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(FZE] BH WUHNEG IS RMEGSS 5 (MLKL) /-5 0l A A SR80S NOD #5221 3 (NLRP3)
JAE/IMAT | 52 B9 A SN TR e i /N SR A e s 5 (ALD) Ve L T BB B LS. Tiik SRITIBEHLE T
Lt 18 2 BALB/e /NI A TR (Sham 4H ). B EEFLEEFLAR (CLP) B ARIERIBYZH (CLP 2H) FE 5
PEIIHIF IR FEIN ] 2 -1 (Necrostatin-1) T i £H (CLP+Nec-1 20, HIAEHT 10 min 28 B # kT 91 Necrostatin-1 1%
M 20 mg/ke), T4 6 Ko ARG 2 d, Z AR EEIN I Wr 32 58N BREUIG 20 21, R 93 R &R - 210 (HE) e A5
Pl 20 2O 252 2R, 30 A il 4 2 5 K S, SR E (BB ) TG 0 s 765 300 a5 4 , 2 ¥4 o F e Bl i 5
(Western blotting ) 460l fiti 21 21 MLKL 11 NLRP3 % 25 [ 3R 3k, B I G 28 W BRI 56 (ELISA ) A6 Iff 375 11 28 it A
H-1B(IL-1B) /K-, R HE R R/R, Sham A4 SUB A IE 5 CLP 20 iy Jis A i 8] J5 72 /K i | o
PEA A IR, T RE ] 3SR 5 CLP+Nec-1 A ZUE 2088 CLP AW 475 . 5 Sham 41 [LAL, CLP
2H Jii 40 2325 7K R B 15 0 ((88.00£0.00) % L (78.00+0.01) % ), Jifi ifil 4 8 12 P ] B34 A0 ( EB % 8 (mg/L) :
11.82+1.15 H 4.00+0.71 ), IR FENE 98 0E 2 I AH 56 43 F-, B Al 21 2U8% % fb MLKL (p-MLKL) FI NLRP3 11 & H
235 K I 3 1L-1B 7K S ] 5 JF 5 ( p-MLKL/GAPDH : 0.34 +0.04 [t 0.12+0.01, NLRP3/GAPDH : 0.47 +0.07
I 0.16£0.04, IL-1B (ng/L) : 183.56 £9.61 [t 44.14+6.95 ), 22 R A 45 i1 % & X (¥ P<0.01). 5 CLP 4
Fb#, CLP+Nec-1 20 Jiti 41 23 2 K 2 0 B T 5 ((81.00+£0.01) % 1 (88.00+0.00) % J, Jii IfiL 45 3 375 £ [ A% ( EB
& (mg/L) : 7.90+0.00 H 11.82 4 1.15 J, fifi £ 44 p-MLKL A1 NLRP3 (1) 25 (4 ¢ 1k S I35 1L-18 ACE I 8 F
K [ p-MLKL/GAPDH : 0.13+0.03 It 0.34+0.04, NLRP3/GAPDH : 0.18 +0.04 It 0.47+0.07, IL-1PB (ng/L) :
113.81+6.62 1 183.56 £9.61 ), 22 R A Geit2# B L (¥ P<0.01), 518 IRFCME RAE S WA 5 3 I 2K 1
MLKL F1 NLRP3 (235K A M BEAE /N U2 2 J 2 0 5 5 S50 Necrostatin-1 7] B Il 2 R B30
/B 2R AR, FEPLHI T BB MLKL-NLRP3 38 B il 4 ¢
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[Abstract] Objective To investigate the roles and underlying mechanisms of mixed lineage kinase domain
like (MLKL)-mediated inflammatory response induced by NOD-like receptor protein 3 (NLRP3) inflammatory
corpuscles in the acute lung injury (ALI) after sepsis. Methods Eighteen BALB/c mice were randomly divided into
sham operation group (Sham group), cecal ligation and puncture (CLP)-induced sepsis model group (CLP group) and
specific inhibitor Necrostatin-1 intervention group [CLP+Nec-1 group, Necrostatin-1 solution (20 mg/kg) was injected
intravenously 10 minutes before modeling], with 6 mice in each group. The mice were sacrificed by neck amputation at
the 2nd day after operation, and the serum and lung tissue samples were collected. The morphological changes of lung
tissue were observed by hematoxylin-eosin (HE) staining. The water content of lung tissue was detected by dry-wet
weight method. The pulmonary vascular permeability was measured by Evans blue (EB) staining. The protein expressions
of MLKL and NLRP3 in the lung tissue were detected by Western blotting, and the level of serum interleukin-13
(IL-1B) was detected by enzyme linked immunosorbent assay (ELISA). Results HE staining showed that the
lung morphological structure in Sham group was normal. In CLP group, congestion and edema in the alveolar cavity
and interstitium, infiltration of neutrophils and thickening of alveolar wall were observed. The histopathological

changes of lung tissue in CLP+Nec-1 group were better than those in CLP group. Compared with Sham group,
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the water content of lung tissue [(88.0010.00)% vs. (78.0040.01)%], pulmonary vascular permeability [EB content
(mg/L): 11.82+1.15 vs. 4.00£0.71], the protein expressions of phosphorylated MLKL (p-MLKL) and NLRP3 in
lung tissue (p-MLKL/GAPDH: 0.34+0.04 vs. 0.12+0.01, NLRP3/GAPDH: 0.47+0.07 vs. 0.16+0.04), and
the level of serum IL-1B (ng/L: 183.56+9.61 vs. 44.14+6.95) in CLP group were all significantly increased
(all P < 0.01). Compared with CLP group, the water content of lung tissue [(81.00£0.01)% vs. (88.000.00)%],
pulmonary vascular permeability [EB content (mg/L): 7.90 = 0.00 vs. 11.82 +1.15], protein expressions of p-MLKL and
NLRP3 in lung tissue (p-MLKL/GAPDH: 0.13£0.03 vs. 0.34 £0.04, NLRP3/GAPDH: 0.18 £0.04 vs. 0.47 £0.07),
and the level of serum IL-1B (ng/L: 113.81 £6.62 vs. 183.56+9.61) were all significantly decreased (all P < 0.01).
Conclusion MLKL-NLRP3-mediated necroinflammation was significantly up-regulatedin the lung tissue of septic

mice, which could be attenuated by specific inhibitor Necrostatin-1.
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JOF P A2 e e i B A e B L e S B ) 4
B IRERRE R TR T B RIAT B R A0
AR PRI J Sk S MR P B 38 25 B 1iE (acute respiratory
distress syndrome, ARDS )R MR S A P
#1455 (acute lung injury, ALIL) FR BRERAE 35 2 R B0
SR A A IO U A I I 4 R L3 R a1 R 4%
i J5T A28 i DAL, 2 i 9gg IR AE AL ¥ (tumor necrosis
factor, TNF ), Bk K45, AT 554 v Mo 20 i A
S A T e o) Jr P | SR AR M P A v A 4
1 RO R B A T M e AR 5 1 A R IR AN
FREEBOR B ARAE VAT 2500, BRI, - B 40 11
Ji A L SE R R ot i | e PR DB 2% L iB W IRIE 1L,
It AL A S 7 G L DABSCR B AR B IR N 2
Y05 H 2 2H 2R 1] Bt A 0 S A, 3 ol e ) S5 R it 76
R ARP 0, AT, 56 T s AE ALL A DI Y
RIRHLE I ATERE . ATEABESE SR, sl 259
I PRFEN S 22 -1 (Necrostatin-1) 1538 A f b5
3 32 R BLAR 2R U8 (receptor-interacting
protein kinases, RIPK1, RIPK3) BHIKr TNF /59 41
MR P PEIRFE (necroptosis ) 18 i, T LLA R0 5 il
JIE P14 5 R B I AN A5 AH DG 53 5B = i, DA T £
PP 32 MHEIE R B (= 28, R W 40 i A P PR
SEAEMCRERE ALL A I Rt rp R4 — 2 T
SR T 240 B0 5 P M T B3 8 i i 1) Wi 00 RIVSRAE
Pk 50 S R 7E e 1A ALL A A4 7 F B ML i
AR AT 50 A A I e B AE /D B N IR SE
PESIE AR SC 73 7, BINR A 15 28 B0 25 149 S50 (mixed
lineage kinase domain like, MLKL). NOD K¢ 2% {K &
H 3 (NOD-like receptor protein 3, NLRP3) Fl [ 4fi il
4% -1 (interleukin-1B, IL-1B ) A9 2 ik 7K F I il
AU PR, WS S R A ) Necrostatin-1 Xf
MLKL-NLRP3 3 ## i) #0924 %K MLKL-NLRP3

AT B IRFE M RAE S vy 72 MR ALL /N BR b i 4R
FH, Ay itt— 20 bt 53 B0 1] RBE A 98 i AH D38 6 53 1Y
T FEYT B E Bl

1 #R5HE

1.1 SCEEhY) - W5 T O BALB/e /N, R i
30~35 g, 8~ 10 J&i%, HdLA B E T =W k=5
Yy s v SR AL, S A= 7 VF ATIES - SCXK (5F)
2017-0012, /MEUER#EE, B HROK, A TG A
I3 B B[] 22 #5845 12 b, AHX IR BE 50% ~ 60% , it B
18 ~ 22 C, il PR 7 do

1.2 FESZE A« Necrostatin-1 1 F 3¢ [E Sigma-
Aldrich 28], 0.5% B (Evans blue, EB) ¢4
W T A ZR E R A FRA A, 2 e DU IABE
fi% 4k, MLKL ( phosphorylated MLKL, p-MLKL, #HX}43
T JF & 54 000) Al NLRP3 (A X} 437 i £ 118 000)
4 T35 [ Affinity N BAR L E ALY il (horseradish
peroxidase, HRP) bric 40 o il F sl f# 4 1k
A TARABRA T, TL-10 /)N BB G5 1 B 56

(enzyme linked immunosorbent assay, ELISA ) j{7] &

WA L BRI YR A R A R .

L3 SR P2 MR R AL P 25K BALB/c
INER AT AT AR 4 (Sham 41). B I 45 L 25 FLAR
(cecal ligation and puncture, CLP) Z{ i 57 JiF A5 71 21
(CLP #1) Fl Necrostatin-1 1 15 41 (CLP+Nec-1 41),
26 Fo SR A CLP MR RERE ALL/NFUSERY
TRIFRILER 24 h 5 A RIS 3.5% /KA 50E 0.1 mL
R /INBL, T IS 2288 B W 5 B i 22 2454, 1
Uil 20 mL VESF 8L FEAL 3 IFEHI DI N
Yy s IONIE s, 555 8 . Sham dHITHE )G RENsh E
1, AE L ABAT AT b 35, 2% 5 G . CLP+Nec-1 20
THIALRT 10 min 22/ BRI K TS T = W 1
M [¥] Necrostatin-1 ¥ ¥ 20 mg/kg ; Sham 41 F1 CLP



PP TR AR EE S 2021 4F 5 H 4 33 4845 5 ] Chin Crit Care Med, May 2021, Vol.33, No.5 * 525 -

ZHVE SR 0.9% NaCl %7 -

SRR B ) A PR AT A AR S BR AR
157 VU g 2SI K 2E LI s YA 382 B 2t (Rt
5:201991),

1.4 R bR S5

141 /DR IEBMES : CLP AR J5 4k S 1m 5%, 1
FWHEE, HHRUOK, HEE I L 45 4/ g —
MEIE O, B FEAFIRIRES L FEETOK | T ER B AR
il 5 52 NE AT R T Bl | HEREAR 1 B MR B ] L
BAFTEMNE S W

1.4.2  IMIEFIHEPRAREE : AR5 2 d ZHRHEH
M IFEEOMG o R M5 HE s 1 4% 7K A S R I
JNEL GO BT 1 mL P AR BRER K sk 52
PGTBEAL B, Wi Ab 3t N AR B ZH SR AR

143 JRKRZE - L (HE) Yo O EENT 4 2UE 252
MR - BN B iR 2l 2, dEAT 4R 40 B R HE
et JeBE T BRI 20 28 25 25 U I R AR RS
30T

1.4.4 TR E A4 205 KR - (g AR e 4
WG = 26 0 i £ s AR 3 T 14 LS8 R VR AR, AR I
7, ARG PRAR BT 75 CHRPEIR THRA T 24 h,
W EWAKE, R, LT KR (%) =
(VR — 1 Fis) /B X 100%.

1.4.5 EB S i 4E & : CLP RJ5 2 d, Z&/)
A E KA 0.5% EB Y& e, B2/ BUIRIG | f2
JRBELE 6. 0.5 h 5 MBI 414, 9T
EMR R, 2] EB 7 50O R i bRt h 2 (i
K 620 nm), AEARHE T EB &,

1.4.6 G EII A (Western blotting ) £
MLKL 1 NLRP3 2 [ 33k « BUf gt 204, 4T
BEHEE, 4 10% T I 3L e - RN IE G
JREHEIK 1.5 h, LGS 22 B — 90 £ (polyvinylidene
fluoride, PVDF) ¢ I, PEAR S A p-MLKL . NLRP3
— B0 RN 3- W R H O B SR (glyceraldehyde-3-
phosphate dehydrogenase, GAPDH) N 2 % (%5 B¢
JEYI R 1:1000)4 CER LK. K HBEBE, A
HRP FRic i LT =5t (R B 1150 000)
37 CHEIRWPEE 2 h, & kil 20 B Tris-HCI 28 #h £
R (Tris-HCI buffered saline with Tween-20, TBST)
FAVERRE . k2 R OGTE o, SRAEEME, A
Image J 3P40 HT 4 40 55 K BEAEL, L BAREE I 5
S K LB R B B A R ik i+

1.4.7 ELISA ¥ 1fi. 3% IL-18 7K 5« K 5% 5 4 1fi

TEFRAS FHARAFHL 1 ~2 h )&, 3000 r/min (50242
910 em) 5.0 15 min BUIALTE . 4% 8 ELISA 2 7
UL AL BRERAE , 2 DI RRBEAR 43 B 3000 5 1M v
IL-1B &,

1.5 SGeiteforsk . ffiH SPSS 21.0 # kit f7 40112
AT T ORI AR + BRAfEZE (R+s) T, R
H Kolmogorov-Smirnov 5 5 PF-fli 1 £ 48 & 1Y 1E 25
o 4 S NHEARECR ] Levene 5 iE47T 7
ZEFE PRI, T 25 5 I L 2R 5 2250 BT (one-way
ANOVA) FbH5 45 21 [a] (4 5 =BT R, R LSD— £ 50
TR ZE R ZE LK. P<0.05 HERA5IT
2772 X, Adi ] GraphPad Prism 6 44 .

2 F R

2.1 /N — RSB - Sham 41/ BURS #iCIR S B
U, FEEPOK B R, 15 s AN, A & S A BH
) S SO 5 FE I I P R DL A S 9B R, T 7 R
T TORE % . CLP 41/ RECRRTE | W IE | fil b
R B REELE , AR T106 Sl b, HE IR K R G
D RAE AR, R LN, A i ETS D
155370 AR I 0 BT R DL Je e A 5 s PR T D e
MLAEB WL, &85 v WAL BEE R, B /K B 5 L Al
L E R A, CLP+Nec-1 41/ BURS MOk S48 T
CLP 41, 3 s F il , dE B IROK R BUEA IR # 5
TP ARG A 5 T DLZEFL I B A IR AE AR R R s e ot
BT CLP 4.

2.2 JiliZHZURHE SR

221 HZUEEFBCE (B 1) : Sham ZHJiiZHZA
S EENTERE I KN A | SR SE R e b
BT ASIEH , il (o] B8 R DL S, It A8 JE =
Ak Wi A BTG A PR | H 1L CLP ALl BESG R |
PG FIRE S, i I 7 045K, A e Joi R i 96 s P 78
MK, ki) 12 323 . CLP+Nec-1 414
U FIE 252 0 A T Sham 415 CLP 20 2 7], Jifi
HLVRTIOK M, Bt BERS TG IR, i K i i) o e 2=
Hhp e A IS R B S CLP 21 B S st .
222 fHZIEAKE (K 1) 5 Sham 41 H %L, CLP
RS KR B34 (P<0.01), CLP+Nec-1 41
Jili A2 7k % CLP 203 /b (P<0.01 ),
223 AR ENEMCE (R 1) : 5 Sham 21 AR,
CLP 41/l 4120 EB % & B 1 (P<0.01), CLP+
Nec-1 412141 EB % &2 18 3% T % (P<0.01), #H
CLP 20 /)N BRUIH 1M 45 388 178 PE %5 Sham 21 & 3 &5, 1
TEF ST Necrostatin-1 J57 , /N U ML 385 T B



* 526

PR TR B EE S 2021 4F 5 H 4 33 4845 5 0] Chin Crit Care Med, May 2021, Vol.33, No.5

Sham# CLP#L

CLP+Nec-141

318 W Ve 2= AN W S B G S B N
(Sham 2H) UL KA WA B 57 5 G FLEEFL
AR I BRIERIRI L] (CLP 2H) Il 2l 225 R IR, 2 k2 i
T 5 RFEAHI Z -1 (Necrostatin-1) T 2H (CLP+Nec-1 41 )
i 20 205 LT A5 24 AR A F Sham 415 CLP 4122 [0]  HE
Ytn,

x1 FANRMARSKERMEBBEMELLR (x £5)

5 EILYL Jili 4 405 k2% EB &
(H) (%) (mg/L)
Sham 41 6 78.00+0.01 4.00+0.71
CLP 41 6 88.00+0.00°  11.82+1.15°
CLP+Nec-1 41 6 81.00+0.01>  7.90+0.00"

1 : Sham 4R TR, CLP 410 5 45 L 5 FLAR B EEER
HIZ, CLP+Nec-1 ARFEINHIZ -1 (Necrostatin-1) T4 ; EB J7*
SCEEE 5 5 Sham 41HER, “P<0.01; 5 CLP 41Hk4s, PP<0.01

23 WIEPERAEM Gy FRB(E2;K2): 5
Sham ZH Fb3, CLP 4LiliZH 4P IRAEME JORE A K0 T
p-MLKL 1 NLRP3 1 25 [ & 35 S I i H 248 it A 5
IL-1B /KP4 8% EiH () P<0.01). 5 CLP 4 8%,
CLP+Nec-1 41 fii 2 Z1rh p-MLKL F1 NLRP3 1) £ [
FIR R g 1L-1B 7K-F-X 3 T (1 P<0.01),

S Sham#] CLP4 CLP+Nec-14

p-MLKL
NLRP3

GAPDH

Sham 4N ETARAL, CLP 410 B 5L LR BUGERS R4,
CLP+Nec-1 MIRBEINHIZE -1 (Necrostatin-1) T T4 5
p-MLKL SRR A1 R 45 5L, NLRP3 2 NOD
ZRTEE 3, GAPDH 2 3- W2 H il it 2l

2 EHFAZEDIRE: (Western blotting) Rl 4520 /1N F
Jili¢A £ 5 p-MLKL, 71 NLRP3 {0535

%2 HHANRIAL p-MLKL 1 NLRP3 HE B Ri%

R iiE IL-18 K FEEE (x +5)

1 % il p-MLKL/  fili NLRP3/ Il TL-1B
(R GAPDH GAPDH (ng/L)
Sham 21 6  0.12+0.01 0.16+0.04 44.14+6.95
CLP 4 6 034+0.04" 047+0.07" 183.56+9.61"

CLP+Nec-141 6  0.13+0.03> 0.18+0.04" 113.81+6.62"

¥+ Sham 4UA T ARLL, CLP 41N E 2L S FLAR SOk e
R, CLP+Nec-1 AIRFEIMHIZE -1 (Necrostatin-1) T-Hi4] ; p-MLKL
B AT s A Ha B, NLRP3 2 NOD BES2 (K2 11 3, 1118
S E1ANEA % -18, GAPDH % 3- B i H- il 8 B 08 5 5 Sham 41
HA, P<0.01 ; 5 CLP 4L HAz, PP<0.01
3 it 8

K CLP 4 2 1 e 52 5 sh 5 5 N K ke w
i ELAT AR BLA) I 57 30 ) 27 208 RN R RERRE , 155 B
T N M REAE A R 0 SR B R,
CLP BUMcEERER R B it i P HAT B =K1
Fr R I A TL-18, W CLP 5 S I FRAE 7E K
BLIART | & T i gee ",

ARSEH R CLP AR ERIE ALL /N BT R
Je WSS A5 A /N B — LA 00, 45 53 7%, Sham 41/ R
KRS AT, BB UOK BB, 16 Sh i AN, & L
HAth S8 RN . CLP 2/ RS AR EE | vg I | fiph 5
Rl BREESE R, R0 S, SRR IR
B ek KA AR KEE, RN, DR
N B ) R0 ] DL - A 5 s N 5 A T L PR 2 AR
Hn R, KRS, 5 w] WA R
FF G MEFEAE BRI PR R I s CLP RS 2 d, /MUt 2H
20 B e mT DAL A v B 498 JEL 51475 R T S il I 4 e
106 70 SO 1 T N 11 N NG o % e
J Iz 5 I S ARG M2 EB & W
SR A A I R DAL SR et R
WM EHIE RE W15 T/ N ZE ALL Al il 4 U &5
SR T A o BRI R 33X 55 AR A T 9 85 SR D it ke
JERRFAE e Hoe 2 I I I AR ARG R,
TERRBERE VS ALL (30N b CAETE I 201 58E
P, AR ILHR D A AL ANTE R . AR SC I AE e
FEAE ALL /N BB B 3Lk L SRR IERHE IR S ALL
AT RER BRI

HMIAE T E N IR S ALT & JE 19— > Eom bl
il , FE AP & R R ™ B | MREERE 555 ALL
(A5 BEAILAR | 200 R P P DR AR I AS 2 20 e 1k
FHREVEE N AR R IRIE B K 3 b
5 P 3, BP RIPK1, RIPK3 Fll MLKL, TNF-«
75 3 RIPK1 1 RIPK3 AH B.AE B IR S0 /A, 55
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£ RIPK3 ifi & RIPK3 & . B 5 W iR 1k, B 1% 1k
i) RIPK3 8 55 Jf 8% 2 fk. T Ui 73 F MLKL, {3005
(1) MLKL %% B8 25 40 Ji J5 J5E, 9% B £ , 0 3 440 it o
R B, 3 A I LR AT T R S Rl
IREE RO Bon, HEURFE 5 5 ARDS 76 N 1) £
PN L5 A A EL A VAR (A SC 1, il n « — TR
HI CLP 1755 19 e B i /)y BRUBE B A 5% S0 s, 2 DR g
FR RIPK3 W] LAZEA e /I RS A7 35 B ], B gl ik
BT RO IR R E T TR TR L
B (lipopolysaccharide,, LPS) 5 5 it 73 4iE /N 5L A1 421
15 5835 41 R B BA B A 5 B2 7 1L 3% RIPK3 7K F- T
{515 ALI/ARDS 5 BEAH G, AT AR — i 72 ) 4
G AR R 2 T X SE IS Y SR AT LR
RIPK1-RIPK3-MLKL 415 4 41 Jifd Fi )3 4 S5 38 3 [
A B TE ALI/ARDS Jpg 3 i 78 b AT 8 28 nY fe gF 4
o ARSCEGEE R B JSRUE B, CLP 41/ B2
SUP AR P PEIRSEAH &5 F MLKL i 35, fili gl 215
KERIE N, Jl M5 30 5 2 o, B 2 88 A5 b4
S BRI S , 3R B CLP 175 S O R B /)N B PT RE R i
RIPK1-RIPK3-MLKL 45 i 41 e 2 3 0 A0 3 1175
& ALL, SR 95— WA 58 R , i RIPK3 5 A ik
J< BELWT FH RIPK 1-RIPK3-MLKL 4 5 9 20 jo 78 )5 1
IRAY 38 X LPS 755 1) e B 0 A5 A/ N BROE WA 7
HERER Y T H R A BRI A R, O
A% 1A BF HCELAA ) SRR, T K 1T BB 5 A R B E /) B
R A S SRR 2 B2, M A
JSOAK B PERAEAE ARDS HEF CLP ., Biifi / 75
FET B AUWGE S 1Y ALL SRR h
PR

L 075 5 S 40 i 5K A6 11455 B 5 7 v T AR B
s Z10 B 48 4 R i RIPK1-RIPK3-MLKL 4
S 1 BT PR IR BEAE S R FE M R E Y firh & R
A RS NLRP3 RAE/IMA T KT Ui 8 92 9E L
Vo NLRP3 48 /IMAIE e K G2 22 G 4N it N 1) 2
FB R A AE N IRPE ARG 5 -5 405 A 5 4 T X
an = B iR B 1 (adenosine triphosphate, ATP), JK fig
SR ZEICT T2 B NLRP3 48 E /A ¥ 4t it 5
HIAR TL-18 A1 IL-18 Jin T s B A 6 4 19 1L-18 &
IL-18, {2 & JHE RN . ARl , NLRP3 48/ MA
PG RTRES 5 T ALL FR R, ZEfe 2k 1-18
FIL-18 YRR B 175 5 il 0 48 i vt & 7 25 D% Ak
YEHT 5 EAh, NLRP3 A2 vl LABK 1k i 48 LAE 175 &
fALLY 2 RS RN, i AU RNA-495

(microRNA-495, miR-495) i i3 1 ¥ #% NLRP3 43
T B 23k, 4] NLRP3 4858 /IMA 0915 4k , T
R LPS 5 1Y ALL AR A BRI i3 40 7 1, 2 B
NLRP3 RAE/IMATE ALT A3 BRI R i & 4% T e F
PERI 2N AR Szae 2k b B, CLP 41/ RUi4140
W IR BEAE ORE AH 5 53 p-MLKL . NLRP3 A Al
I3 TL-18 7K 25 T 57, 28 WA 76 e B i g 3L 2%
T, fiZH 218 53 RIPK1-RIPK3-MLKL 42 FE 3R
HE, BRSNS 40 L NLRP3 4 /IMAS B0 , ik &% 48
SES N . CLP 2/ U L 25405 N, B MLKL-
NLRP3 45 (Y IR FENE 44 J W 7 CLP 153 M B3
/NERAR & ALL f8 955 AT A8 o R4 T — 2 R (R 2R AR
. i, PA MLKL-NLRP3 £S5 AR FE M 4 0E 52
TRAE AR AT RE B — PR AR YT AR

Necrostatin-1 1E 2 RIPK1 18 Fif 54 £57 5 4 31 11
#I, Bl LA % BH Wr RIPK1-RIPK3-MLKL 4 5 () 72
P IR AEE I, T R FEOR P VE . A ISR R,
8 1 {fi ] Necrostatin-1 %, 3% [H f& & RIPK1 BH Wr
RIPK1-RIPK3-MLKL 45 A4 % - PR PR AL i 7T fig Al
RITBIEE T2 B A S R B i
Necrostatin-1 ] RIPK1 7] LIAT &0k 52 /)N B A8 fili 45
1, B3R/ R AAETH I 1) 22 X s e e i
BEAE ShI AR LRl 2 1 BB ST 4 S vT LA B, i
7] Necrostatin-1 FE 5 PEFI ] RIPK1 J4 A 8 26
ik, BEfSA R BH W RIPK 1-RIPK3-MLKL 45 A4 40 ity
TP VR A8 [ , AT S 3 MG R 15 51 ALL,
B S S A ]

ARSI v 2 M B AE /DN BRI SRR S PR SR AR A0 o
| Necrostatin-1 & , ili 20 21rp MLKL 43 2 1A /K F
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