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7235 1 766 JE % i 34, 52 B 5 Ol o+ 38 45 T4 =X 2 7 ( Real-time PCR ) R [ %928 B 305 7 (Western blot) Kl NOD £ 57 & #4 75
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[Abstract] Objective: To explore the intervention effect and mechanism of Buzhong Yigiwan (BZYQ)
on colitis mice. Method: Sixty-four C57BL/6 mice were randomly divided into 2 weeks blank group, 2 weeks
model group, 2 weeks high-dose BZYQ (12 g-kg") group, 2 weeks low-dose BZYQ (6 g-kg') group, 4 weeks
blank group, 4 weeks model group, 4 weeks high-dose BZYQ (12 g-kg") group, and 4 weeks low-dose BZYQ
(6 g-kg') group. The colitis model was induced in mice by feeding 3% dextran sodium sulfate (DSS) for 7
days. The mice received BZYQ (12 and 6 g-kg') by gavage on the 8" day after modeling, once per day, and
sacrificed on the 2" and 4" weeks, correspondingly. The colon length and weight of mice in each group were
measured. Hematoxylin-eosin (HE) staining was used for pathological observation and colonic mucosal
inflammation was scored. The mRNA and protein expression of NOD-like receptor thermoprotein domain 3
(NLRP3), apoptosis-associated speck-like protein containing a CARD (ASC), and cysteinyl aspartate-specific
protease-1 (Caspase-1) was detected by real-time quantitative polymerase chain reaction (Real-time PCR) and
Western blot, respectively. Enzyme-linked immunosorbent assay (ELISA) was used to detect the content of
inflammatory cytokines, such as interleukin (IL)-18, IL-18, and IL-33 in colonic tissues. Result;: Compared
with the 2 weeks blank group, the 2 weeks model group showed shortened colon length, increased colon weight
(P<0.05), loss of epithelial cells, destruction of gland structure, infiltration of a large number of inflammatory
cells in mucosa and submucosa, local crypt abscess, and increase in mucosal inflammation score (P<0.01) as
revealed by light microscopy, elevated levels of IL-18, IL-18, and IL-33 in colonic tissues (P<0.05), and
increased mRNA and protein expression of NLRP3, ASC, and Caspase-1 (P<0.05). The intervention of BZYQ
(12 g-kg") restored colon length, alleviated mucosal injury (P<0.05), down-regulated the content of IL-18 (P<
0.05), reduced the mRNA expression of NLRP3 and ASC as well as the protein expression of ASC and Caspase-
1 compared with the conditions in the 2 weeks model group. Compared with the 4 weeks blank group, the 4
weeks model group showed decreased colon length, increased colon weight (P<0.05), decreased glands in the
mucosal layer, expansion of glandular cavity, atrophy of crypt, local connective tissue hyperplasia and
lymphocyte infiltration, increased inflammation score (P<0.01) as revealed by the light microscopy, increased
expression of IL-18, IL-18, and IL-33 (P<0.05), and elevated mRNA and expression of NLRP3 inflammasome
complex (P<0.05). Compared with the conditions in the 4 weeks model group, the intervention of BZYQ (12
and 6 g-kg') could improve colon length and weight (P<0.05) , and the intervention of BZYQ (12 g-kg")
could also improve the inflammation score of the colon (P<0.05). Different from the acute stage, the
intervention of BZYQ (12 and 6 g-kg") increased the content of IL-33 in the intestinal mucosa and up-regulated
the mRNA and protein expression of NLRP3 inflammasome complexes ASC and Caspase-1 (P<0.05).
Conclusion: BZYQ can relieve the injury of colitis induced by DSS in mice. The mechanism is related to the
regulation of intestinal immune response mediated by NLRP3 inflammasome, and it has different regulatory
effects in acute and chronic inflammation stages.

[Keywords] Buzhong Yigiwan; colitis model; NOD-like receptor thermoprotein domain 3 (NLRP3)

inflammasome; proinflammatory; anti-inflammation
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e K M -1( Caspase-1) 4 1%, . HAEEFEnIE N
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AR R A . R, AR AT
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J7 #b i 25 S IUXE UC /N BRUBE Y 20 18 1 4R 4 A [7) B
By wAE FBLE
1
1.1 3%  SPF# C57BL/6 /N 64 H /K i 20~
22 g, WEHE A E S A A% IE S SCXK () 2018-
0034, T )" R LWy b, TIooMd B2y K
% SPF G g ¥y vh 0o il F2 01 HEATAH OGS 5 o S0 7 8
S8 M T BE 2 K A B W S 0 A B 51 o AL v (2R
20160605 ).
1.2 K ol b b g SO (Ao [ e B R
JE R A A BR /il 25 ), it 5 211020244, K HL, 1
N R & B H 3k, 6 g/ ) ; DSS (3 [E MP
Biomedicals 23 7 , #t 5 160110) ; 4 & 1 2 B 7
& BCA & & ft /i ) & (VLo oL AR A F
5 43 5 KGP250 . KGP902) ; 3 % 5k 1l & . 5
i 2 Ot o 1 2 A Wl 4E X R (Real-time PCR) i 5
( H A TaKaRa A #] , #it 5 4> 5] & RRO36A.
RR820A) ; NLRP3 # {& ( 3¢ [ Cell Signaling
Technology /% @ , #t 5 #15101) . ASC . Caspase-1 . H
T -3 -1 R 6 AU (GAPDH) 714K (26 E Abcam 2%
AL, 5 43 91 ab175449 ,ab108362 .ab181602) ; #k
MR AR P B (HRP) A5 e Ll 3 He f o Bk 8 11 (TIg)
GO E Ryt B YR R A R A S
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CWO0103S); 1404~ 2% (IL)-18 . IL-18 il 1L-33 fifi Ik
B 28 W B I 2 % (BLISA) 50 & ( L ifg v 3 A= Bl
AR A A, M5 5 5k JL18442, JL20253,
JL20264) ; 95 K 2 -PJH21 (HE ) 42 (5 (58 I € 48 /R A=
PR A R A F] L S G1005) .

1.3 {¥ %% Mini-protean TETra %! & 1 H 3k {¥ .
2211BR % Trans-Blot"SD Cell ¥ EI &R 4 .
ChemiDocTM XR S+ 4% 4% . Imark fif ¥ .CFX96 %!
Real-time PCR ¥ ( 3% [E Bio-Rad 2% # ) ;
NANODROP2000 7 i fiff 2 A% R £ 1 A I ( 55 [
Thermo Scientific 24 7] ) ; D-8721 4 5 & PCR X ( H
X TaKaRa 2\ 7] ) .

2 FHik

2.1 @K ¥ 64 HSPF 4L CSTBL/6 /) KBl
HLAY 2 2 JE RN 4 J& IE & 20 BEAL L b 25 S A
a2 (12 g-kg™") FAb g5 AL B4 (6 g-kg')
2 8 Ho BRIEH AN H A /BRI 3% DSS(Z1#
K E i R B, BB EC ) H B AROK 1SR T d,
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Jal, TE R 2H AR 2H 25 T [ AR AR ZE 1ROKE 1 o

2.2 FEACRAE AL 500 TR 2 AR AR 4 JH R
AEFE/IN B, B HCES g, W O\ ) D) I BV 04 8
iR 3 22 h R (PBS) M £k o 4 i 5% 4% 41/ B
KRR A TP B 1 em® K/ 4L
FE T 10% H B Wb, AR 481 F 80 °CHh R fF
#=H
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It R JHEJ (A )5 3 P MBS . 44
9o B PF A SR T RE TE AR T 04, TR AE 5 143, X
ERBALZ L7 nl IR A £ 24, FH I T )2
K UL b RVEANMIIE 2 53 53, R M WUZE B 2 240 Jif 44
Z 445y, BRI R A £ .

2.4 ELISA £l 4 14 40 jg <+ IL-18 . IL-18 Fl IL-33
i F MRS DL 1 9 IR AL 1) 45 i A1 24U AR
A EE B0 R 0 PBS EAT A S1 0K, 5 000xg B
L 10 min( B 0242 8.4 cm) J5 UL 75 W E 47 ELISA
Sy o 3 g EE RS IAE 450 nm KR I A% RE AR 1
B A FFHEAT AR 5 o

2.5 Real-time PCR i ] NLRP3,ASC. Caspase-1
mRNA Ri5 MR ER U0 15, (i FH RNAiso M 45
Jiir 41 20 v 2 B R RNAL 78 260 nm 4b I & 4 # 5E
RNA B 5 AW . ffi F cDNA & B 7 &8 1 b
PEHUM) B RNA 64 5% o ¢cDNA. # ] SYBR il i
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Kl Ex-Tag T ik 7 L) & Bio-Rad PTC-220 5£ iy PCR
% %t 917 Real-time PCR, 95 °C i 25 1 30 s, 1 I~ 1
R PCR JZ I 95 °CAE 1 5 5560 °Cil Jk Fl4E f# 30 s,
40 N6 A 5 1 i il 26 53 B 95 °C L 10 5565 °CL, 60 s,
VAR IR i A BE AR Y B 2 S AL, L GAPDH 2y
WS HEAT 3 22007 2L 1 B0 43 Bt o PCR 51491 i
i sEm Y TRERAKRAR A K, 5 W
U=

x1 5l9F5
Table 1 Primer sequence
519 JFH1(5-3") K /bp
NLRP3 i CCAGACACTCATGTTGCCTGTTC 23
T GAGGCTCCGGTTGGTGCTTA 20
ASC I # CAGTTCGTGCAGAGACCACCA 21
T CTGCTCCAGGTCCATCACCA 20
Caspase-1  _[1}ff ACTCGTACACGTCTTGCCCTCA 22
T CTGGGCAGGCAGCAAATTC 19
GAPDH i AAATGGTGAAGGTCGGTGTGAAC 23

T if CAACAATCTCCACTTTGCCACTG 23

2.6 M R B EN I ik (Western blot) K il NLRP3
ASC .Caspase-1 %Kik BYHGE 45 I H 28 T
RIPA % fif 22 vh Wi 78 43 24 i S MU B 2R B, 3l i
10% SDS-PAGE ¥ i #1 Jk . PVDF ¥ it )5 , 5% fif 4
M35 L A B 1 h, T NLRP3(1:1000) ,ASC
(1:2000) . Caspase-1(1:2 000)— i 11 4 °CH¢ & i
B, B i S AR W AR I B9 BT (1:2 000) iR &

1 h, ChemiDoc TMXRS+UZ AN ML E 11 5% . LU
GAPDH(1:5 000) 4 N £, Image Lab ¥4 /0¥ & &
2.7 Gl bt SR SPSS 21.0 R A7 B &R
7 22 43 M1 1 Dunnett K 5 6 £ 8E V51T G811 PEAY , 52
s R x + s £ow, Pl P<0.05 KR 25 BHA %I
3 #R

3.1 XA RAE B B /N BRZS I K B L I o A BT
Sy RN BN S 5 O B LR A
Jo iR T R AR AR, 2 SR RO W R L 4 TR K IE R
45 DSSEIR A /N R T & RIEC B S . 5
TE R AL LA, B2 /N BRUTE 2 6 4 8] S o, 2
R 35 B G 4 e, T B SR N (P<0.05) 5 SR AL 4
LA, 2 J L 4 JE R v g AL AR B A2 T K
W & 3 Jin (P<0.05) , 45 fiz ot 5 W] 4 a2 (P<0.05) o
o BIOUL R 2 B, 2 JRI RS AR /N B2 T L B 400 e 2k
0 M R, RIS IR AR SR AL JR R R L R e
Jifr, R0 ST o A, R R T 2 K R P A
PRI, R A £ AE B8 L) L M T 4 SR AR
RN BR 45 B o 38R AE O 55 R B 1) B i 3R AR TR |
HEF ZE L, Ja 0 B 4% 4 4 2088 A 3 43 7k B 40 i
B2 o AR AR, 5O R A R, 2 ) K 4 S
RN GRS W 19 9 E 1T 43 34 10 3 15 i (P<0.01) 5 5 4%
N N L R W= - sl T
4 JA AR /N R R ORE B 05 3T 4 (P<0.05) . L
K12,

TE A2 IR 24 B 2 AR 2  C. 2 Rl Ab v 25 AU 00 it 20 s D. 2 JA b v £ SRR I 20 B 45 IE 241 F. 4 BRI ZH ; G 4 JF #b rh 4573

JUr ) i 2 HL 4 JH AR £ SO
B1 APHESAMARMEESENMNREFRGHIZM (HE,x100)

Fig. 1 Effect of Buzhong Yigiwan on colonic injury in mice at different stages (HE, x100)
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F2 HHBFEANESHENREGKE RERFETSHIFIE (x+s5,2=8)
Table 2 Effect of Buzhong Yigiwan on colon length, quality and pathological score of mice in each groups (x+s,n=8)
2 JA 44
A W ks
4 53] /g-kg" 7895 45 1 i JIEPE4Y i 7R 45 i i JAEVESY
/em /grem™ 15 /em /grem™ 145y
A 6.510+0.454 0.027+0.004 0.337+0.486 7.120+0.394 0.028+0.002 0.314+0.527
R 2 5.896+0.566"  0.046+0.006"  2.981+0.572%  5.922+0.672"  0.042+0.003"  1.582+0.792%
Fh P 3R AL A A 12 6.751+0.812  0.041+0.004 2.15040.766%  7.114+0.651°  0.034+0.002  0.759+0.786"
Fh P 2 S LR A 6 5.839+0.443 0.043+0.005 2.677+0.669 6.961+0.686%  0.035+0.003%  1.222+0.788

528 (4L R Y P<0.05,2P<0.01; 58T 41 L & > P<0.05

3.2 XN TR] R E By B/ B 45 % IL-18 1L-18 | IL-
3BE A 5 IEH 4, DSS B AL/ FRL 4G

ZH AP IL-18 . 1L-18 \IL-33 /K - 7£ 2 J& K fil 4 J& K 14
BB T = (P<0.05) ; S AL A4 H A, b b 25 AL R

I 7 5t 20 AT B 0o 2 )5 R 45 B v IL-18 JK P (P<
0.05), b1 4 J& R 45 7 20 21 1L-33 7K °F- (P<0.05) , IL-
18RI 225 G2 . b e K
FlEAAmE iR LR ERIFFE L, RS,

K3 HPBFEAXNEAEANREHAEAL P IL-18.IL-18. IL-33 8 EH I (x+s5,1=8)

Table 3 Effect of Buzhong Yigiwan on contents of IL-18, IL-18 and IL-33 in colon tissue of mice in each groups (x+s,n=8) ng-L"'
2 4 JE]
20 41 F /g kg
IL-18 IL-18 IL-33 IL-18 IL-18 IL-33
EHA 38.23+15.94 9.75+0.71 26.40+1.20 51.36%5.55 24.39+2.19 26.50+4.30
IR 2] 95.01+5.78"  47.35+6.13" 59.81+7.94" 103.34+8.40" 46.80£5.59" 62.724+2.40"
Fhrp R AL R A 12 85.41+4.28 38.07+1.74% 59.08+4.55 108.14+4.32 55.95+9.06 77.47+1.93%
Fh b 2R AR R AL 6 101.82+8.44 31.02+7.68% 61.69+2.14 109.55+3.66 52.59+6.16 85.88+5.30%

5 A R U P<0.05; SRR H A Y P<0.05 (R 4 FIE 5 TH)

3.3 Xb AN [A) R AE Bir B/ BRU4S % o NLRP3,ASC,
Caspase-1 ) mRNA EiEM 2 52 8 1E & 41 e
B, BRI L /N RS I 4 40P NLRP3 R /IMA R 5 )
(NLRP3,ASC . Caspase-1) mRNA 7K *F- ¥ B & /&5
(P<0.05) ;5 2 JAI A B 4 Lb A, 2 J) b i 5 <0 AL = 77
41 B B0 % NLRP3 #l ASC ) mRNA 7K - (P<

K4 WhBIEHINEHENREHEL NLRP3.ASC. Caspase-1 ) mRNA %

0.05) ; 5 4 J& 1E % 4t 8, B8 20 NLRP3 & P /A
524 %) mRNA 3k 7K 7 U] i 3 5 (P<0.05) 5 5 4
RERY 2 LA, b 25 ASOALAS 7 41 P W 2 9 ASC
il Caspase-1 i mRNA 7K, 22 55 Gi 122 5 L (P<
0.05) , b 25 AL R AR B LI L AR 25 R ESE T
RSN, WFRK4

M (X+s,n=8)

Table 4 Effect of Buzhong Yigiwan on mRNA expression of NLRP3, ASC and Caspase-1 in colon tissue of mice in each groups (x+s,n=8)

2 44
21 51 /g kg
NLRP3 ASC Caspase-1 NLRP3 ASC Caspase-1
2 HAH 0.278+0.073 0.333+0.062 0.371%0.055 0.300+0.111 0.261+0.089 0.219+0.077
P TR 2 1.058+0.262"  1.067+0.089"  1.323+0.094"  1.016+0.163"  1.016+0.275"  1.136+0.113"
A0 2 AL R R A A 12 0.734+0.085”  0.668+0.147>  1.232+0.243 1.804+0.875 7.024+0.674>  3.552+0.649%
b H 28 AR 2 6 1.230+0.159 1.204+0.210 1.522+0.309 1.839+1.147 5.954+0.633%  2.513+0.360

3.4 XK [ R ORE B BE /I BU4S B o NLRP3,ASC,

Caspase-1 IR I RIBMFEI 5 1FE % 4 L, BERl

2H /N BU45 i 4 41+ NLRP3 . ASC il Caspase-1 (1) &
128 35 7K S 70 45 2 J5 R FIER 4 J8 R X W 2 14 i (P<

0.05) ; SREAULL L4, 2 Jil #b b 25 <L I 41 ASC

il Caspase-1 £ [ A K F T 8 , 4 JA b b 25 L
. 24 .

5] & 21 ASC Il Caspase-1 45 [ ) 22 i85 K0 & 114
(P<0.05) ; 2 J& #b 4 T HUAK 57 & 241 % NLRP3,
ASC . Caspase-1 4 I R IK TC B BAE T, 4 5 4b v 45 <
AL 5 & 41 ASC Al Caspase-1 145 [ & ik 7K 3 W i
P& 5 (P<0.05) . 7EME MM (4 AR ), b 22 S
A AR A RITAE R A, 2R TSI e R
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Mo WE2FIE 3 S,

NLRP3 o S— e 110 kDa

23 kDa
ASC
45 kDa
Caspase-1 | ;

36 kDa
GAPDH ' D W —

A B C D
T A2 FIEH 4B, 2 R ; C. 2 JA b AP i L ) ek 2
D. 2 i #h i AR5 4
B2 2FA&AENRERHEL NLRP3,ASC, Caspase-1 HJ E 5 K&
Fa ik
Fig. 2 Electrophoresis of protein expression of NLRP3, ASC and

Caspase-1 in colon tissue of 2 week mice

S L T

ASC . = "W SR 23KD:

_’-- 45kDa

GAPDH "D "N oD s

Caspase-1

36 kDa

A B C D
A4 TREF AL 5B. 4 RIBIEILL; C. 4 AR b 36 A0 i 4
D. 4 Jal % £ AORUAR ) 4k 4
B3 4FKA/NREHAL NLRP3I.ASC. Caspase-1 I E B KX
F ik
Fig. 3 Electrophoresis of on protein expression of NLRP3, ASC

and Caspase-1 in colon tissue of 4 week mice

4 itig

UC 2 45 i [ 2 5 AR 00 AR 4 5 1k 2E 306 3l 3]
PARE G RS 6 W00 i PR s O I R R
B o % O Il R HE G M e DR LA 2 R
AWFFEEE T P 25 2 7167 UC 1Y “ M G AR , 2 o 246
A6 52 I W AR A2 ™ A58 (I B4R AT, 0 L 4 e

AR IR S S Y 3 e 8 O BE A O T E AT
W5, AU 3 B b v 25 1 XA 48 i 25 MR I A2
J7 o AR 2SS SL AN 2 S T LR, B
WE AR Y IE S BRE S THRRR R H
SE UK A . 5 b B RS T O AL £ b
RS, TR E R OB 2% S AR RO AR
AR, N B2 S ISR A P B AR
FE ML, B e BN 3 24 I AN T, FERR | 2%
FEEH 28 B4, P Bl 8 R DL T4 R B =2 v AR, 5 H RO
G2y, o2y . 2000 4F Fh g g 25 22 2 10 E R
O3 23 8 g T A T R b B s Y SRR
W A 90 U1 g v SR AR R T T A
2017 4“5t 92 Pk 45 B & TP BR 2T L AR L
TR R A H0 7 TR I B A R A | DR R A AR
i Ao 27 i 0 1k & 1R T B AR R IR R R B, B
A EARERK SR KWK S . B WA, UC
1) & 995 ik ik 2 38 A DL AR 55, 0 B R TR AR B
T AN (EBMNE)A =M g, R
HE 7, IR 2 0 )t B 52 o o8 Ak LR, Sl kb 3L
HE 7P 2 HOBSEE AN b 2R LR YT B PSS I
8O, IN W HH AT R AP E 2 SR E
25 5125 KR (S AR BORNAR T 25 007 I R B
F & AL W )PIA R UC BB & 06 sh (8 R 55
TIE) T i FH 3L Al A 97 BE A A4 b 28 S o SR H A
F A 25 RO IR YT UC 1A SE B 98 0, 15 i —
BRSBTS UC /N BB Y 36 2 4 2 3L
55 5% i WA SR (W B A sh A AL B 7R UL A R
o g S IR B T ok b B 5 08 2 % g T e g
#EAR NLRP3 5 M 2 A 1R AR A i 52w, A A e R £k
[ 7E B IR UC H BIAE FHALE .

DSS i 5 UC sh ¥ 155 5 4 F 1985 45, Hoyg B 4
fiE5 N2 UC ML, & B Al ok 3 B 5 7 7 .
DSS i 5 19 2 UC KL AL/ B — it 72 DSS T 7 3~
5dJa PR S  BH T FE L TS R i fin #E , O RiE
P o T T OB T ST )| B E = 2 Al A~ B |

R5 WNhHESAXMEBNREFHEL NLRP3ASC. Caspase-1 I E B RIEMFIET (i+s,n=8)

Table 5 Effect of Buzhong Yigiwan on protein expression of NLRP3, ASC and Caspase-1 in colon tissue of mice in ech groups (x+s,n=8)

- 2 43
21 51 /g kg'l NLRP3 ASC Caspase-1 NLRP3 ASC Caspase-1
/GAPDH /GAPDH /GAPDH /GAPDH /GAPDH /GAPDH
EgEE] 0.322+0.089 0.228+0.159 0.400+0.098 0.251+0.080 0.639+0.153 0.724+0.061
I 2 0.665+0.164"  0.586+0.237" 1.225+0.188" 0.569+0.177"  0.992+0.201"  0.945+0.047"
Fhrp R AL A AL 12 0.417+0.086 0.394+0.052% 0.583+0.069 0.496+0.121 1.175+0.055%  1.113+0.105”
b 2R SR AL 6 0.594+0.047 0.403+0.182 1.012+0.254 0.685+0.142 1.198+0.024”  1.109+0.099%

.25.
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VLS5 B e K B 22 kb M Nt 9 45 W 4 B e B2
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P 1 I, U B8 48 o % e R vl MR A0 i AR AR
R E KR A 2 BB BT (20 K B i
NEMBBNZ . 5 —J5 i, DSS T8l 1 )5 EH
MR IR 4 N B UC R AR DSS
7018 M UC A 32 B B AR (L R B OLEE
AT UL A5 Ry PR A B s i R A L R A A B SR R
Az DARRSE AR T CHE S 28 L A5 9 A8 o 58 R AE
ARG, 2 A RN B 25 I b R 4 it it 2 L &
R B 0 B2 MR ZE L, Jm T DL IR e Ik
BT I A Y5k, M B A R 2 R AR M A iR
T, A RIS EENZE BRI AFH 200
AR 114 g B R B 5 1T 4 JRLASE AR /0N L5 W o B RRAIE
AR PR BB IR AT HEB AL, R R B 2 4
AR A a0 o N R I e R e R
LRI, TCIE S TE 45 W g /N B STE A 2 18
& 52 ), b b 25 AL T T34 AT o AR AR N B4 i 6
1« BN 25 W K B, DBUAR 445 W T kI A1 286 B 5% o T
Gy o R AN 2R ST S5 B R IR ITE R ST
A8 R R B

AL K B AN LSS i 4 40 h NLRP3,
ASC . Caspase-1 i) mRNA FI T H 3 15 7K F 1) 8 2 T
L SRS 2,4, 6- = i B K R (TNBS)
55 10 K B2k 25 1 R A A R A &5 SR AR L.
SR A 145 1 =Y 02, #h i g5 AL AE A [\ B B X
NLRP3 4 HE /N 1 3 45 0 3¢ B0 8 7 A0 S 19 8 3.
e 2 M, #h b 25 UL T T AT LR 8 NLRP3 L ASC
i mRNA k7K M ASC . Caspase-1 i 75 [ 157K
R (25 5L T U ASC  Caspase-1 11
mRNA FlI#E 4 £ E K28 B EE . XA
PE7R NLRP3 % 1 A 1) 006 7 45 W 2 0 AN [ 9 2L By
B o] BEAFAE N [R] (0 T RE At 4 SN T 2
277 ) 22 58 A5 R H R 9 A

H w75 A 52 X% NLRP3 4 A8 /IMA 78 25 17 R %
JE& T i A R B SR ATS A AE 4. AT SR & BN IBD
SR A3 8 0 00 K 35 A AT AR T LGB i NLRP3 %8
SiE /N A5 T /N BUED I A0 LAY TL-18 43 WY 1
NLRP3 & ##i i) §i {& (pro) -Caspase-1,IL-18 I IL-18
B 40 R Fella-2 W] g B 21k 45 1 %% /) B e
AR 5 B A AN UG G NLRP37/)N BL7E DSS 5 45
Joi RS B g 0 e R B A R R, X SO
< B NLRP3 %8 4 AR X 45 iy % 6 HO2 245 R 19
R R EAGRIER . 52 M, #0855 R

. 26 .

NLRP3 76 4 +5 [l 8 N AR A b e 3 SC s/ T, 7T AR
Fe i b p B B o0 2 1k O B AR 25 i 4k B L 3h ) 7
SEU6 0 ) (0 SE TR 38 RIS ) g A P A ) AR Y 4
A BEY NLRP3  ASC™ Hll Caspase-17/)s fil X
DSS # TNBS 5 3 19 25 i 48 T B A &y Btk , Rl
/N BRI T8 B A 3 A R L T R R R D RE R SS
40 T 1Y 3 3 R T NLRP3 R AE /AR 7T L JE
ST TIL-18 (IL-18 %5 22 fift Jn 1 403 05 I D, 4 45 i 1
Fa AR H g Rl WL, NLRP3 R E /MR TR 25 7 4 h
KAEBIAE F & = 22 100 Z K 10, 5EAS BIF 53 19 50 50 45
M5, 7E 2 M &0 By B, NLRP3 48 P A 3005 ] fE 2
JNEE RAE RN IR BRI S WA FE IR R M2
PE 8 fift B B, 9% 1 1A [ T B R B 4 4 T
RE LSRR A R E . b P 28 ROLTE R AE
20V 38 5 B0 ) NLRP3 48 E /IMA B 22 38 7K SF 1T LA
U R RE L, TG A A2 1 0 T T NLRP3 A AE /A
[ 2 KRR HE LS I R IR RS 1B & .

IL-1B.IL-18 j& NLRP3 4 AE /A 43 4 1 °F i R
PR A0 B PR 7o 28 A 35 P 45 (ROS) . mtDNA | ATP
) V85 2 L PN AR AR AR A5 1 ) 77 AR B ROS 1 1
Pyl 5] NLRP3 5 08 T2 AH G BE S AR R B L &
Y, 9 — A SE i Caspase-1 34 75 NLRP3 R SE/MA
B A B TL-18 F1 TL-18 5| & 48 5iF B )1, 1L-33
PE R 1120 A 25 -1 G205 0 B DL, 2 PR 32 P s R A8 1
i NG O 0 DD =y N R e
JL PR, 7E 98 RE P 5 A8 2 S L Mk e AR 9
I bR A E R T R T2 AE M . IR R KB
T2 UC i3 I R B0 1M 3 Hh TL-33 58 3R 3K, 72 IBD
Ju R UC A B A 4 R 4 i BUE AR L BE g
HARE K, IR ) HE R A BRI R R R,
PSR A. KEMREMIL-3323 5 UCH
[ & RE SN, I 55 HL e o R B S O A 6T [
ARG R IL-33 2 540 UC 1Y R AE RN, 18
S AR B . DUAN 256190 % BL45 7 N E 41 IL-33 34
J7 TNBS 5 3 19 45 i 4 vl 3 ook o 42 % B 1k T 40 i 2/
Ik R B E A 5% - 3 98 Y5 4 T 48 i (Th2/Foxp3+
Treg) 5 5 I8 5% R AE FN 0% AiE IR ; GROBETA 451 IA
i IL-33 Al LI DSS 75 5 (448 R 45 7 42 /9 R E
I, U8/ 7 i 2 25 SPONHEIM 25/ & Bl UC 1t 9%
J5 4514k T DL A A TL-33 A9 I /N AR AT AR AR K R T
Z AR B £F 4 40 i AR it ) o F W WUAL Bh 2
(PDGFRB a-SMA") JLEF 4 £ 41 i, N A IL-33 B 5
&5 UC 15t J5 b 1) BB 5 5K 7R 0 0F 5% % 3L TL-33 W]
L3 o 48 F 255 3% I F GDNF & H 32 fK RET (%)
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