondrocytes in each group. TNF-o,1L-1B3,1L-6 level in the su-
pernatant of chondrocytes in each group was detected by ELISA. The protein expression of TLR4 ,NF-kB,1kK,IkB,
CCK-8 showed that the
activity of chondrocytes in the three groups of inflammatory secretions decreased compared with the secretions from
normal synovial cells (P <0.05) ; ELISA showed TNF-a,IL-1B,1L-6 level in the supernatant of group I, IV and
V was higher than that of group I and Il (P <0.05), TNF- «,IL-1B,IL-6 level in group Il was higher than that
in group IV but lower than that in group V (P <0.05). Western blot showed the protein expression of TLR4 ,NF-
kB, IkK,IkB,ADAMTSS5 in chondrocytes of group I, IV and V was higher than that in group I and I (P <
0.05) ,the protein expression of TLR4 ,NF-«kB,IkK,IkB,ADAMTS5 in group Il was higher than that in group IV
but lower than that in group V (P <0.05). Conclusion

ADAMTSS in chondrocytes of each group was detected by Western blot method. Results

Two kinds of synovial cell-derived secretions after LPS-
induced inflammation can regulate cartilage TLRs/NF-kB signal pathway, causing cartilage inflammation. The in-
flammatory effect of MLS secretion is stronger than that of FLS secretion, but the inflammatory effect of MLS secre-
tion under two co-cultures is weaker than that of MLS secretion alone.

Key words fibroblast-like synoviocytes; macrophage-like synoviocytes; exosomes; TLRs/NF-kB signal pathway;

knee osteoarthritis; chondrocytes
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JHR BERE SEATLAA T R 4 52 0 2R 181 i 5 | ke i K% A=
A g B DI RERE AT itk 2 R A AR v 32 R AR
PIHEENE , S PEM#4 (acute lung injury, ALL) /25
HRBFEIE B EIC T FE R Z — MEEIE ALL 1Y
o AR BRAILAR A2 2% A4 JAE IR 1 R S P R ARl Ak
I S NG A, A S R IR 1 B (high mobili-
ty group box B1,HMGBI1 ) J&—FAF1E T R AE S i
S JAE AT T, oK P56 45 240 B 3 5 o s A 9k Bl
L, GEWS I Toll #£3Z1K 4 (toll like receptor 4,
TLR4) M T i# 4% P F-kB ( nuclear factor-kB, NF-
kB) 1% % (5 I — J7 T R E S W R Ak, 53—
T 1 pl A 1, 5 R A A B R A G
Il PRAIF 5T 45 SR B/ | MR FE 4 B 1L 3 HMGBI
T LS IR VB RS S S AT AR G 5 AH S B Bl
Pysgh VB R WOR  Z R 2 YR R BEAE ALL )
TR S HMGB1 Rk A 56, {H HMGBI fE
WRBERE ALL & AR R S8 v i) £ 2 B AR AL i
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KO) 1 F-BEsr T HMGBI LA I I FEAE ALL K240
il TLR4/NF-«B 38 % B 4E H , 8 %A A HMGBI
TEMREERE AL A 8 vh 8 AR W 2 A T b ] REAIL A
S LS IARE

1 #MREH*

1.1 ##

1.1.1 %%z BRI (wild type, WT) SPF 2%
HEPE C57BL/6) /MR 24 H & HMGB1 KO HEPE /NS
24 H IR 18 ~22 ¢, g A 3 U #s (db50) A=
REMRAF, AW S EGRHZ S AL, 505
i FRREAE 3R BRI,

1.1.2 XA RIPA 2R & AR BOLH &
(BEE B REYFHH AR A ), HMGB1 | TLR4 |
NF-kB p65 Hiik ( ZEE Abcam 23 F]) |, IR IRSER F--
o ( tumor necrosis factor-ac, TNF-o0 ) | 4 4l il 4> & -18
(interleukin-1B,IL-1B) \IL-6 . I 1 48 #% ( reactive ox-
ygen species, ROS) N i ( malondialdehyd , MDA ) |
ALY LB ( superoxide dismutase , SOD ) K6 i
F& (B EMARAT)

1.2 FHik

1.2.1 A% #EHE WT C57BL/6) /N4 R WT-
Sham £ Fll WT-#% %141, HMGB1 KO /)[4~ KO-
Sham ZH Al KO- AU ZH | &R 2H 12 H ., WT-H5 B4 20 il
KO- 2R FH T W 250 28 LR il 5 ME B IE ALL A
R JFEIT I RRTAS A 12 b A B AROK, I RS

1% J B 280 50 mg/kg JBRIEE/N B, S50 Mz I
MR 2 em BIEIEHR IO, B B R RS IR E
Wikvmde il I EM R AR, EERSEm ST
P4 SRS, FE A LA S B B T b S 216
BELZEHE W RE B DV i AR R R BT O RIIE
ZEFLALIEN SR IE R BT L B N 0 B ik gl
JEIE B Ja R PAIIE I A& G YT H S8 GERE . Sham 41
AT T AREAE T SRR 12 h A RTOK,
Fie BUMCEERE ALL 35 B W] 1 7 BRI S oy S E W
HEERSE RS TOW 4 524, (BRI E5 LA
FALERAE, 5K b N G ) o A I 5%
Hona,

1.2.2 &5 WG 24 h EEES 1% 5
HLZ40 50 me/kg FREE/NER, PR 2 em B IEH
Y1 /N JE J5 oy B E 8k, FH 1 ml 5 257
15 S kAL HHEL 0. 7 ml shJkifL, SR A i-STAT %4 i
AT ( SEE Abbott) #4730 K il <4 B, 460 3
Jok M. 4 43 & ( partial pressure of arterial oxygen,
Pa0,) , 1 A A 840 (oxygenation index,OI) = PaO,
+FiO, ,

1.2.3 i XER A BB ARER  EE 24
h, 18 TSk AT S 538 J5 T AR AR AR TE 4 C |
3 000 +/min 2E 10 ecm £ B 10 min, 7355 IfiL
I R R &K TNF-o, TL-1B8 . IL-6 , MDA |
ROS .SOD FHEJEE

1.2.4 AFALREATAN  EHG 24 h B4
N ZE L 2UE B 2R B KIS VEIE 4% £
R, REH LIPS R R ] HE e a4
RG] R AT YL )5 7E A5 T WS M 4 21
(R B AR R FH 2 R HE VT 2R G0 0o} it B el 725 o
T3 Vo3 AUFESRAE K M | e I 0 e ] s 384 J5E 4 A4
WH B0 ~4 4, A 1HEor B R 4053
1.2.5 AMALEE(W)/FZ(D)AANE i
J&i 24 h BN B A il 120, Bkt 1 o JE b 4 2
BRI B ST, WA TR W
D,

1.2.6 JFHLLLR P KR A BAL ML IE AR ] A
J&i 24 h, B 2 /0N B 20 il 4 21038 1, B9 7R S i A
RIPA Z4AA, AU e 3% DUTE R 5 (radio immu-
noprecipitation assay , RIPA) LRI ) o TR IR
12 000 r/min 242 10 min J&EE 4 °CEL> 10 min, B
W, R A BCA BRI A1 W B B & i, R A
IR A K I ) 0 W TNF-oc, IL-1B, IL-6 . MDA |
ROS \SOD & &, i+ 2 s 2 W H 1 TNF-a
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IL-1B8 . IL-6 MDA .ROS .SOD ¥,

1.2.7 MagdExaiiiagmn B1.2.5 $
A1 W AT HMGB1  TLR4 235 RGN 5 55 BU4% 26/
BRI ZE il 4 403 £, BY e R R A AR R BB &
PR E [, FEAT R NF-B 3k BRI A 0
¥ 30 pg B FREAINA A B RE BRI AN — 2R TN M it
eI A T LUK, TS FRL RS R R AT 4E R, %
TR 5% ISR 1 h,4 C & HMGB1 —
Pr(1:500) TLR4 —HL (1 : 1 000) NF-kB —Hi(1
2 400) B B-actin —H (1 : 5 000) . LaminB — ¢ (1
©3000) %, WH,VERE 3 G = TR 40
(1:2000)1 h, &5 TEEE N BAGA T i# 1710
W SR B AR SO R R JEAE, L HMGBL/B-
actin , TLR4/B-actin , NF-kB/LaminB #Y I {8 1F b &
HRIEKF,

1.3 SitFERE R SPSS #F(MiAS 23.0)
AT RGP GETT A A B T R4 IS A
B RS IERMG U x £5 o, 4] AR
A Z 2500, B L AR B LSD- R e, P <
0.05 WESFAGIHE XL,

2 FR

2.1 4 A/NMRAEAL D HMGB1 RiZW L%
WT-H R 2H /N FUI 20 20 HMGB A8 335 /K F 3
WT-Sham 4, 2 % A G2 2 L (P <0.05) , KO-
Sham #ZH 1 KO- % 44 /N B il 20 28 b R 3¢ 3k
HMGBI, WK1,

2.2 4 AMBRARGEEMLE WT-HAIL/NR
Pa0, O /KFAE T WT-Sham 2H , fili 5t 433743 . W/D
e R T WT-Sham 41, Z R A S IF#E X (P <
0.05) ; KO-Sham £H /)7 i, PaO, . OI 7K - & fii 5 145 1
4+ W/D FAES WT-Sham 4 M4, 2 7% LG4 E
S KO-EHIZH /N, PaO, O 7K -8 T WT-HE I 4 |
Il PE5r WD FO(E IR T WT-BE A2 | 22 A 4
HFEEN(P<0.05), WFK1 K2,

2.3 dANRRERNEENILE WI-BHL/N

LI A2 i 20 40 TNF-o0 IL-1B  IL-6 A& 1 T
WT-Sham 4, 22 % A G it % & X (P <0.05) ; KO-
Sham ZH /)N FRALYE S Al 2 20 TNF-o IL-1B | IL-6 fiY
WeE 5 WT-Sham 4H L8, 2 7 L& 1T & X ; KO-
AL /N BRI S 44 TNF-o  IL-18 | IL-6 [
WEALTWT- A4, ZRALITFEEL(P<

E1 4 H2/NRATEL S HMGB1 RiZBI L5
5 WT-Sham 21 b4, * P <0. 05

2 4 HINEATALHRIESE HE x400

F1 4 AMRIRGEENILR (n=12,x£5s)

415 Pa0, (kPa) ol i A5 P4y W/D
WT-Sham 12.59 +0. 74 477.12 £21.83 0.93 +0.08 4.03 +£0.35
W52 7.69 £0.60* 248.58 +18.58 " 11.24 £1.03" 7.62+0.59*
KO-Sham 12.53 +0.82 480.23 +25.76 1.01 £0.11 4.12 +0.44
KO- 10.22 +0.75" 379.19 +28.68" 5.58 £0.48" 5.25 £0.41*
F{H 21.578 18.572 136. 813 20. 671
P <0.001 <0.001 <0.001 <0.001

5 WT-Sham 2 H#E: * P <0.05; 5 WT A2 H 4. # P <0. 05
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2 4APMRRERMEEMNLEE (n=12,x%5)
i MLY% ( pg/ml) Mg (pe/g)
- TNF-a IL-1B IL-6 TNF-o IL-1B IL-6
WT-Sham 0.84 +0.07 0.59 £0.03 1.14 +0.08 1.86 £0.14 1.26 £0.11 1.14 £0.10
W57 4.41£0.29* 2.85+0.23" 5.61+0.34" 5.77£0.36* 4.09 £0.32" 4.66 £0.36"
KO-Sham 0.90 £0.05 0.61 £0.04 1.06 +0.09 1.92 £0.20 1.31 £0.12 1.21 £0.12
KO-151 %1 1.88 +0.14* 1.13 £0.09* 2.86 +0.22% 3.01 £0.25* 2.21 £0.22% 2.67 £0.22*
F1{i 122.581 89.483 117.564 105. 682 94.587 109. 582
P1H <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
5 WT-Sham #H [L#: * P <0.05; 5 WT BIRIZH [L# . *P <0. 05
R3 4APMRRERMEENLER(n=12,x+5)

. ML ( pg/ml) fili 2 (pe/g)
- MDA ( nmol/L) ROS(U/L) SOD(U/L) MDA ( nmol/L) ROS(U/L) SOD(U/L)
WT-Sham 2.13 £0.16 1.44 £0.12 32.58 +2.52 1.96 +0. 14 0.94 £0.06 48.58 +3.25
WT-f5i 7 6.74 £0.52" 4.95+0.34" 15.52 +1.71°* 7.01 £0.51" 5.51£0.36" 30.12+2.21°"
KO-Sham 2.21+0.14 1.50 £0.15 33.12+2.74 1.92 £0.15 1.01 £0.08 49.12 +3.62
KO-15 %1 3.36 £0.32* 2.76 £0.23* 24.09 +2.85" 3.44 £0.28"* 2.31£0.18* 41.58 +3.28"
F 14 53.852 60.375 41.382 63.961 76. 694 31.681
P 1A <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

5 WT-Sham £ [L#; * P <0.05; 5 WT BIRIZH [L# . *P <0. 05

B3 4 4H/FE TLR4/NF-«B & B LL B
1:WT-Sham 41 ;2 : WT-HE R4 ;3 . KO-Sham 4 ;4 : KO-FR 4 ; 5 WT-Sham 4 HL# . * P <0.05 ;5 WT BRI H S . #P <0. 05

0.05), W#k2,

2.4 4HENMNRENNBREEERLLE WA
2H /N UL S22 i MDA ROS B9 BE = T WT-
Sham £H ,SOD AYHFEMK T WT-Sham 4 , 22 A 481t
2 L(P <0.05) ; KO-Sham 20 /) B IfiL 3 & fii 26 21
it MDA \ROS ., SOD (i & 5 WT-Sham 41 L3¢, 22
SLGEH 2 (P >0.05) ; KO-FI A /)N L 7 K
g2 s MDA | ROS Bk FEARF WT-£E71 4, SOD
MR T WT-HE A 2 R A G # L (P <
0.05), W3,

2.5 4 /MR TLR4/NF-xB @I ELE  WT-1

RUZH/INER T ZH 2 TLR4 A% NF-kB p65 HYRIE K-
5 T WT-Sham 41, 2 R A G124 L (P <0.05);
KO-Sham Z/)N Ui ZH 20 TLR4 B NF-kB p65 )3
KKF5 WT-Sham 4 H#E, 2 73 BGHH2¥%E X,
KO-BEAIZH /N 2H 2L TLR4 (4% NF-xB p65 13
KT WT-BERI A, 2 R B Gt %8 X (P <
0.05). UK 3,

it

ST AN PR PP RS AR AL 1 2
KO  E B 1 P B i AN o8 20 2

LY

3 e
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HMGBI J2& 8 2 (1) R AE A 5T, AR AE S I 300 o 78 v
HMGB1 B30 5 A0 45 20 At =5 8h 4310 gk sh Bk, mir
BRIV AT 6 PR 200 R TR 20 i 45 7 3]
SRR e i R A R 32 B0 A BRI RE i HMGBL,
JE B R H A AP 5 kAR BET IR S 3
HMGBI B8l B, A 5Erh , IEEAE ALL /) BRIt 2H
41 HMGB1 ik n, LU 45548 HMGB 7
FIRTTRES 5 MEEAE ALL A9 & A2 & R | (R 25
ALL ' HMGB1 192 W24 FH i ik = B 1 Bl ) 5
B UEE

AR 5T R P BE DR IR 1) T BV e EEAE. ALL B3R
o HMGB1 A=A E T 53 A, B A BN B
TTMEEAE ALL #5455 PaO, K O FRARK, i ZH 21 B
(i) J3 70 1M 7K i 2R A 441 i 122 Vi 4 LR ) ALL 9 P 3R
L 053380, 3 IR EE AT ALL AR 7 i) £ B
1, HMGB1 7EMERAE 1Y & A= Fnafk Jg v & 54 R AR
PRI i e el o v o o8 A B o N R
2RI | E T 4 4 SRE s o7 4 2 00E | i 462 405
JRILe =7V ARBFSE A HMGB1 Bl /I B AT e #5E
ALI 74 Bk HMGBI fif PaO, & OI 34, fiti 2041
r ) JBE 7 00 A e 8 A 200 = 1 Y s 3 el A D 2 L
i 5 PF o3 B A, 3X — 25 5 HMGB1 £ 5 ik 4E
ALL 4L T FL e

HMGB1 & 7F 4 i 20 Ha 33 11 10 %000, AN RE A% (3
TNF-a | IL-1B | IL-6 55 44 PR F K B, RAE [ i
FRLLPLTE , IR RERE ROS A il 2 | Sk 44Uk R
AR SR 5, 15 0 g BT A 7 ) MDA 19 A= 1 S it
AL SOD FYTHFE™ ' MEERAE ALT A 2C Y LAt
TFFE S 9 AiE S5 1 A1V A0 7 385 Iz 1o A2 5 i 48343 %% 1)
AR RIAE Y 2= 2R 2R R PRy FB
W E W MR AE ALTY ") AR g B A A e a
SE ALL /) UM VS K il 41 80 TNF-o IL-18 116,
ROS MDA f¥ E 38 i, SOD 4k B A1, 755 & e
BEAE ALL % A2 R i SR I g FH AR A ) B VT
HFIE . HMGBI B i M 82 0E ALL /I BB 1l 3 &
fili 2R H TNF-a IL-1B . IL-6 \ROS MDA ¥ J& F&AI%
SOD #eFEafin, 61 HMGB1 78 e #59E ALL e 5
PR RAE I W K SR AR N SR A, # B HMGB1 it
NE IV SR N PO

HMGB1 i #F 5 JiE 4 M= |, P84 9 i S I K 4
AR IR ALR T BE 5 30 TLR4/NF-kB 3 #%4 5¢,
T 50 W AN 9k BB A HMGBI 38 5 TLR4 i NF-
kB ARL, HE 1S B Z R 90E I 3Rk, S 30 RAE
AR BRI RGE , MR AE A R TLRA K

¥ NF-wkB 2k 05 Mt 4 | B 458 40 55 0k 25 2 e e
RADET ) AT A B AR R e HE R /) U 2 27
TLR4 K #% NF-«B Zik¥an, 55 BEA 0 58 TLR4/
NF-kB i %2 5 EEAE ALL 1945 W) 4, HMGBI
R SRR RARAE ALL /N U249 TLR4 S NF-kB
FEIRMEAR, 6 W e FE0E ALL o HMGB1 %45 TLR4/
NF-kB 3# %, i F% HMGBI fi TLR4/NF-«B i [ %
PO, Uk > NF-xB AR, #E 6] NF-kB X 2 4
i ek IO PR IRV, e 28 S BR J 9% 0E JL 1 J
FAL N IR N RN, 56T HMGB1 4% TLR4 1Y
B, iTREVS B 5% /KF 1Y Ja 8 7 IR 5 3 sk R K
AR RS RNA P45 1575 A5 BT HAE DG ) 4 4 ik
RISE5G mRNA B2 M SL I S T &

25 L Prik , HMGB1 2 5 IR B AE ALL i &4 &
JE R bR HMGB1 B ik s /N B ALL, 5 2Z A G Y
Ay FHLHI AT RE AW TLR4/NF-kB 18 B85 10 R
J NS AL B N, TLR4/NF-«B i % 7F
HMGB1 £ 5 MTEAE ALL &A= K R v il Ve AT A 15
a2 MR R

o ik
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HMGBI1 gene knockout alleviates acute lung injury of sepsis

mice via inhibiting TLR4/NF-kB pathway
Zhang Zhibin, Li Ruitong, Zheng Weiwei, Lin Xuerong, Niu Ningning,
Wang Hui, Yuan Meng, Han Shuchi, Xue Qianlong

(Dept of Emergency, The First Affiliated Hospital of Hebei North University, Zhangjiakou 075000)
Abstract Objective To study the effect of high mobility group box B1 (HMGB1) gene knockout on alleviating a-
cute lung injury and inhibiting toll-like receptor 4 ( TLR4)/nuclear factor-kB ( NF-kB) pathway of sepsis mice.
Methods Wild-type (WT) mice were divided into WT-Sham group and WT-model group, and HMGBI1 knockout
(KO) mice were divided into KO-sham group and KO-model group. Sepsis ALI model was established by cecal
ligation and perforation in WT-model group and KO-model group. Sham operation was performed in WT-Sham
eroup and KO-Sham group. 24 h after modeling, the partial pressure of arterial oxygen (Pa0,) was detected, oxy-
genation index (OI) was calculated, pathological changes of lung tissue were detected and lung injury score was
calculated, the concentrations of tumor necrosis factor-a ( TNF-a ), interleukin-18 (IL-1B), interleukin-6 (IL-
6) , reactive oxygen species ( ROS) , malondialdehyde ( MDA) , superoxide dismutase (SOD) , in serum and lung
The

Pa0,, OI and the concentration of SOD in serum and lung tissue of WT-model group were lower than those of WT-

tissues and the expression of HMGB1, TLR4 and nuclear NF-kB in lung tissues were detected. Results

Sham group, the lung injury scores, the concentrations of TNF-a, IL-18, 1L-6, ROS and MDA in serum and lung
tissue, and the expression levels of HMGB1, TLR4 and nuclear NF-kB in lung tissue were higher than those in
WT-Sham group (P <0.05). HMGBI was not expressed in lung tissue of KO-model group, and the concentrations
of PaO,, OI and the concentration of SOD in serum and lung tissue of KO-model group were higher than those of
WT-model group, the lung injury scores, the concentrations of TNF-a, IL-13, 1IL-6, ROS and MDA in serum and
lung tissue, and the expression levels of TLR4 and nuclear NF-kB in lung tissue were lower than those of the WT-
model group (P <0.05). Conclusion HMGBI gene knockout alleviates acute lung injury of sepsis mice, the re-
lated molecular mechanism may be the inhibition of TLR4/NF-kB pathway mediated inflammation and oxidative
stress.
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