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Effect of Didang Tang on Microglial Pyroptosis in Rats with Cerebral Infarction of
Stasis-heat Syndrome Based on JAK2/STAT3 Signaling Pathway
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[Abstract] Objective; This paper aims to investigate the effects of Didang Tang on microglial pyroptosis and cerebral
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infarction of stasis-heat syndrome through regulation of the Janus kinase 2/signal transducer and activator of transcription 3 (JAK2/
STAT3) signaling pathway. Methods: Sixty rats were randomly divided into a sham group, a model group, low-, medium-, and
high-dose Didang Tang groups(0.95, 1.89, 3.78 g-kg'), and an edaravone group(3.20 mg-kg"'), with ten rats per group. Except
for the sham group, a cerebral infarction of stasis-heat syndrome model was established by middle cerebral artery occlusion/
reperfusion (MCAO/R) combined with intraperitoneal injection of carrageenan (50 mg-kg') for three days and subcutaneous
injection of dry yeast(10 mL-kg") for one day. Twenty-four hours later, the rats in the Didang Tang groups received intragastric
administration, and those in the edaravone group received intraperitoneal injection for seven days. Neurological deficits were
evaluated by the modified neurological severity score(mNSS). Cerebral infarct volume was assessed by 2,3, 5-triphenyltetrazolium
chloride (TTC) staining. The concentrations of whole blood and plasma were measured by hemorheology. Additionally, 36 rats
were randomly divided into a sham group, a model group, a high-dose Didang Tang group, and an AG490 group(5 mg-kg"'), with
nine rats per group. Modeling and drug administration were performed as above. The rats in the AG490 group received AG490 via
intraperitoneal injection for seven consecutive days. Hematoxylin-eosin (HE) staining and Nissl staining were used to observe the
pathological morphology of brain tissues. Western blot was used to detect expression levels of the proteins related to the JAK2/
STAT3 pathway and pyroptosis. Real-time polymerase chain reaction(Real-time PCR) was used to detect pyroptosis-related mRNA
levels. An enzyme-linked immunosorbent assay (ELISA) was used to measure the levels of interleukin (IL)-18, IL-18, IL-6, and
tumor necrosis factor-a (TNF-a) in serum. Immunofluorescence staining (IF) was used to detect ionized calcium-binding adapter
molecule-1/gasdermin D (Iba-1/GSDMD) co-expression. A transmission electron microscope was used to observe membrane pore
formation in microglia. Results: Compared with those in the sham group, the rats in the model group show significantly increased
neurological deficit scores, cerebral infarct volume, the whole blood viscosity at high, medium and low shear rates, plasma
viscosity, pyroptosis-related protein and mRNA expressions, phosphorylation levels of the JAK2/STAT3 pathway, the levels of
IL-18, IL-18, IL-6, and TNF-«, Iba-1 and GSDMD fluorescence areas, pyroptosis rate, and microglial membrane pore number
(P<0.01), accompanied by significantly deteriorated pathological structure and neuronal survival of brain tissue on the ischemic
side. Compared with those in the model group, the rats in the high-dose Didang Tang group exhibit significantly reduced indicators
(P<0.05, P<0.01) , improved pathological injury and neuronal survival in brain tissues, and better effects than those in the
medium- and low-dose Didang Tang groups. Conclusion: The JAK2/STAT3 signaling pathway is involved in regulating NOD-like
receptor protein 3 (NLRP3) inflaimmasome-mediated microglial pyroptosis. Didang Tang may alleviate microglial pyroptosis and
exert neuroprotective effects on cerebral infarction of stasis-heat syndrome by inhibiting the activation of this pathway.

[Keywords] cerebral infarction; stasis-heat syndrome; Janus kinase 2/signal transducer and activator of transcription 3
(JAK2/STAT3) signaling pathway ; microglia; pyroptosis; Didang Tang
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1.1 3% A WF5E 3Lk SPF 9 A M SD K Bl
96 H AL 7~8 JE MK 270~300 g, 45— [ 51 /e
3 ve Ak LR S WA IRA A, A% IES SCXK
(75)2021-0013, Jir A K L1 3% 76 SPF 2 it i & ¢
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IL-18 ELISA ia 1 & (2 I B 58 5% A4 W) BH B A R A
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S BN )L 555 abl78846 ], 40 4y Bt fhe g Bk
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S (ISR i ) KRS R 3 AT
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HELE,
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Sy F A ML B BE (WBV) Kl , — 43 8.0 (4 °C, g FAIGT3) KB /op
NLRP3 1if CTGAAGCATCTGCTCTGCAACC 87

3 000 remin™, 15 min, 2.0 248 8.6 cm) A T 1l 3¢ 4
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56 o
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e 8,30 min, 75 T 4% 2 B B R D H E 24 h, 30
W8, Image J 815 (RRAS 1.46r) 3 580 I 4 26 4R B, i A5
BE AR AR = £ A0 i e o 4% AR/ 1 4 ik AR B < 100%

2.7 LD F A U % O R B o 00 i 2H 2R s B 45
¥ 4% 2 B RS SE 24 h 5 I 8UB 3, 28
BECRERLK W RE W] A WA S U A R
4 um, WER T . HEY @ b1 7 s &K 5, AR
AR ZYed G Y, P22 /K32 B, v M A e
R R, Je Y U 1 B &2 /K 5, LA FR R e g e
KGR oAk KB B, PR I 3 R, Bk .

2.8 TEHMPEE R (Western blot) A6 ] K L AE T
B 3R IR B W R AL KT IR il ) e 4 41,
I B T S TR T A ) R0 0 S e g5 0 UE Tk
(RIPA) 2 213 I BN E AR ., 2EAE
ik (BCA) M EW G M E2 g L'ERN B
W 2 o R R AN - R R e R R UK
(SDS-PAGE) | % i |t 3 & M J5 , in A B B 1Y
NLRP3(1:1 000) . Caspase-1(1:10 000) . GSDMD
(1: 2 000) . ASC (1: 10 000) ., JAK2 (1: 1 000) .
p-JAK2 (1: 1 000) . STAT3 (1: 1 000) . p-STAT3
(1:1 000) L M A7 — P07 & 5 5, A F B 40
(1:10 000) 5 ZE IR M & 1 h, 8 i Bio-Rad £ 4 ¥ 1l
TR 235, 91 Image TR 454 3E47 4081

2.9 Real-time PCR ;i K B £ T2 #H & mRNA 7K
o B R ) BT X, ek R e B AR R
RNA, 1\ 4 B 35 bR J5 , 36 5% 5% 5 cDNA. i [
NLRP3.GSDMD ., Caspase-1 (4 1 51 ¥y vEA7 4 4
P 1E KR 95 °cCHIUAE % 1 min; 95 °CAE M 20 s,
60 °CiR K 20 s, 72 °CHEff 30 s, 2 45 M EF . LU
B-actin A P2, K H 295 115 H A9 mRNA ) AH XS
Fika. S H W R AR TRA RA A S
BRI 1,

2.10 EBLISA K ok B 7 98 5 7K $22 38 5
16 B 35 A8 I K BRI YR TL-18 \IL-18.1L-6 . TNF-a 7K
TR T HEARIGE BUEIEE BRI E R
W 2k RN . R A ROE R 4 AR AR HE i Lt 5

T AACCAATGCGAGATCCTGACAAC

GSDMD I #lf GGCAACTTCCAAGTCTCCGATGTC 106
T TGAGTCACACGCAGCATACACAC
Caspase-1 ¥ TTGCTTTCTGCTCTTCAACACC 123
T TGTCCTCCAAGTCACAAGACC
B-actin i GGAGATTACTGCCCTGGCTCCTA 150
Fi# GACTCATCGTACTCCTGCTTGCTG
TRARH B .

201 e B G o (TF ) 4G I I B /0N e Jo 40 i 4 1
2O ARY) B EKE BT L RN LR
(EDTA) ¥ W AE O & il T #EATHe R 2 . B 4k
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AELIME(DAPD) Yet% o B R e T 256 BB F W
%< Image J B (WAS 1.461) 20 A AR o i 1 41 i
THEOE 530/ e JoT 48 ML £ T R N R T 40 A A T
F=Ibal+GSDMD-+4fi it £/Ibal -+ J1 %< 100% .
212 3F SR B WG /N I S5 4 i RS LR B B
BRI B 5 I 4LEY HE 1% R S IR B € 2 h, PBS
Ve . MRS WA S U 101 A DI -812 41
HRFR) Bz 2 812 AL HE 5198 33 3 1, 60 °CHR G 48 he V)
B 60~80 nm HJ J5, I FHT s 198 flt M A T 481 A% €8 4%
15 min, %3 1955 3 5 #5800 5% UG OF REE 0BT
213 S5k f# 1 SPSS 26.0 KR 1T Gi it
G3 AT, 22 2 IRERHE LS S HE AT TE AR A e RN 22
FUER R, A B A A RS B 255, W £
2 R) PR BRI R 5 22 3 B, & D e D 4 i i
A0 M L R FH AP 2 R A R T 25 e A R AT 4
AT SR x + s %8, DL P<0.05 h ERA
GiitEE L
3 #7
3.1 X A AT HAUE KRR S LR AL A 5 e R R
20K R B A € AT B f) AR 00 50 A 5 B M b 3
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BOLSE 8T e 203, He 500 B iR AL |, 4 52 1 ) 1Y
i, JELAHE 25 9 e 0 B A CR T R

3.2 XK BE AL BGIE K B S DI RE R R S R
TR B KR 7 d N mNSS W43 i 3% 7t
1 (P<0.01) ; SRR 20 LA, 41824 1 e ) ek 4K BT

F2 MEHHNHAEERPIEKR R mNSSIES B # M (x+s5,2=10)

SYTEES 5.7 KB E AL (P<0.01) , #8417 57 &
PEAY 7256 7 K W i B A% (P<0.05) , 41 24 17 1% 77 it
MR LG EE L. SN FEA LR, Y%
AR ATE S AETINER LR ITFE L.
W2,

AH
H

Table 2 Effect of Didang Tang on mNSS scores in rats with cerebral infarction of stasis-heat syndrome (x+s,7=10) N
245 /g kg 1d 3d 5d 7d

BT A4 0.00+0.00 0.00+0.00 0.00+0.00 0.00+0.00

H R 2 11.50+1.96" 10.80+2.49" 9.60+1.90" 8.90+1.85"

HE S AR = 21 0.95 11.10+1.60 10.90+1.66 9.30+1.57" 8.30+1.70%

HE 27 b & 2 1.89 11.20+2.04 9.10+1.60 8.00:1.89 6.90+1.97*

K24 7 e ) 2 3.78 10.60+2.07 8.90+1.79 7.00+1.76 4.70+0.82Y
kR4 3.20%x107 10.70+1.95 9.20+2.49 7.20+1.93% 5.00+1.49%

ST AR B VP<0.01; 5HIEIZH 42 P<0.05,% P<0.01; 54K A 72 21 L 45 Y P<0.05,% P<0.01 (£ 3 F1K 4 [7])

3.3 N4 AT 5 ARGIE A B 4 i B it 3 b B 1 5 i)

H5BFARA R, #ERH WBV AL &P & PV
B ET S, ZRA G EE X (P<0.01); S5HAIZ4
Fo A, 46 24 7 v ) R AL AR GA BLZR 4 WBV IR

R3 MY HXHAEFLRERIEXRMRTEZWZIE (F+5,n=10)

U K PVIHBIRBEM, ZRARITEE XL
(P<0.05,P<0.01) , K4 mAl &80 m . 5
WK PL 2 2 L, H18 25 0 = ) i 41 WBV K PV 22 57
VIt EE L, W3,

Table 3 Effect of Didang Tang on hemorheology in rats with cerebral infarction of stasis-heat syndrome (x+s,7=10) mPa-s
WBV
21 5 F /g kg PV
X1 (5 ") FYI(50s) myI(200s™")

BFERA 11.38+1.94 5.11+1.72 4.12+1.42 1.14+0.06
TR 18.88+0.84" 8.18+1.08" 6.35+1.12" 2.13+0.41"

K24 0 15 5 21 0.95 17.22+0.60" 7.84£0.55Y 6.30£0.56" 1.41£0.13%%
2 v 4 1.89 15.42+1.04>% 7.17+0.61>% 6.01+0.74" 1.35+0.08>
K247 e ) 21 3.78 13.11£1.05% 6.09+1.02% 4.85£0.97” 1.15+0.07%

MRIA P A 41 3.20x107 13.02+0.93% 6.071.02" 4.730.80" 1.13+0.06>

3.4 XF fili A R A GIE B AR BE A R R Y B e
ER T AR P, B 2H R B A ST AR R L 35
R (P<0.01), 3= %8 2 K Kl vh sl Bk 1f 7y ¢ 51X
Y 2 B, 4% ) i 1K 2 1 2H AR BT 1A RR AR 1 B i
B/ (P<0.05,P<0.01) , Ho A 4% 25 37 v 77 4 e 0
Fo GMGRRLA AL Y V) i ) A BE R Y
RERIEGUEE L., GEU RS R SHLH
R M E A m G AT . WK 155K 4.
3.5 X i A5 AL AR UE DA Rk I fiki 2H 205 BRE 255752
Wi HE Z¢ 0 2 7n , i R 20 R BUBK K 5t X 400 ifg 52
B AT E v HLW R HES 52 0 A 2 AR 2 A
2H 4 B A5t A T AR A W 3 D, T DL K T R 0 R
P 2 €0, T 240 i DX, B A7 A A R A /)N | A T 4
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Fig. 1 Effect of Didang Tang on cerebral infarct volume in rats

with cerebral infarction of stasis-heat syndrome
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R4 I R AE FE R RAE K R IAESE AR R E R (5+s,n=6)
Table 4 Effect of Didang Tang on cerebral infarct volume ratio in 7
rats with cerebral infarction of stasis-heat syndrome (x+s,n=6) :
il it /g kg i 4 T 1A B /% Lot
BT AR 4 0.00+0.00 A B
L EE 0.39+0.04" % a S = T
91624 9 106 7 ik 4 0.95 0.3120.06>*) 3 RO e SRR i
D B . e .
K277 ) 4 1.89 0.26+0.05% LR S8 s S e e
PR » o “, .' . .
3624 9 1 7 ik 4 3.78 0.17+0.03Y N o I Bl B
S e | 3.20x10° 0.15+0.03" c D

TR R HOIR B 5T PN AT D0 R a5 23 9 5 41K 3 5 ) et
25 AG490 4 5% 17 240 M B 28 52 BE VR R0, 38 43 Ff A%
R AR 2 ml i G Ak, B P 2 0 B BB R AL
2 i [5] Bt s A 38 S E B L TR R IR (8
N BRTFARUAKRBRMZ T RIREE S, R
DR M SR E T 52 5 155 R0 41 K B A 8 e HE S 3R L L 12
ARG R T e, 20 M TR] Bt 0 2 1 98 K 22 37 o ) i 4
5 AG490 4 28 JTHE S B R 20 A BT B0 B B A8
W B K s . IR 2 58 3,

C D

AR T ARLL B AR C AL i 7 415 D.AG490 41 (&1 3-
6 )
B2 HE 27 e e AR 2R R HGIE oK RRBR 00 Al B SR IR T S MR I
(HE, x400)

Fig. 2 Effect of Didang Tang on pathological morphology of

ischemic cerebral tissue in rats with cerebral infarction of blood

stasis-heat syndrome (HE, x400)

3.6 X ik B SE 5 #RGIE K BN 2H 2 fE T & JAK2/
STAT3 i f i KPR sEm S5IRTF AR i fA
2H K BRI 2H 41+ NLRP3 . ASC Fil Caspase-1 [ AHXF 2
kR TR, GSDMD K H 35 Y1744 GSDMD-N f
FEIR KA i 3 I, JAK 2 . STAT3 Wi iR fb /K F i 2
Thr (P<0.01) ; SRS AIL] L 458, 3K Y 7 i R s AL A T
AH G 85 1 2 3k W] B AT (P<0.05, P<0.01) , JAK2,
STAT3 B R fb KV b FHFER, 2R A it #E X
(P<0.01). 5 AG490 41 tb#¢ , #K 4% & f & 41 bk

B3 HE 27 o 4E JE R HE K R ER I M A B SR BB S R I
(JEIK,x400)

Fig. 3 Effect of Didang Tang on pathological morphology of
ischemic brain tissue in rats with cerebral infarction of blood

stasis-heat syndrome (Nissl, x400)

EHRIEERTGIT R, WE4.5K5 K6,
NLRP3 u‘.‘ ,~ 118 kDa
Caspase-1 ‘-..- ‘ 45 kDa
GSDMD -“ - 53 kDa
GSDMD-N s o

ASC -“ - s
‘m 42 kDa
=

, — - 130 kDa

pB-actin

STAT3

p-JAK2

p-STAT3 % '&“ 88 kDa

— . G —
A B C D

B4 SEARRETHXEARIAKYSTATIESEREARIEEK
Fig. 4 Electrophoresis of pyroptosis-related proteins and JAK2/

pB-actin 42 kDa

STAT3 signal pathway proteins expression in different groups of rats

3.7 X B A BE R G A BRI 21 216 T A O R
mRNA FAK PN S5HFARA LK, BRI
Bt 1 ) ik 2H 23 vh NLRP3 ., Caspase-1 1 GSDMD [
mRNA 5K i3T5 (P<0.01) ; SHBORIZH A,
35 24 7 5 57 R 4 F AG490 4H | 3R mRNA % ik 7k F
Y i 2 BRI (P<0.01) ;5 AG490 40 L %5, 1824 1 &

FEHRBACFEZF LI ZE L WRT.
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x5 RYUFIWWELRREXRNARARETCHXBEEREENHM (X+5,n=5)

Table 5 Effect of Didang Tang on expression of pyroptosis-related proteins in brain tissue of rats with cerebral infarction of stasis-heat

syndrome (X+s,n=5)

2190 Fl /g kg NLRP3/B-actin GSDMD/B-actin ~ GSDMD-N/B-actin  Caspase-1/B-actin ASC/B-actin
BF A4l 0.56%0.13 0.52+0.01 0.35+0.07 0.38+0.13 0.43+0.22
AR 21 1.19£0.21" 1.32+0.38" 1.10£0.27" 1.25+0.34" 1.20+0.45"
HE 24 e ) o 3.78 0.84+0.08% 0.88+0.19” 0.69+0.03" 0.70£0.11% 0.77+0.10”
AG490 4 5%x10° 0.73£0.26 0.77+0.24” 0.62+0.10” 0.64+0.17" 0.74+0.02”

TS5 PARH Y P<0.01; 5L H A Y P<0.05, P<0.01(F 6-F£ 9 [H])

F6 MR iH T AN AE LA HAAE K R B 4 R
BN (x+s5,n=5)
Table 6 Effect of Didang Tang on JAK2/STAT3 signal pathway in

JAK2/STAT3 1= S iE B H)

brain tissue of rats with cerebral infarction of stasis-heat syndrome

F7 MK HF I RAE LR AAIE K R H R & T4 X mRNA Rk K
EREM (x£s5,n=4)
Table 7 Effect of Didang Tang on relative expression levels of

pyroptosis-related mRNAs in brain tissue of rats with cerebral

(x+s,n=5) infarction of stasis-heat syndrome (x+s,n=4)
28 51 Fl4/g-kg' p-JAK2/JAK2 p-STAT3/STAT3 21 5 Fl4/g-kg' NLRP3  GSDMD  Caspase-1
B F A4l 0.54+0.07 0.55+0.09 & F AR 1.02£0.24  1.00+0.05 1.00+0.05
H 10 20 0.95+0.02" 0.93+0.06" LAY 2 6.18+0.45" 5.42+0.31" 3.06+0.08"
HE2M 7 e 5 R 4L 3.78 0.80+0.07" 0.78+0.07" Y mmEmaEa 378 2.31+0.30% 1.70+0.12% 1.49+0.30%
AG490 4 5%x107 0.81+0.07" 0.83+0.05> AG490 4 5x10°  2.40+0.43> 1.78+0.08% 1.56+0.29%

3.8 N B A BT 5 HRGIE K BRIV R E B KT Y B2
Mg Efﬁiiﬂiéﬂtm&,?fﬁﬂéﬁIL-6\1L-1B\1L-18}32
TNF-a 7K F i 3 I+, Bfgit¥E X (pP<
0.01); 5HIAIH L #L, ?&é{iﬁ 7 2 F1 AG490 4

8 MUFHEAKRROBFRERFEEHEM (X+s5,n=6)

IL-6 . IL-18.IL-18 Fll TNF-a 7K - ¥ B i [ A% , 2% &

HA G5 L (P<0.05,P<0.01). 5 AG490 41 b
BN e R 2 R RE R KOE 22 S gt it
ESL, WS,

Table 8 Effect of Didang Tang on serum inflammatory cytokine levels in rats with cerebral infarction of stasis-heat syndrome (x+s,n=6)

ng’L"
205 Fl /g ke IL-6 IL-18 TNF-« IL-18
i FAR 4l 34.77+6.75 44.87+5.30 64.69+5.45 119.30+5.58
TR 4] 82.33+7.61" 134.68+34.87" 116.14+22.09" 292.26+11.49"
& 24 = e 4 3.78 41.20+9.64 62.87+12.66> 73.37+26.30” 241.38+9.23%
AG490 21 5x107 52.32+16.08" 51.24+15.62% 75.84+18.68% 246.56+26.50*
3.9 6F BB ZE AR AR K RIS R S5 240 R AR T K P Y 5 4 g

M IF P e o, 5 F AR I, B AL Tba-1,
GSDMD 5 DAPIZG I AL Fb /N o 240 ff T2 %
3 TR (P<0.01) ; SRR A LA, 4184 1 i 7)o 40
K AG490 4 Iba-1 . GSDMD 5 DAPIZ G FLZ b K
BT R R, 22 7 A 0T X (P<0.05, P<
0.01). WE 5539,
3.10 Xﬂ‘ﬂmﬁﬁﬁﬁz‘?j@iﬁﬁﬁ/]\ﬂﬁ?ﬁélﬂﬂ@ﬁ%%ﬂﬂﬁﬁﬁi
MYEZI HLBEEE T B T AR 2H /0N R S5 4 R A
LR RO A% I e B A R H@H%%MEW
K BB LB B, B 5 H —F % BE I AR O B K3 1Rl =5 3
o SRR LA, HK S i ) 41 AG490 41 i
fLgE B F . WK 6,
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Merge

BE5 553 RE e R AIE K R SR LM K2 R X GSDMD™ 5 Iba-1"3£ RIX I #£11 (<400)

Fig. 5 Effect of Didang Tang on co-expression of GSDMD * and Iba-1* in ischemic cortex of rats with cerebral infarction of stasis-heat

syndrome (x400)

F9 IR X AE LR AGE K R ER M1 B2 R IX GSDMD 5 Iba-1
KAEERBFM (i+s5,n=6)

Table 9 Effect of Didang Tang on expression levels of GSDMD
and Iba-1 in ischemic cortex of rats with cerebral infarction of

stasis-heat syndrome (x+s,n=6)

21 51 ‘k'ui, Iba-1/DAPI GSDMD/DAPI /J\E&‘méﬂm@

/g kg BET2R/%

BF A4l 0.29+0.05 0.09+0.03 1.71+2.69
R 20 1.78£0.71"  1.32+0.41"  13.67+1.60"
WY R 378 0.92+0.41%  0.44+0.16°  11.05+1.88%
AG490 4 5x10°  0.81+0.64>  0.52+0.42°  9.77+1.94

S
® P

1&?‘

Bl 6 & £H R % 52 5% $AIE ok FRER I I RE JBR X /N BG JBR 4 B B i 5 4 T
2 (B HH, %2 500)

Fig. 6  Ultrastructural observation of Microglia in ischemic
cortical region of rats with cerebral infarction of stasis-heat

syndrome (TEM, x2 500)

AT AN TR Bt A7 3% 0 B E 1 O ot A Y 4 2R
L, BE A L 2K AL T A Bt B £ o B

filt o P A o 4R Ak R O S SO0 R 4 i Y
TR I, DTG frk 2 — 28 9 SR0E G g YL R
i PR R B, T R R SRR IR T A M &
BFRSRE, S AT HE R E RS
FE CIRT 5 B i P v | 5 42 1 Y 8 i A X310 61 25 21
SRR % -3 127 N | N L ) NG S R S r A ¢
T B 22 4 2 8 5 4T R T B R AN NG, e X 5 Bl
ZLANMIFE T A WF T B R i A BT BGIE 5 A4
RN AR S A BE S A4 I TR AR T 9 i A
FEEPRF A R R X PR FR T B R E R R
CER R ORI R R G B A% 0 BLFE T
SRR B B PR i BE T G 2%
SMIB AT H AR AL AR K5 K BRI I, i
— I B R PR AE R AR 5 BT R A
A USRS (B8 ) Bk G T W Bk (B ) ik, IE 2 3 7
S IR (R BER S 5 A B R E B, BEL T A E 2
PRI P25 7 s BIDIR S o SE a0 45 S o | A
20K AL R 6 28 EE R BE MR T R A
L 1 O O 11 7 e A= v ol S 11 4
Zh R B 2 TE 15 B B B i 7 IL-18 . IL-6 .\ TNF-a
AR R T R B B, A MR 5 R 7R SO0
J2 T8 3 00 55 00V R 8 TR S N A 28 R RE I A AR
KO o i B A6 J5 40t A A2 K B X 5 €4 1B )
H i AS A DU Sk K A e ML B A W A HE R T A I
5K i 2Z TR i PSR AR OGRS AR
TEROUL 2 T A 4 o FE A

AW 5T HE— 25 K B, 5 GIE 7R SO0 )2 1 T RE S
Pt 2 9 RE T /N BS540 B AR T DDA 6 o /DN DB A
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i R 2 e i 8 405 v g RN 8 I AR b 2 o A i, L
M1 2R3 A 48 TR 71200 M2 26 R & 4T % B
SAERR L /N T AN 1 M2 3 R K R A
S FRBE AT RE 5455 o 28 o0 B i g B B (0 S
FET- X 2 W55 e AR P T gE > PRk, IR 4R /N I R
4 Jf T b 55 58 TR T TN A AR Y OGS AT L Y B
/P AR AR R L S E A5 6 B 15 5 0 NLRP3
JRE /NI, AT S R PR S RO i e o
J&  NLRP3 7 /NI BT 40 il b R Je 5] & di e fE v, 7
1k Caspase-1,— J7 1] 87 Y]] GSDMD J& i B L 5 2 41
ML %, GSDMD [ LIRS A S AL T, FE R
i S 8 4 Hh e HE O SR T 38 2o T 8 4 i R AL T
FE T4 E BB 5 05 — J7 T {2 i IL-18  1L-18 WL 2 K
B, R A AE G R R AR T A AL 2 R R
Bl i, ] ik 2H 23 FF NLRP3 | Caspase-1.,GSDMD % £
TMI G 32 35  mRNA 35K B3 Eil, /Mg
JoT 240 Jf0 A T % B e o SRR BE N A L SR Y 4
JiL RS LA T B, 3 6 4 A o TR I 5 7 7 4
KT 11 9 AR IO o /0N R IO A4 A i o i R R AR E
T g B TS R A AR T BOR R E
TE R g7 o TR, R TR R E B T — 25
T I /N ARCRITEE I R 40, I A S I /N R
BrAm AR T X Tl B TR

JAK2/STAT3 {5 53l i o A7 76 T 40 g 5 v Y
AR5 IR AR TE 2R 2 AR AT M Hh R A
il B 28 8 RE (0 AE P . %08 [ 5 NLRP3 A F: 1
FE 17 7] BB A AE S B AR, Bl 5 1L fS JAK2/STAT3 i
{6 TR 2 NLRP3 480 /A 20 %2 | 1] STAT3 i 2k D) i
X NLRP3 Ji3 3l F X 41 85 [ & Bt Ak 7K SF, 300 i) L 2 43
235, UE 52 STAT3 % NLRP3 FL AT L 45 0 #5451
AW ST R ) S S T 3] JAK2/STAT3 {5
Y7 B i B WG fk , F 8 NLRP3. Caspase-1 }
GSDMD () # 15 mRNA # ik, ) /> 1L-18 | IL-18 B
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