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CRZE] B WS R 0 EEIE VR BICHE A5 N EE I (DIC) PR BLHLHI . ik R A= P
TWHA (BLL) 23087 88 7 A 2 D LTE BRI AR R A 2 R S P D 2R AR 10 T 11 (caspase-11) MAH B HAR
BEFE 24 H Balb/e /N, FeBENLECTF 350 5 HREH  BEAUZH ] 45 25 20 SR FH R IR 2 SR 20 (LPS) 1)
T UL DIC HERY , Xof FRZH 25T A R 30) dak A A R K 25 25 4TRSS 3 o L o R i A D TVE RV iR (3
21t 0.031 3 g/kg) BFIK 0.2 mL/20 g, 3% L% 3 do TG 8 h JBREE/INER, oS TBUm BRI ZH 2L, SR FH I G
PEENG BB (ELISA ) A0 L34 P A0 5 (IL-18, IL-1a  IL-1B). @EiT B R A 1 1 (HMGB )., S I B | 5t
ML - FUBEMEEEE A4 (TAT), £ i S0m A I R 1 1 (PAT-1), £F 4885 (5 (Fib) Fl D- ZRAKIKF- 5 Ab4E
/INBRUR U FD A, S LR Al R 2 2O B~ 5 AR 5 SR PG e i R it - A [ b (qRT-PCR) K
AT 4140 HMGBL | caspase-11, S8 T-A15CEE I Gasdemin D (GSDMD), B5 8 1 16F FIZLZUHF (TF) 1)
mRNA Fk7KF 5 SR & T3 BB (Western blotting) KA FIAFZHZU Y caspase-11 FI1 GSDMD-N 34
F3% (GSDMD-N) iR FIRIAAKF. 8558R  BLI EAEST s , 8% % 8 1A DIVEBEVERR AL 52 BE 5 caspase-11
BB 0E RTS8 T T I, X WA IR P A S it = 5 HES B, M0 5 AR S 2 88
JE S, T DR A3 2 B AR U 8 1 LT PN T LA N R 25 3 K /D RE AR AE , RIAZ PR [ 4 VR e . 25 24520 13k
T AL B ) 0 MR Ko P I 2 ) TR I YL SR R AT Y6 TG Y S B JRE . AR 2 i 4 S A5 A
SR T N 2L 2R S I, A S A SR, I P T LR S 2T AT A, A v T U A R S A L AT
HEFN A 2L, AP T WAR PEAIMIR I . A 2540 LR BE R AR W) i 2438 . ELISA £58 i w  BORIAL i 5 o 40
K (IL-18 ., [L-1c  IL-1B . HMGB1) M ¥ 1 A1 CEEINLES . TAT. PAI-1. Fib F1 D- 38 {K) K30 g T
R 5 25 245 4 I A0 M R B 5 ot PR - 2 B P 2] 38 S5 R AIR ( T-18 (ng/L) : 121.70 £ 14.96 i 167.79 £ 12.83,
IL-Ta (ng/L.) : 475.51£27.31 [t 600.30+50.92, 1L-1B (ng/L) : 93.00+9.88 [t 106.07+6.87, HMGBI (pg/L) :
87.35+11.96 [t 117.74+8.72, ¥E Il fff (ng/L) : 175.32+11.89 [t 245.15+8.18, TAT (ng/L) : 477.85+37.87 It
722.29 +28.72, PAI-1 (ug/1.): 17.03 +1.39 Lt 27.04 +0.96, Fib (g/1.): 7.51 £ 0.46 [t 12.67 +0.64,D- " 3F4K (ug/L):
661.35+52.85 [t 925.48 +30.64, P<<0.05 ). qRT-PCR 455 /R, R 2 KT A fiti 440 h HMGBI | caspase-11,
GSDMD | B5 545 11 16F FlI TF B mRNA ik 7K-F3 W 58 55 X BE AL 5 25 25 A4 41 HMGB1 | caspase-11,
GSDMD , B5 2 14 16F 1 TF (1) mRNA 235 /K F- ¥ e M 41 5 5 B MK (F4120 : HMGBI mRNA £k (2744)
J90.13+0.01 [ 1.82+0.45, caspase-11 mRNA &1k (27**“) 2}y 0.66 +0.05 [t 1.45+0.09, GSDMD mRNA (27**%)
H12.86+2.50 [ 21.72+3.81, E5 AR (4 16F mRNA ik (2744) 7 0.61 +0.08 . 3.61 +0.77, TF mRNA ik
(274%%) g 1.2940.33 [ 2.54+0.15; Jiff 41 41 HMGB1 mRNA % 1 (27°*) 24 0.13£0.03 £ 2.13+0.48,
caspase-11 mRNA 2 35 (27**) 5 0.57+£0.08 [£ 4.48£0.59, GSDMD mRNA % ik (27%*) 4 0.26+0.03 It
1.83+0.05, BB IR 16F mRNA ik (2744“)28 0.69£0.38 1 2.19+0.53, TF mRNA #3k(2744) 4 0.35+0.07
It 7.68+0.32, 44 P<<0.05 ). Western blotting £5 4 i 7 , S B2 JFF FI At 21 2L caspase-11 Fl GSDMD-N 3 (14 25
2R IB 7K -2 B S s X R AL 5 4 25 LT RIIGAL 2Uh caspase-11 F1 GSDMD-N 19 £ [ Z2 35 /K - B A 4 Bk
FERRAR (ITLHE : caspase-11 2K 1 735 (caspase-11/GAPDH) 24 0.79+0.02 [t 1.15+0.03, GSDMD-N % 431k
(GSDMD-N/GAPDH) 24 0.77+0.06 Lt 1.24+0.03 ; filiZ 2! : caspase-11 33k (caspase-11/GAPDH) 24 0.76 +0.01
It 0.96+0.01, GSDMD-N #1235 (GSDMD-N/GAPDH) 3 0.79 +£0.01 £ 1.03+0.02,3 P<0.05 ). #it #i&
B IATIVEBRETR AT 5 caspase-11 45 & P 2 PR F-HIEE I BBl (19 R, 982> GSDMD [T , BE&AIK TF
12308 5 M PRI B g 1 & 2, T ek LPS 5 5019 DIC.
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[Abstract] Objective To investigate the effect and mechanisms of the active fraction of Huanglian Jiedu
decoction on sepsis-induced disseminated intravascular coagulation (DIC). Methods Using bio-layer interferometry
(BLI), the interaction between the ethanol-precipitated fraction of Huanglian Jiedu decoction and caspase-11 was
analyzed. A total of 24 Balb/c mice were selected and randomly divided into the control group, model group, and
treatment group according to a random number table. The DIC model was established by intravenous caudal injection
of lipopolysaccharide (LPS) twice, the control group received an equal volume of normal saline. The treatment group
received the ethanol-precipitated fraction of Huanglian Jiedu decoction (0.031 3 g/kg ) by oral gavage (0.2 mL/20 g)
once daily for 3 consecutive days before modeling. Eight hours after modeling, the mice were anesthetized, and blood
was collected via cardiac puncture. Serum levels of interleukins (IL-18, IL-1a and IL-13), high mobility group protein
B1 (HMGB1), thrombin, thrombin-antithrombin complex (TAT), plasminogen activator inhibitor-1 (PAI-1), fibrinogen
(Fib), and D-dimer were measured using enzyme-linked immunosorbent assay (ELISA). After sacrificing the mice,
the liver and lung tissues were removed, histopathological changes in the liver and lung tissues were observed under
a light microscope. The mRNA expression levels of HMGBI1, caspase-11, pyroptosis-associated protein Gasdermin D
(GSDMD), transmembrane protein 16F, and tissue factor (TF) in liver and lung tissues were detected by quantitative
reverse transcription-polymerase chain reaction (JRT-PCR). The protein expression levels of caspase-11 and GSDMD-N
in lung and liver tissues were detected by Western blotting. Results BLI interaction analysis demonstrated that
the ethanol-precipitated fraction of Huanglian Jiedu decoction exhibited favorable binding affinity for caspase-11.
Under light microscopy, the control group exhibited abundant hepatocytes with compact arrangement and plump
cytoplasm within the field of view. In the model group, the liver tissue exhibited moderately abnormal architecture,
characterized by partial steatosis, the presence of small round vacuoles within the cytoplasm, as well as focal necrosis
with karyopyknosis, karyorrhexis, and hyperchromasia. These pathological alterations were markedly ameliorated
in the treatment group. The model group exhibited severely abnormal pulmonary architecture, characterized by
marked hemorrhage, alveolar collapse, abundant red blood cells within the alveolar spaces, significant thickening
of the alveolar walls, disordered arrangement of bronchial epithelial cells, and inflammatory cell infiltration in the
tissue. These pathological changes were markedly ameliorated in the treatment group. ELISA results indicated that,
compared with the control group, the model group exhibited significantly elevated serum levels of 11-18, IL-1a, IL-1
and HMGBI, as well as the coagulation factors thrombin, TAT, PAI-1, Fib, and D-dimer. Compared with the model
group, the treatment group showed a significant reduction in serum levels of both cytokines and coagulation factors
[IL-18 (ng/L): 121.70 £14.96 vs. 167.794+12.83, IL-1a (ng/L): 475.51£27.31 vs. 600.30£50.92, IL-18 (ng/L):
93.00+9.88 vs. 106.07 +6.87, HMGB1 (ug/L): 87.35+11.96 vs. 117.74 £8.72, thrombin (ng/L): 175.32+11.89 vs.
245.15+8.18, TAT (ng/L): 477.85+£37.87 vs. 722.29 £28.72, PAI-1 (ug/L): 17.03 £1.39 vs. 27.04 £0.96, Fib (g/L):
7.51£0.46 vs. 12.67 +0.64, D-dimer (ug/L): 661.35+52.85 vs. 925.48 +£30.64, all P < 0.05]. The qRT-PCR results
revealed that, compared to the control group, the model group demonstrated significantly increased mRNA expression
levels of HMGBI1, caspase-11, GSDMD, transmembrane protein 16F, and TF in both liver and lung tissues. Compared
to the model group, the treatment group exhibited a significant reduction in the mRNA expression levels of HMGBI,
caspase-11, GSDMD, transmembrane protein 16F, and TF in both liver and lung tissues [liver tissue: HMGB1 mRNA
27** was 0.13£0.01 vs. 1.82+0.45, caspase-11 mRNA (27**“) was 0.66+0.05 vs. 1.45+0.09, GSDMD mRNA
(272 was 12.86 +2.50 vs. 21.72+ 3.81, transmembrane protein 16F mRNA (27**%) was 0.61+0.08 vs. 3.61 +0.77,
TF mRNA (27**") was 1.29 +0.33 vs. 2.54 +0.15; lung tissue: HIGB1 mRNA (27**“) was 0.13 +0.03 vs. 2.13 £0.48,
caspase-11 mRNA (27**“) was 0.57 +0.08 vs. 448 +0.59, GSDMD mRNA (27**“) was 0.26+0.03 vs. 1.83+0.05,
transmembrane protein 16F mRNA (27**%) was 0.69+0.38 vs. 2.19+0.53, TF mRNA (27**%) was 0.35+£0.07 vs.
7.68 £0.32, all P < 0.05]. Western blotting analysis showed that, compared to the control group, the model group had
significantly increased protein expression levels of caspase-11 and the N-terminal fragment of GSDMD (GSDMD-N)
in both liver and lung tissues. Compared to the model group, the treatment group exhibited significantly reduced
protein expression levels of caspase-11 and GSDMD-N in both liver and lung tissues [liver tissue: caspase-11 protein
expression (caspase-11/GAPDH) was 0.794+0.02 vs. 1.15£0.03, GSDMD-N protein expression (GSDMD-N/GAPDH)
was 0.77 £0.06 vs. 1.24+0.03; lung tissue: caspase-11 protein expression (caspase-11/GAPDH) was 0.76 £0.01 vs.
0.96+0.01, GSDMD-N (GSDMD-N/GAPDH) was 0.79+0.01 vs. 1.03+0.02, all P < 0.05]. Conclusions The
ethanol-precipitated fraction of Huanglian Jiedu decoction binds to caspase-11, thereby inhibiting the release of
inflammatory and coagulation factors, reducing GSDMD activation, down-regulating TF expression, and suppressing the
coagulation cascade. Consequently, it ameliorates LPS-induced DIC.
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response
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e B 9 I Bk BACVE Il A5 PN € I (disseminated
intravascular coagulation, DIC) & MEEEAEALT A B2
JELIR 22—, E A B REAE I PR 7 A A s M i)
W, TAERA W R, T B2 RIFEAE DIC A7 5L
U7 0, MR REE DIC & T B IR B Y 1, T 74
fifp-RE S YR A2 A8 1) T 1, B Lk iR 1L AR YOG
B AR T S KRB P2 407,
BOE B4 B AINE T YR 2 AL, R BE
AL ADoK B R AR S O B TR R
oK R A2 ok, S REE = AR 22 K pAE TG
(A2 60 o =R, B TS KR
SO0, T AFNE , BN 2 IR A IR Z 5 2
I BB RS MEERE YT RO D) AH AR 20
o3t or 5 2k AR I H R AN TS A AR HIALAR i
AT, AR T R BTSSR o, O R
7168 55 1R Z B (lipopolysaccharide, LPS) 454, 38 b
A LPS/Toll £ 32 4 4- #iFE 73L& F -2 (roll-like
receptor 4-myeloid differentiation protein-2, TLR4-
MD-2)/ ¥ %% 5% AT -kB (nuclear factor-xB, NF-xB)
e A T AR BV A R R
LPS AJ il K 24 2 MR 5 s P F Dt 2 R £ H1 i 11
(cysteinyl aspartate specific proteinase, caspase-11) &
HF Ui A9 £ T2 AH SC 8 1 Gasdemin D (GSDMD), 3
5 HZUA T (tissue factor, TF) 1% 15 ShEE M50,
P K MEHAE DIC ' WREE % BT K B, ¥ %
i B 1 DL U B P 38 5 AR 71 ] 1 al caspase-11 Y5
IR DR I T o R R UL I o, ot kA T
PUMEERAE DIC BFSE . AW AR (bio-layer
interferometry, BLI) RJ % 24 9 3 AH B AR FH
ARG A3 Ar , EAGIN 45 58 22 /0N VR a7 58, Aar Ul
PR, TR R S AT AR B, X TR AN A b 25
JLAT B A B B N R AR SR T BLI
HARX TR UIE RS caspase-11 4T
ARG, e DA TR NSRRI S SR 1) B A 27
ARG DIC FIFEH KL
1 #R57E%E
L1 B A DUUE BV PR AL Y 1 4 - 2561 14
WA AR RIS IO 5 | B AL
O A HEAT  HE =322 3 [ L BIFRIR
1 kg, KGR RIIE I 10 LK, 25T T2 1 h,
K RS B 1 h 2 R U8, FRAS 26 1 B
PRS2 TP A 8 LK, K FEAE I HR I 1 h, 244
AU, ARG HE 2 WURW s 5T 2 IR, e, ULRE

3 d, PUIE T4 AR BN UTRE TR AL, HITRAL 3 5E BE 1Y
BRI 53 BSUTHE , LA 50% 2 B3 1 38 e e , vk i
W 2T, SCAR ROV, I R 4, v VR T 44
9 BN E MR F R AU TTEBRGE R AR R

1.2 B 3% i 5 1 DUTE B8 58 AL 55 caspase-11 1Y
RN R - H 2 e R A% S s APS S Pl AR
caspase-11 & [ J5 5 ¥ % fif 8 17 Ui U€ B Y5 07
2t 4, FH W TR £ 2% #h I (phosphate buffered saline,
PBS) i B caspase-11 £ FH £ 2 mg/L, [#4k 600 s, H
FEAS H B 22 vh R buffer+5% — 1 3L 37 B (dimethyl
sulfoxide, DMSO) i B 0.9 mg ¥ % i 5 17 U1 1€ B%
PEFRAL, BC i AL 1.000 0., 0.500 0, 0.250 0, 0.125 0.,
0.062 5 mmol/LL 5 > ¥ B, {#i ] ForteBio Data
analysis 12.0 XJEHRE 175047 -

13 SCEBhWI o KA 245 - B BEHENE Balb/e /ML, 1A
JFTHR 18 ~ 22 g, L THA EYIBARAT R A ] 5250 5
Py B, S S AR IE S : SCXK (L) 2010-0001,
Y ALE SDF 529 % 1 5% 1 e, fZ BE ML A 7 3%
o3 MR R | BRI S 25254 . i R K T
LPS & il DIC #8426 1 UCTE SR 5 0 0.4 me/kg,
[ B 7 h 55 2 YRS Rl R 10 me/kg, X RZH 45T
ARTR] R A A R K s SR 252 T BT 3 d R
H BRI DIE R (5 255 0.031 3 g/kg)
0.2 mL/20 g, %L 3 d,

1.4 KDUHEAR K7k - iSS 8 h BRI/, 2R
it , A AN B BBUTF R ZH 21 T S 250 56

141 HIUREILES : JF AT E T 4% 258
HE £ RSG5 4 pm B9 BV R, 295K
= - e (hematoxylin-eosin, HE ) Je{0, 127 A
B T WS 2H 2R o B2 2 2%

1.4.2 IV 20 A A3~ R L4 B D0 A < OB A T
3000 g(& 0> 2F 12 8 em)d °C T B 0> 10 min HL
I 9%, SR B S 5 M B i %6 (enzyme-linked
immunosorbent assay, ELISA ) I IfiL 7 1 40 AL/ 2=
(interleukins, TL-18 TL-1o FI IL-1B ), & i B 1%
£ [ BI1 (high mobility group protein B1, HMGB1 ),
HE I B BE A - BT EE I A 2 5 ¥ (thrombin-
antithrombin complex, TAT ), £F % i 5 35006 4 41 il
“F 1 (plasminogen activator inhibitor 1, PAI-1), £F4EFE
1 I (fibrinogen, Fib) Fll D- — R, A 4%
PR & U A AT

143 JIFFINfZH 20 RNA Fh A IIE - IO AF Y
JH R 2 ZUH] RNA 48 U0 & 32 B RNA, 71534
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LR E , I 0 e s ialon) &0 i SR8 1 e DNA
W SEAR Y cDNA HI PCR AL HEAT 51 5 ik [ e
S - BAFEE RV (quantitative reverse transcription-
polymerase chain reaction, qRT-PCR) 43 #t. R #
2742 By )77 HMGBI | caspase-11, GSDMD | 5
R T 16F Fil TF mRNA k7K

1.4.4 5 5 4 BNl 3R 56 (Western blotting) 6
Il ZH 2P B A s BOARAE A A ZH 2L,
N B W L 20 min, BLOWCE FVEWR, I E BIE
WA MR . 7E 10% T Bt JLORmReh - SN I Tk
Jiiz Bt B H, 3K (sodium dodecyl sulfate-polyacrylamide
gel electropheresis, SDS-PAGE ) &E 1T HLIK | %
JRE BT B E VRIS, TER NS U E
AR RO RS WA TR, JHBEI UG 73 BT &
GE5E MR (0 AR , AR T A4 2 1 R R il
Image J IG5 BT AR 0 25 11 257 I BE AHLE 170 A
caspase-11 Fl GSDMD-N ¥ Z54493% (GSDMD-N ) A2
FIZRIKKF, U R S NS 3- B H
i & B (glyceraldehyde-3-phosphate dehydrogenase,
GAPDH) Ji A A FEAELAE D Y 8 1 RO 2R 0
K-

L5 Gt AT AT SPSS 25.0 GeitHAFikA 54
Mt , K FHl Graphpad. Prism 9.5 X422 F %, 54
TEZS IR BT RS AR £ brifEzs (x£5) FK,
£ ] He R LR 2 T 2200 1 (ANOVA ), P<<0.05
RERAGITE L

2 % R

2.1 EEMREHUIEREVET LS caspase-11 [ H
YES3 BT (1 1) « 45251 W, o it 25 1 DUTE B e T
5 caspase-11 BY-F-Hifif 255 %0k 6.18 X 107, 15i8A
TR R DI B R S caspase-11 A B UK E
1P

0.4
— 0.062 5 mmol/L
— 0.125 0 mmol/L
— 0.250 0 mmol/L
— 0.500 0 mmol/L

0.3

E
K]
= 0.2 1 —— 1.000 0 mmol/L
Juiy
#0.1
#)
4
® 0
]
H 70.1 -
,0'2 1 1 1 1 J
20 40 60 80 100
fiF i (s)

1 REMEGUIRBYRILS caspase-11 MEAEMT

2.2 PEMRIEA UITEREGE AR AN DIC /N B i
YU B2 R (] 2) - HE Je@ a5 R, X i
AR, HES) R B, oA UL 2
8 G RV RaTe Y il s S AN G|
JE AR AL, IS N AT DL AR /N BT 2 36 /0 i
PROE, ML T AR TR S 5 2 25 20 R Bl e 1
B kst o S IR 2R T2 SR R T s Y s e
it 6090 1 A 19 VR OR: DAL B = RO 5 AR 2 it 4 21
SE R R S, LR P 2 AU O, B S A 22
24, i 1 PN AT DL R 2T 4 M i Y60 BE A DL B I 4
JRE, SCRUE B B AR R, HEUN AT LS R
JRE 5 25254 LI BECE K A

Xef M2, A EEEsH

Sk £ RO By

2 BB MERA A/ D RIT AR Bk B SR
HE 6 PEHK

2.3 BEOEMRREAUUTE BEGEERALXT DIC /)y B4 i [
T IBE MDY RERMEIER (R 1~2): 5XTIR4L L
A, RS AT 1L 3 40 Y F TL-18 L Th-1a AT TL-18
HMGBI, LS EE I F5 AR 58 LA . TAT . PAI-1., Fib Al
D- R (¥ P<0.05), SHEAIZ
LB, 25 24 20 1003 40 i Y 1L-18 | IL-1ee | IL-1B .
HMGBI ., E 1L/ . TAT. PAI-1, Fib #1 D- — B &k
S HTH AR (11 P<0.05), T ¥ i 25 1A T TE
PSP e B 410 ) 290 e P B ot A G PR 1
IR, A SRE IS I FIRE I R

x1 BENRMBHAREFKFELE (x+5)

A S (R) T1-18 (ng/L) IL-1c (ng/L)
X AL 8 79.01+12.44 384.59+41.76
[ SIEE] 8 167.79+12.83* 600.30+50.92*
Sh2he 8 121.70+14.96 " 475.51+27.31P

) HE(R) IL-18 (ng/L) HMGBI (pg/L)
o piiska:] 8 61.30+9.18 60.82+ 9.04
FERIZ 8 106.07 +6.87 % 117.74+ 8.72%
el 8 93.00+9.88" 87.35+11.96"

T SRR HR, TP < 0.05 5 SHRIL] HA, PP<0.05
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2.4 VEEMRREADIVEREGEER AT DIC /)N Bt 28
ZUET K BIFE I < qRT-PCR Z5 3 2R (£ 3~ 4),
5T B bb B, A AR 2 T R Al 20 40 HMGBL .
caspase-11, GSDMD | 5 i £ 1 16F 1 TF mRNA 3
TR KX A 3 i (3 P<<0.05), SERIA L,
2 T A4 2 HMGBI | caspase-11, GSDMD
5 7 11 16F F1 TF B9 mRNA 26 1k K - ) 1 2% )3
/b (¥ P<0.05), Western blotting %% 5 i 7x (€] 35
F5~6), 5 XML, BB ARG 4 4
caspase-11 1 GSDMD-N 19 8 [ F ik K-35 I 2 44
(¥ P<0.05) 5 SHERI RS, 25 25 2 F RNt 4 21
i caspase-11 1 GSDMD-N (K [ R iEAKF- 14 i 3
W/ () P<0.05),

i Jifi
MR B Zidl xR BRI SHE

Sy ——

3 Western blotting W 4-2H /)N T pFZH L
GSDMD-N #l caspase-11 I AFEA

EiEE

x5 BANRIFAA caspase-11 F1 GSDMD-N H)

EARIELEE (x £5)

215 ZHYEL  caspase-11 T A GSDMD-N % H %1k
(H)  (caspase-11/GAPDH)  (GSDMD-N/GAPDH )
X RZH 3 0.23+0.01 0.60+0.01
HETRIZ 3 1.15+0.03° 1.24+0.03°
WP 3 0.79+0.02" 0.77+0.06"
T SRR, *P<0.05 ; 5RO, PP<0.05

* 6 HKHENRAHEL caspase-11 71 GSDMD-N EJ

EARALER (x£5)

a5 S caspase-11 EFIFRIL GSDMD-N #E[13RA
(H)  (caspase-11/GAPDH)  (GSDMD-N/GAPDH)
X R ZH 3 0.18+0.01 0.43+0.01
EHIZH 3 0.96+0.01" 1.03+0.02°
WG 3 0.76+0.01" 0.79+0.01"

7 EXTRLL A, *P<0.05 5 SRR AL, PP<0.05

33 it

B 25 A I EEE DIC 2 A3 2 B2 2 IR A
B, TN AL, SRR, 38 AT, RO, T
RS A 2 M REAE BRI A TR O,
FEAAR , MEREAE P M0 A7 B T i R PR, 1
BE ML AL 5 SRE SN AR EAE R, — B ALY
FEfE N8 AL 045 B9 DIC HE Rl 3 80 5 i

R2 HHENRIMFEMIDEEFSFIRILE (x +5)

HH HE(R) BEIMLAE (ng/L) TAT (ng/L) PAI-1 (pg/L) Fib (/L) D- ZRIK (pe/L)
X R4 5 77.54+ 8.86 213.10+26.27 9.41+1.08 4.68+0.48 332.96+33.96
Iz 5 24515+ 8.18° 72229428727 27.04+0.96° 12.67+0.64" 925.48+30.64 "
e 5 17532+ 11.89" 477.85+37.87" 17.03+1.39" 7.51+0.46" 661.35+52.85"

FE - SRR AL, PP<0.05 5 SRR S, PP<0.05

*3 ZHENHRITHL HMGBI. caspase-11. GSDMD.

BEFEE R 16F 1 TF 19 mRNA RiEKELRE (x +5)

5 BILYE HMGB1 mRNA caspase-11 mRNA GSDMD mRNA SR 161 mRNA TF mRNA ik
(R) Fik (27449 Fak (27449 Fak (27449 Fak (2744 (2744

X IR 2H 3 1.01+0.21 1.01+0.16 1.01+0.13 1.03+0.31 1.00+0.11

ekl 3 1.82+0.45° 1.45+0.09% 217243812 3.61+0.77° 2.54+0.15°

U 3 0.13+0.01" 0.66+0.05" 12.86+2.50" 0.61+0.08" 129+033"

T SRR, *P<0.05 ; SRR T, PP <0.05

*x4 HAHANRIHEL HMGBI. caspase-11. GSDMD .,

=IRZE H 16F 71 TF #J mRNA RiEKFELLE (x +5)

_— EIL7E 8 HMGB1 mRNA caspase-11 mRNA GSDMD mRNA PSRRI 16F mRNA TF mRNA Fik
(H) Fik (27449 Fik (27449 Feik (27449 Feik (27449 (2724
X HRZH 3 1.02+0.30 1.01+0.17 1.00+0.00 1.00+0.00 1.05+0.40
AL 3 21340487 448+0.59° 1.83+0.05° 2.19+0.532 7.68+0.32°
i 3 0.13+0.03" 0.57+0.08" 0.26+0.03" 0.69+0.38" 0.35+0.07"

T IR AL, *P<0.05 5 SHIL s, PP<0.05
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U A RTIIT R Y, SE R E TT RE S M
LPS 4G, i i 1 P B 1k 45 AU | Ui Ak
T M REAE DIC MOFERT

M LPS JE7E 4k caspase-11 f)CHE, LMK
PR SEFE K H caspase-11 F PR, ZINER caspase-11
5 NAMBR) R PEIR caspase-4 Fll caspase-5 Ji: R
F L AT M LPS TS MO iR A PUITEALIFAr
ST, Bl caspase-11 151k, 98 M /IMA IS A
G2 AR R YIS Pyrin 254935 3 (nucleotide-
binding oligomerization domain, leucine-rich repeat
and pyrin domain- containing 3, NLRP3)/ 40 i 14
TZFH 5% % CARD 45 14 38 B 5 K 4 1 (apoptosis-
associated speck-like protein containing a CARD,
ASC1) /caspase-1 J¢ FiiF GSDMD & A 85 Y], i 540
AR T, S S SR KRR KR e AR
WG R A B RAE ROV 25 G AR, JE K KR AE
e REAE B LS B BOES A E AT . JAE B A
IR GEBAT DTG B PR BTG , — & 41
TR F M R G 0L s R
JHEFEAE F ) 20 B R 1 RO, B I R S A SR 2%
BT Bh, LA 25 e B0 o T LA B s A 12 4010
IL-18, [L-Ta | IL-1B /&2 RAMMIH +, 1L-18 fy 3L
fae R 2 PR SN T SECASB
IL-To A IL-1B fYF BURN G AT & 4 B SO0 YOG
S, AWSE AT B B AR W) R R A . A FE Y
RAER B AJEA 45, L B 25 R I REAE . A BFAY
K], GSDMD HYFAE RERE 1L-1o BEHE AN, HLAESE
HEIL-1B AURTHAE B -1 1 AT
R, MREEAESE T JE I P TL-18 A1 TL-1a BYOK
-4 R T MR A R U -1 o A
IL-18 Sffedphe ™ EREA ", HMGBI j&—Fl
e AR A L AR T LT A 0 2 b, Jf
H HMGBI 7] DA A 32 45 04 1 =5 2 AR i 9 43 £ A
AR AR MR, 33— A A AL
HMGBI1 (73 HABR 1 AlE AL /IS, 348 n] {8 1 41
TLAETIERRANE . HMGB1 f LLMIE LAY e K
PEAN MBI E B4 A HHoRE R R, felT S S R ]
X B T AR5 , de A TR B 7R 2 R 5
(9 DIC B, Ifi. o HMGB1 3840, 7E 1fiL i Hh HMGB1 45
A LPS, IR LPS 815 2 i E 40 M no i it b, A
MG caspase-11 A G 28 S v A1 A 1z 41 Bt D g
Eﬁﬁ% (227231O

e REALE FF 5 A PRl 18 DR BT 2 9 5 L 2%

HR I, SR A5 (R i 52 1oy 445 2% Je ok fis S A i i) DIC,
LPS J#i caspase-11 I FF) GSDMD, i i #
TF 151 7 Sk I 2 17, 375 % e EE DIC, Shi 4512
MR B, FH LPS Bl caspase-11 JEH fi bR/ RS,
ANERABE IS 00 Tl , TF RIRFRAK. B MER
16F J&—Fp Ca™ MRAGPERS i T 4L, 7T 7 5 /et
IR SEE NG . AT TR, RN LPS 5
HMGB1 Z5G T8 52 A A, 388 2k 4 S 40 L P 8
caspase-11, AL HY caspase-11 5§ Y] GSDMD i i 5
AR 16F fii Ca™ PN, 34N M L A i A 9k 24
RIRAME, BETARAE TF B, % &% pIc >, |
T 38 A H , BRFEAE & 2B I TF A5 i 658 251 &
G I P 3o 8 2 A A R T U R B
FGE I SR, X R 2R 2R G 8 B AN 1k
PERE M G E P TAT BB 4 Wybr ik
Yy, DIC BRI TAT 3800, 4 1558 i i i,
5 I 11 3 A BT I 27 2 B A . PAL-1 B
NS DIC 7 25 45 36 1 I A 1) 3 Bl ) >0,
AR FUUR, SR SR AR T . £F 4k 2R 2400 g
FEAE D- RAK, D- ZRASEIEI T & B /MY
LT Y TR IR SR R A ) TR R B I AR
G5Bk B, HOGE I Pt e Sl RRUER 7E DIC AT
e TR AR BN, DU 525 A MR E (R
D- — R , T REVE & AL DIC

TSRS SERE 2 b S5 A AR A5 R, 3R
HH B 4 il B DTVE DR X LPS 155 1 s e il
HARYER . AWF5e, it BLL AR ST BARE
S3AT, IRV i R VA UL TE BEVE R AL caspase-11
A B SE AN, U BH T R R A O PR
P T IS aE . HlRE /N R ZH 4 % A T A
TR, 45 25 JE A5 B B B e, TR /N R
RIER T 1L-18 . IL-1a . IL-1B F1 HMGB1 LA K11
[HF-EEIML A . TAT, PAI-1. Fib F1 D- R {AR U 14
I BRI A T SRE I M Il R GRS L O LS
BE MM AN & 1Y caspase-11, GSDMD | 5 I 45 4 16F Al
TF Y mRNA F4E [ 235K F449 00 B4 hn . 7648
HOE R U B AR AL T I LUG , 5 Z i R
i PRI R 1L R 7 R 6 A 25 11 8 1R KP4 B 0k
D BT DIC KA B XU .
4 & i

B BRI P TTTE BB BE S capase-11 4%
4, WA caspase-11/GSDMD 1% Ak, , 1870 48 i X2 4
M RN IR S8 ST L AT A0S R B E DIC, AR
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