WIS TR T - 2024457 A - 45194 - 4571

— . N ~ N 2. N
=95 UK ER 7K e R R 5 P A 4 J 1 Bty ki 7K e
X AE Y IR F, B AR, RSB, RA?
HWE BH: W HEBKERK (hypertonic ice saline, HIS ) 177 81455 M I 4t 73 (traumatic brain injury, TBI) K
SR AR HIS 42 8] 55 7K 38 1 2 11 4 (aquaporin 4, AQP4) FI NLRP3 4 /MA B 2 41 ] I B e figi 7K
JIJE BRI AR T, HEHE5E HMGB 1/NF-xB {553 IR 19 - F 0Ll . 773% 60 H SD K BB AL R TR
20 IR A HIS 21, A0 20 H o Sl st RIS A VB AREE A TBIRAY , I F R KE AT o X i
ARG TAHERAGHIT , HISUUR S T HISIEIT o 7K B e A R SN KN RE T, Bz B ol i 41 20
FK Kl , Western blot Kzl AQP4 NLRP3 | £E T~ 548 4H X 8 14 (Caspase-1 . GSDMD) \HMGB1/NF-«B
5 B AH G T (HMGB1 NF-«B . p- IxBa) 1Y 221K ; 2R FH SIS 29 8 1t PCR KM AQP4 LK 4 i 2 i [
FIL-1BFI TNF-0f 7K. 855 /KoK B a2 Tt /R 5 56 BRZE A EL , TITS 21K Rk v AR 01 457 48 ( P<<0.05)
el J7 6 4 FRUCEEE Jin (P<<0.05) ; Western blot 25 5 i, 58 FAR LA L, X FRZL AN HIS 4 AQP4 %
A THE (P<0.05) 5 55 BRZE AT HE , HIS 2H AQP4 K35 T (P<<0.05) ; 5} IR AN Fb , HIS ZH A T4 56
#E 1 NLRP3 . Caspase-1 .GSDMD ik T I ; SR FARAUM EL , % REZH A HIS 2 A JiE 7 IL-1B 1 TNF-aff) 7K
583 IR (P<<0.05) , 5556 RZAH Lk, HIS 2H 25 B 7K 7 T I (P<<0.05) ; Western blot 45 i /= HIS BE#I
il HMGB 1/NF-«B {55 530 B 805 oS58 - B M5 5 BB 15 2 W A7 S8 RE /KT Rl 7K Ji S AQP4 5=
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Abstract Objective: To investigate whether hypertonic ice saline (HIS) treatment can inhibit penumbra brain
edema formation and pyroptosis in rats with traumatic brain injury (TBI) by regulating the expression of
aquaporin 4 (AQP4) and NLRP3 inflammasome, and to explore the molecular mechanism involving the
regulation of the HMGB1/NF-k B signaling pathway. Methods: Sixty Sprague-Dawley rats were randomly
divided into three groups: sham, TBI control, and HIS , with 20 rats in each group. The TBI model was
constructed using a modified Feeney's free-fall method, while the sham group underwent the same procedure
without the impact. Postoperatively, the control group received normal saline treatment, and the HIS group
received HIS treatment. The Morris water maze test was used to assess the cognitive ability of the rats. Brain
edema was measured by determining the water content of brain tissue. Western blot was used to detect the
expression of AQP4, NLRP3, pyroptosis-related proteins (Caspase-1, GSDMD), and HMGB1/NF-kB signaling
pathway-related proteins (HMGBI1, NF-«kB, p-IkBa). Real-time quantitative PCR was used to measure the levels
of AQP4 and the inflammatory cytokines IL-1 and TNF-o. Results: The water maze test results showed that,
compared with the control group, the escape latency of rats in the HIS group was shortened (P<0.05) and the
number of times they passed through the original platform quadrant increased (P<0.05). Western blot results
showed that, compared with the sham group, AQP4 expression levels in both the control and HIS groups were
increased (P<0.05). However, compared with the control group, AQP4 expression in the HIS group was
significantly down-regulated (P<0.05). Additionally, compared with the control group, the expressions of
pyroptosis-related proteins NLRP3, Caspase-1 and GSDMD were down-regulated in the HIS group.
Furthermore, compared with the sham group, the levels of inflammatory factors IL-1 § and TNF-o were
significantly up-regulated in both the control and HIS groups (P<0.05), while the levels of these inflammatory
factors were significantly down-regulated in the HIS group compared with the control group (P<0.05). Western
blot results also showed that HIS inhibited the activation of the HMGBI/NF-k B signaling pathway.

Conclusion: TBI can induce an increase in penumbra inflammation, brain edema and up-regulation of AQP4
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expression. HIS treatment can significantly alleviate the inflammation and brain edema of the penumbra and reduce the expression of

AQP4 after TBI in rats. The regulatory mechanism involves inhibiting the expression of pyroptosis-related proteins and blocking the

activation of the HMGB1/NF-kB signaling pathway.
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BN475 14 fgi 61473 (traumatic brain injury, TBI) & Hi 4k
PRAILIN 3 5 00 o 45 A4 450 0 A/ B D RE i, DA v
A A& TR AR T A i B AR AR s TR 2 R
LR 2SS EE 22—, TBIR & M40 5 2 AL
BB, dr g Ak g AR ok A
A 0L e 52 A0 A 28 S E BN 55— R A 4k M
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A TBIAR K PR3 Jm B — ROV /INE AR
it 2 R B2 B A 28 SR RE ] BB O R IR R 2
AR TR PR R 2 S R G R OCHVE T, M2
R MAVFFNESEAL H RS & 5 s & e IR H
J 50 FE5 A AR 45 44 35 1Y 52 44 3 (nucleotide-binding
domain leucine-rich repeat and pyrin domain-containing
receptor 3, NLRP3) 4 AERTE /N B A Mg & H
T C A WE5E R B 2 R S AE i A28 1 #8 [ 989 NLRP3-
Gasdermin D(GSDMD) ¢k S 57, % 4 M I A 74T 4L,
PO T T 9 R RO B A M AE T i R A
{HANBR 3 HIF-1 o3 3o 55 4 10 /)N I 5t 400 35
NLRP3 J A /IMA A 5 (14 40 i A T 800 2500 53 5
iEF2F 414 1 (high mobility group box 1, HMGB1 )i it
HMGB1/TLR4/NF-«B 15 5 1755 /M Ji Jot 40 Jif £z 72
PRI LH S o) £ T AR DGR AR Y S E / IMART LA D 1 15757
BLHY SR EAESRAE RIS RS 15 , & TBIVR Y7 A AL

TBI A Ji P i 460 43 2 AN 7T 3 1Y), E 20 2 A il
P05 02 HH— RGN A AL SOV R T R e 2 D RE SO | DRI
PO A R REM: . A TR R A FIE 3R AL
() 4 2 7 El T 5L o T B T v SRR RV
PRI ] LIS TBHAY Y ROR A RS . =Bk
LR 7K (hypertonic saline, HS ) 2 o 1fi. . i 5 iz TBI
FIT SO K 8 H TGS 7k TR IR K i R BB 1Y
P, HS el A i A8 R A B R T ) H e P AROR
BN, HAFHLIA 5 1S dl i i 2 hE R
DT A1 ) /0N g J5 48 i v oK 38 3 2R H (aquaporin,

AQP)4 RIRAHIE, AQPA 2 KN Hh 1%tk d5e 1o 1) 7Kl
TE AR, R MG 7K b 8 5 o 25 OB L JF Bl ik
55 8 A R AH DG a8 4 AH B ER I I 5 Il A 47 )5 el 42
g,

PAER , AR (255018 FHAS R T Befl 3 H s ik
TORFETE 32 C ~ 35 °C)TEREA MO IR XS I DO RE
PRYE R A5 BESE , (B HAE TBLIRYY TP A FE i
AN PRL, AS B 5 3 2k 20 R 3EJE B R VR IR
(modified Feeney's free-fall method ) #4) & TBI & fil A Y
] B =5 75 K £k 7K (hypertonic ice-cold saline, HIS) Xif
TBIiF5 5 A4 ik 7K i 14 52 1) 158 E AH OC 1 4 B AR T A% 43
FHLH

1 MREHE

1.1 A

111 SE8esh¥) A IEYE Sprague-Dawley (SD) K FR
60 H T 230 ~ 270 g, 6 ~ 8 JEIHA G [ b HEIT S
oy A (R I PTIE S SYXK (971)2022-0012, JiIF
A S B AR P ARAF R R R 72— M B BE B sh )
PRAp B fli 22 51 254k, JF HAR I 56 [ [ 57 AR
BE Ry« SEgm sh 4 BRI s R AT T AT R R Y
FAPHMESE , [ K R FE SR IS R PR 1,
IERIRE 20 °C ~ 24 C JBE 55% ~ 65% , JEHE 1A 12/
12 h,

112 FEER 548 SRRk B Eh iR e vg
(P b 2 BT 45 50) , W T3 [ 2 5 A RN W) 5 28 1A B 1
71 PMSF (ST505) \RIPA 24 (PO013B ) ; BCA 5 ¥
JEE I 2 5070 & (P0009) |, W F 1 i 38 25 RAW N Wl
PVDF B (05317) , W T 3% & B 52 28 A ; 5L AQP4
(ab128906) . $it NLRP3 (ab4207) . $ii p-I «x B «
(ab133462) . L GAPDH (ab181602) , It T %% [ Abcam
N 3 P GSDMD (s¢393581) , 4 F 2 [E Santa Cruz 2
A 3 T HMGB1 (68938) . $it NF-kB (8242T) . ¥t IxBa
(9242s) , T3 E CST A A ; LI F4T IR IgG(BA1050)
LI FE4i % IgG(BA1054) , W b [E 1 175 /3 W] TRIzol
(A33250) , 14 F 3 [F Invitrogen 23 A ; cDNA A i, 12t 55
% (6110A) .SYBR Green, Ilj T H 4% Takara 23 7 ; ECL
%A (ChemiDoc XRS+M 14 R 4t) .CFX96 &4t , I
TF2£[H Bio-RAD A H) .
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1.2.1 TBIKRBIAIR . ARE SCHER" i A Rk H gt
RYFEJE B H %K (modified Feeney's free-fall method)
Fa A B TBIAS Y | 388 38 s PR 3 S o At B
FRMEFT U 50 mg/kg B T e s o BRI
J& B RAE E REE LA 3 mm FNSIREEL S T
3 mm AL —A~ 5 mm (FF 1, RAFRE IS e 2L . SR
W —A> 40 g IR 15 em & B 3 R, S g
TR AR, T B 3 mm I AR 4 mm (4T
122 SEEad KRBV R34 BF AL (0=
20) KL (n=20) FITHIS 4 (n=20) . {BF AR H gk
FU A NS Y053 o X HRZEL AT HIS 234 4% TBI
B, HIS 41715 S TBIJS 3 hid i B Dk i 3.4%
HIS (3.4 g NaCl % fi# T 100 mL JC i 255 7K, 4 C,
5 mL/kg) o X B ZH 4 [ J7 vk i v % R T A AR
KA BITEVRYF 1 d.2d. 3 A ERZHBENLALAE 5 B K
o FETREE PRI T AbFE KBRS 7 BTSRRI , 7 #E A
F1X. 7 mm Ab X R SUEA T SeER DI TF | 15 K v & 1)
£ 2 mm AR SR TET BT FF , 2R JE %A A T B K 41414
60° 37 EARASI) , PR 43 135 48 3w I M 7 Joi B Ay 2 B
Giigs

1.2.3 Morris ZKEEATHFMIX 10973 dJF, 2% L
HR O A R F Morris 7K 28 B I IEA 45 20 K R (n=
SYWHITIRE . AT TR  BCE AR AR FELE 22 C ~
25 CHIKMIFR AR 0 A2 R, TH P — A%
PR E V&, B H T [ I R R R B PO A 4
ST — S K L, AT 4 VRSS2 R BRFR 27
G, IC SR B ] (6B AR D) , 45 120 s R ANE
B (EEFE R 120 o) (B4 KBV & KRB 15 s
JE FHERT N — R . 28 IR RIS YIZR S d 5 BBk
T8 SR BT T 3 S BRUCEIOR b 5 v R4
1.2.4 HEHEFRPZEENE (Western blot) Bff-mE72H 2
FH & 45 2R (A 71 PMSF (1 RIPA 2 T 3 26 1
FEHEBUR , 5 1R ] BCA 28 e B8 I 2 i 7] &k
Ak . A5 (30 pg) & 1 FTiE 2 SDS-PAGE $EL i
ITHIK B IS 3 PVDF I |, IR, H 5%/ g
W k3 24T PVDF ] PA 55 e Pk — i a2 72 A 1
4 CWHE R, L5 —PU TS - BT AQP4 . it
NLRP3 .31 GSDMD .3t HMGBI1 . /i NF-kB .31t p-IxBo.,
Pt IkBa .5t GAPDH. X H H TBST X} PVDF $j£#: 3 1K,
BRUR S min, 285 4300 FH 1L AE3T B 1gG ANl i %R 1gG
THUEENR FEE 1 h, TBST IS UEG H ECL A2k
1788 FHERIE 52 , 31 H] Image J X0 2 (1 BT ER I A T
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JKEEHTTA
1.2.5 SERF22Y6GE 2 (quantitative real-time, qRT)-PCR
i F TRIzol X A B F I 7 i 24 2L AT RNA 4RI, 1%
M cDNA £ B ) & i B0 AT i % o, Z 5 7
CFX96 24 I fli 519 F1 SYBR Green( H 7% Takara &
) )47 qQRT-PCR, GAPDHAE AN S . BT 5 11044 -
IL-1p—F:GCTTCAGGCAGGCAGTATCA,R: TGCAG
TTGTCTAATGGGAACG; TNF-0—F: TACTGAACTT
CGGGGTGATCG,R:CCACTTGGTGGTGTTTGCTAC
G; AQP4—F : TCCCTCTGCTTTGGACTCAG,R:GCG
ATGCTGATCTTTCGTGT ; GAPDH—F : GTGCCAGC
CTCGTCTCATAG,R:CTTTTGTCACAAGAGAAGGC
AG,
1.2.6  BGLHZIEKEME  AFER S HUH 12T
SRV E T A KR i AR R SR L, DAB 1k 7K
GYFER o FHIRARE T 1K S, 23BN R T, XF 3 2%
AT DI e IR, 2 J5 B T 100 CHEF T
R4 hEfriE T, S/KEHTEAX: OBE—T5)/
TEEX100%.
1.3 %itsa

K SPSS 22.0 (1F 36 [ IBM A A1) # fF1E4 745
AT THE B DL CP (PR IEDRR ) %75, Student s ¢
for 5, FH B DR 3R 7 22 43 A VT Ak I 2 205 K i R
qRT-PCR 25 11 22 S5, FH o 52 DN o 5080 1) 25 43 v Lk
BOKKEBIRZES . P<0.05 WZESA G ER L.

2 &R
2.1 HIS xf TBI kK Rk e 2 4 69 %57
TRAREE LA TIRE H , ST AR i, X R4

FTHIS 20 /9 K Bk 3% 7 IR T A2 4 (P<<0.05) , HIS 41K
S % Y PRI 0 20 4 40 (P<<0.05) , L3R 1. FE=S
R ZRLE H, ST AL EL, % BEZH AN HIS 2K R
20 5 4 BRI B D> (P<0.05) , HIS 41 K R 28
JF - 5 5 BRI BT 3 i (P<<0.05) , L& 1. iX
FEHA HIS AT LA TBI S350 K BUA I D) BERE A
2.2 HIS %77 7T AR TBI X RABLA 64 I 2L 4R A K &
308 3 000 Ak P[] R ) B2 A TBI K L2 s ki 2
25 7K LA R HIS XA /K A s o 445 28 il 7 ol R
20 FIHIS 41 0% B 7K I R B 340 v TR TR 4L, S0 R
AL, 2 HISTAYT)R 1.2 d.3 dgizk iy i 2 RA, I
K1,
2.3 HIS TR ¥ 85 P TBI# F69 AQP4 & ik
T WRSE HIS 22 £ TBI A BR2 i A i /K Jieh A A
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R SRR R LA (xSEM)

i ¥ T IR /s Zl O E S
- . EADS 2K $3K 4K 55K BRYCER
fRFAR4 5 52.21+10.22 40.33+3.87 32.65+5.82 15.46+2.84 5.72+1.93 24.7343.29
X HEZH 5 112.66+6.98" 82.75+6.87" 68.95+4.31% 55.97+4.82%  45.63£5.21" 4.68+1.47"
HIS 4 5 72.02+6.26"% 52.33+7.29"% 40.05+4.26"%  25.84+3.25"% 12.73+2.38"%  13.85+1.36"%
S ERFARA S, "P<0.05; 5 XF AL b4, #P<0.05,
o0 = - A BFAE HEE HIS{
1 ! 1d 2d 3d 1d 2d 3d 1d 2d 3d
86 AQP4 e , —— - 28kDa
:\5 GAPDH -« s s amm . ww— S . s 37kDa
=~ 82
-
g ’ _—
g - = Hist
g ™ &
g
70 z
1d 2d 3d 1d 2d 3d 1d 2d 3d E
- o
BRFARE ER4HE HIS4H g
7F:7P<0.05,

1 HIS VAYT AR TBI K U R A4 i 2H 2355 /K 4 (n=5)

HL , 38 43 Western blot Kl 12 W57 AQP4 £ 1 1Y 3
Ko SIETFARA ML, X5 B LA HIS 2H7E 4B 8] 55
i) AQP4 iR K 2T 51 (P<<0.05) o 5 XFREZHA L,
HIS 21 76 4 [F) B 8] 45 f 7 HIS B9 4 3, TBL i 19
AQP4 BN (P<0.05), WLIEI 2A 3R 2. SERTHEEE
PCR A ) AQP4 mRNA 7KVl 2 F1 H AR ] i AR Ak 4
#(P<0.05), WK 2B, iXEH]HISVAYT RIALE] 204
G388 KA TBLE 21 AQP4 i .
2.4 HIS &7 MY TBL K R F 04 K 8 B

S T BIESE HIS X TBI K B2 57 98 E J2 1 1) 5%
M, & F QRT-PCR £ 1] TNF-0. 1 IL-1 3 mRNA 7K,
S5EFARHAMLL, XFELLFHIS AERIi 5 1d.2d,
3 d ) TNF-of IL-1 7K - 35 i 25 T e, (H2: 55 0 REZH
AH LG, HIS 20 19 2 E K- B S g 4 i, DL IRT 3. X R,
1 TBL75 5 A4 2 4H i B F- 7K SF- 14 v o] 9 HIS 3397
Al o
2.5 HIS#%77 8. TBI X R F 857 NLRP3 ¥ MR %,

RAE /MY 1 3% BH 20 K 2 ok ) R T, Herp
NLRP3 J2 i 2] SU R AE /M I FEL 432 — . Western
blot 45 F Wox , 5 F R4 L, X B 41 1 HIS 4
NLRP3 £ A1 (P<0.05) , 7 HIS T HiliG)7 F , TBI
530 NLRP3 g1 il (P<<0.05) , ULIE 4 423,
2.6 HIS#p4) TBI K & K04 sm e B it 42

J T w0 E HIS % TBI K FUIG2H 21 40 it fE T
A 520 , 18 33 Western blot 7M1 s fE T-AH G &

1 :YP<0.05,
Fl2 %4 AQP4EH (A) M mRNA(B) /K H B (n=5)

F2 KUK AQP4 11435 K (H LU AL (x+SEM)

2059 J=t % d
A 5 0.45+0.06
R 5 1.1240.14"

HIS 24 5 0.56+0.02"%

21 53 2d 3d

fi AL 0.4320.08 0.3720.04

X ARAL 1.2340.13" 1.89+0.08"

HIS £ 0.61£0.11"% 0.48+0.10"%

H - SERFARLLE, YP<0.05; 5X BRAL LL#E, #P<0.05 .

A S5 5 R 5 IR AL L, % B 4L HIS 21

Caspase-1.GSDMD ik /K-F-F 5 (P<0.05) , 1fif HIS 21
T AR T SGEE F AR (P<0.05) , WL 5 .35 4, 3%
A HIS 3 o 410 il TBI75 S 19 A2 T2 A ¢ 8 H Caspase-1 .
GSDMD KA RH 1 2 A E [l FE T2 )
2.7 HIS i# it 47+ HMGB1/NF-«B i 3% 2 % TBI )5 ¥
ZHTHEE S C 24K B HIS il i i 4 i g2 TR
& AQP4 I % TBI i > 5 7 Ak ZK i , 1717 HL HIS X AQP4
) 31 52 B B T AR RS 2 il 2 Ak LB (i) ) B G, X6
AQPA ANl A LB WY &, WLIRT2) o i T H 5 «B
(nuclear factor kappa beta, NF-xB )il i B IEIH S 5 5%
FEAAE T B9 I 45000, PR L 3E o Western blot 43 1) 6z
TBI G5 5 HIS iA¥7 )5 1 d.2 d.3 d i HMGB1 .NF-«xB
I IxBaf) B2 1k (phosphorylation of IkBa, p- IkBa) 7K
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15 - - BFEAE
i o == HISHE
ﬁ @ 0]
bt 10 -
o
<
4
tosr
@
=
0
1d 2d 3d
1F:7P<0.05,

#3454 TNF-a mRNA(A)FITL-1p mRNA(B) /K- 4 (n=5)

BFRE WA HISZE

1d 2d 3d 1d 2d 3d 1d 2d 3d

s [

GAPDH e augtp GIID GNID G S0 GND -— 37kDa

K4 45K BE I NLRP3 4 /IMAF A 7K - LA (n=5)
Vo ZEHFRM HIS @ T I NF-xB 35 Fl IxBo i #
AR AN ] TBI T NF-xB {5 54 5, i H TBI 531
HMGBI1 1Y I8 HIS iG 97 el , WK 6 .4 5, [Hitt
HIS X 44 (55 1% S A 9855 T 4 fa T

3 itie

AT ST BB 2 I HIS W 4% T TBI K FR 2 55 i
HA R ST AR, E LS. O
TBI J5 K B W57 2 T A5G R PR /MA NLRP3 g 35 1%
2 HISIRYT M B RE 75 AR T s @HIS Bt K
B )y i R 5 R 3 F I AQP4 2 ik 22 i TBI A S
BB 7K i s BHIS % HMGB 1/NF-kB 48 4iF 18 i A 41 i /e
M.

AQP4 S5 il 2H 21 /K R3S 1 /K 38 18 2 1A v e o
B 2 — | e R R E I S BB 5 i K i
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3 ALK AR NLRP3 85 3R 5 JK (i LA (x£SEM)

215 HE 1d
BFARA 5 0.01+0.01
Xt HEZH 5 1.56+0.12"
HIS 41 5 0.46+0.16"*
205 2d 3d
BFARA 0.010.01 0.0120.01
X e 1.62+0.14" 2.26+0.10"
HIS 4] 0.58+0.13"2 0.28+0.11"%

T ST AR EL, Y P<0.05 5 5% B2 LL#E, # P<0.05.

BRFEARE pog:ict:| HISZE
1d 2d 3d 1d 2d 3d 1d 2d 3d
Caspase-1 - - - B P a—— 55kDa
GSDMD

CT T T

GAPDH (s s G SHus GHED S Giup e dwm 374Da
[B15 £ 4K G Caspase-1.GSDMD i [ IA KT AL
(n=5)

EEPE T 7, YR HAE , FHPUIARBH BT AQP4 A5 i
GRS Mk 7K P RE E R 76 TBI K USRI % B AQP4 25
FRERIN, F AQP4-siRNA R ik AQP4 Ji n] Uil /b figi 7K
i) 8 ] 410 1) AQP4 FEIBAM il A 7K J e Bl A 22 D) B
BT, ARBER AR S 8, 7E TBLE T K B i
W AQP4 IR TH i , A1 B AR 7K ik ifE— 258 B, 3 i HIS
TG T AT DL ] TBI X AQP4 114175 5 HL 2 i 1 7K i 7
B, WFFE W Na'-K -2CT- 455 K 1 (Na*-K *-2CI
cotransporter] , NKCC1) Fl AQP4 7& 2 ¥ fist ot 4 g A4 FL
PAT A AR AR R 5 R B AQP4 1 i 5
(TGN-20) BEFE MR NKCC1 By ik, [FFERY , HI NKCC1
0 1 5] (bumetanide) [ I T AQP4 11 5% 35 ¥, [ itk
NKCC1 F1 AQP4 1T £ 451 145 T B i K i v A7 77 ) R
PEAHEAEH , RidE— 2 HR5E HIS X NKCC1 Ay I8 R
AR FAEAEIIA R ZAL

AT T P 2 I 7K Mk B R TR] L i 7K R
FIBIG J5 9 i F2 2k S 1 A 473 1P A B 22 1 g Lot 7
FETHOA N R S R B SE AR R R A AT T, A
TP 1R R B SR/ IMA R A R A 5 Kt
e K 4 il 5L -1 SRy 6 PR S, 36 P Caspase-1 15 5
GSDMD i1k, s iz Z 40 N I, 3238 5 TE i FLF

T4 BHKF LR Caspase-1 F1 GSDMD # 112535 I 4 1 Ho A% (x+SEM)

g ot Caspase-1 GSDMD

1d 2d 3d 1d 2d 3d
BFARA 5 0.02+0.01 0.010.01 0.010.01 0.02+0.01 0.02+0.01 0.010.01
XT e ZH 5 1.21+0.16" 1.31+0.12" 1.33+0.14" 1.75+0.14" 1.68+0.10" 1.83+0.15"
HIS 4] 5 0.23£0.14%2  0.22+0.12"%  0.20£0.11"%  0.95+0.13"®  0.82+0.11"%  0.74+0.10"*

e H5EFARA L, "P<0.05; 5% R bEs, ®P<0.05,
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BFARE IR

1d 2d 3d 1d 2d 3d 1d 2d 3d
o s e -

HISZE

NE-KD - \ 65kDa
GAPDH ' . 37kDa

&6 HIS## HMGB1/NF-kB il % (n=5)

BR800 A , e A T3S T, 5 TBILAH
O Y 4 B AR T 0 SRE /N R T gk i Y B 2 0 (il 2
NLRP3, EA e T2 N 2L s 20 /N s 20 it
FUETE AR M b, T Jin s 485 B 0 R 28 TT 355 5
A FEIPERGENEL R, BP0 NLRP3 &
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