FARF=HIBF5E 5 FF % Nat Prod Res Dev 2024 ,36:589-596

78 21 7 F V4= NLRP3 @ B AP & - &7 18] g4
ia T HE PR 7 B R B AL H B 3R

NER, FAE K &,
T OE RmE xEL, Eon
AL W N TP PG BEAS A BE R, WM 06100057 1T T4 ALK ik B AR -+ DU B MR AR SR AT, vk FE 110000

O RSN R 8] B %% 4L (epithelial-mesenchymal transition, EMT) £l NLRP3 38 % f B 0 5% i 2L 7€ & ( crocin,
CRO) JATTH IR 993 ( diabetic kidney disease, DKD) (IR B/ AL . #F 60 H CSTBL/6J /)N Eid W MEMESR 1,
BEMLIEI 10 JAESIES 24, RIBUE R W95 . AN RIEZ RIR IR Ak 2L 5 8 i), 2 5 BEIR A T 3R O BT 24
S AR MCCO50 41 (10 mg/kg MCCIS0, IEIETEST) K5I CRO 41(5 mg/kg, #EF) 7l CRO 41(10 mg/kg,
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Abstract : This study aims to investigate the effect and mechanism of crocin (CRO) on diabetic kidney disease (DKD) from
the perspective of epithelial-mesenchymal transition (EMT) and NLRP3 pathway. Sixty C57BL/6J mice were adaptively fed
for one week and ten mice were selective as normal control group randomly. The remain mice received high-fat diet for eight

weeks followed by streptozotocin (STZ) injection. After STZ modeling, the modeled mice were randomly divided into model
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group , NLRP3 inhibitor group (10 mg/kg, intraperitoneal injection) , low-dose CRO group (5 mg/kg, gavage ) , middle-dose
CRO group (10 mg/kg,gavage) ,high-dose CRO group (20 mg/kg,gavage). After eight weeks of treatment,24 h urine sam-
ples,blood samples and kidneys were collected for analysis and determination. The 24 h-urine total protein (24 h-UTP) ,ser-
um creatinine (Scr) and blood urea nitrogen (BUN) were measured by the kit to evaluate the renal function of the mice. The
pathological changes of the kidney were observed by hematoxylin-eosin ( HE) and Masson staining. Real-time quantitative
polymerasechain reaction (RT-qPCR) and Western blotting were used to detect the expression of EMT-related factors [ E-
cadherin (E-cad) ,vimentin ( VIM) ,alpha-smooth muscle actin (@-SMA) , transforming growth factor beta (TGF-8) ] to e-
valuate the effect of CRO on EMT. The expression of NOD-like receptor thermal protein domain associated protein 3
(NLRP3) related factors [ NLRP3, apoptosis-associated speck-like protein containing a CARD ( ASC) , cleaved-caspase-1,
mature-interleukin-1 beta ( mature-1L-18) , mature-IL-18 ] was detected to evaluate the effect of CRO on NLRP3 pathway. The
results showed that Scr, BUN,and 24 h-UTP in DKD mice treated with CRO decreased to varying degrees,and the pathologi-
cal damage of renal tissue was improved to varying degrees. The expression of E-cad increased, while the expression of VIM,

a-SMA ;and TGF-B1 decreased. The expression of NLRP3, ASC, cleaved-caspase-1, mature-IL-18 and mature-IL-18 were
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down-regulated. These results suggest that CRO inhibits EMT by inhibiting NLRP3 pathway to alleviate DKD.

Key words: crocin; diabetic kidney disease ; epithelial-mesenchymal transition; NLRP3 pathway

PR 15 %5 ( diabetic kidney disease, DKD) 24
PRI H WIEARAE , 2 2R NESS A D RES 3, &
BRI B/ NER RN 5K VB NE R BT 4EAL /N
BRBEIIC IR B85 | e R Je A A B . DKD &
Talk b, kR, B 2%, WUR B st P2 i
DA IS 1% fig S 32, DKD 3 & A8 Rt
VHE R R R RIS R i LR Ik
DKD % B 4E T, DKD ok 1 EL R 28 5 Fit:
24, JRYT DKD AR Y R A & o

HBE 2515 PRI R SE S DKD 3t 5 vh A B R Y
PR R AR T 4 A % 5 5% T kB (nu-
clear factor-kappaB , NF-«B) 3 [} M T 78k 4% 5 26 41
(1 4 2 17, HEZ% DKD B BERE o K 6 28 ] s
HH B B (protein kinase B, Akt) iH [} % okt 3%
DKD™' 22t il LI i (2 HE iR A M1 %)
M2 RALAL AT CD4 ™ T 41 i 534k 4 B 24 T 40 it
2 (T helper 2 cell, Th2) F1E 75 7 T 40 (regulatory T
cells, Treg) (AR B3 B DKD' ¥ H R A4 ) 1%
PR H B R A A R A TR I P B AR
KA F (vascular endothelial growth factor, VEGF )/
Akt/ 01 AME 5 )8 T I ( extracellular signal-regu-
lated kinase , ERK) i& 423k #c3% DKD) , Ajz5 T 1
I FH] A% 18 (interleukin-1 beta, IL-18) 55 %
T A& PR 5, R VA A M BERR 1K Janus 3 2 ( phos-
phorylated Janus kinase 2, p-JAK2) 58/ 1015 5 %
S5 175 A T 3 (phosphorylated signal transduc-
er and activator of transcription 3, p-STAT3) &5 H 3
B IR P LR S L % S T, A T

FELAEZR (crocin, CRO) RALGE P 24 AT AE /Y 3=
B HERY , AR WAL 2R e A
FER I, CRO BENE I 1o 0 i) S A0 L 3R 9 AE S I &
PEGRAR DKD (941 B9 & 3L CRO AT LA
.0 WL4H L NLRP3 S B s 0 2 A5 f il
REANH] NOD A% 52 (R B AR 1 45 4 3RH 5C 2 1 (NOD-
like receptor thermal protein domain associated protein
3,NLRP3) i Ff-4 i b B 18] 5 %% 4k ( epithelial-mes-
enchymal transition, EMT) 33457 DKD [ A5 28,
PRt ASHF ST E 2 57 DKD /NEUBERD, #F 58 CRO %t
DKD /)R EIGSFAE T, JF L EMT F1 NLRP3 i #% £
JEWTSE CRO iR95 DKD ffEHIALH
1 #MR5E7T%

1.1 zh#

SPF 2 {3 I P CSTBL/6] /R (Jb mi 4 B
R B A R A B SV AT HIE S : SCXK (7))
2019-0008) , /& 20 ~22 ¢,5 H/NR—5mz=T 24
°C,50% AXHREE , WIS FE I8 12 h g2 ), /N BRURT LA
A hEEYOK . AR idba e M iy e &
= e /8 P2 B3 2x Bt (AT At - CZX2023-KY-069) o
1.2 #R5RF

NLRP3 i3] MCC950 (Hit5 :S8930, & [F Sell-
eck) ; JRLTAEZ (L. 17304, 356 Sigma) ; BCA i
flt et 2 A 0] & (45120231027 , Fig o i i A=
Yy T REWESE BT ) 5 D A (Masson) Ge i (#HE 5:
2304005) \FF AR ZE LT (hematoxylin-eosin , HE ) 4L
(#t5:2306002) . i ¥& WLEF ( serum creatinine , Scr)
i ) & (4t 20230803 ) | R 3 A (blood urea
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nitrogen , BUN) I i £ (#it 520230628 ) | JR 2 (1 &
1& (urine total protein, UTP ) M| ik & (it 5.
20230628 ) (g 5L HE LAY TRBFERT ) 5 —Pi: L%
A% HE H (E-cadherin, E-cad) (H1t5:64) (P
M (vimentin, VIM) (#it5:5) F# L3I E A
(alpha-smooth muscle actin, a-SMA) (#it5.18) ¥4
A K A F-B ( transforming growth factor beta, TGF-
B) (5 :13) NLRP3 (#t5:18) (P T-AH G BE A FE
% 1 ( apoptosis-associated speck-like protein contai-
ning a CARD,ASC) (#1t5:27) R PEE TR K4 &R
il 1 850114 ( cleaved-caspase-1) (Ht%5:18) (I &R
18 WA ( mature-interleukin-1 beta, mature-1L-183)
(L5 18) (IR 18 MUK (mature-1L-18 ) (41t
S5 .18) ¥ H Cell Signaling Technology; — i : i
% IgG-HRP (#1£5-:23047015 , Jt 5t R E R A R
23] 5 5 RNA $2 UK & (445 : #X0523) [ cDNA
RS H & (45 W1122) (SYBR § 84k 7 &
(Htt5 - Wo822) (RARAEAFHL (L5 ARRAF]) .
1.3 &8

STST FAX 2011 4 A shfifiFri¥ ( Awareness Tech-
nology Inc,USA) ; PowerPAC Basic Hi Kk {X il Chemi-
Doc XRS HEE L5 A 853 Hr{X ( Bio-Rad /A 7] ) 5 H3-
I8KR 55 3 v VR 25 0o AL (I 7 7] i) s LEPGEN-96
OE i PCRAX (AL HURE) o
1.4 BESESRH

TR 60 H/N RIS W PR SR 1, BERL S A IE
241 (control, Con) 10 H 5354 50 2, 1E # 413
T ARPRHR SR AR ZH = R 1) 4} Chigh-fat diet, HFD) 4
ZEMEFE 8 JH, Z R hiE e AR A
BOK 12 h J5 RIS 30 mg/kg BENREE R (strepto-
zotocin, STZ) o 1E 5 241 I s R 3 S5 AR B 1% Fr ks
MRENZE . 72 h 5 R K SR 0 S Rl AL o
(random blood glucose, RBG) , LABENLIM M = 16.7
mmol/L 2y T2DM JMEFRHE, ZJ5 4RSS, B A
M/NER, 24 h JR &5 H %€ & (24 h-urine total protein,24
h-UTP) , L) i L 1fin B 7K SF = 16. 7 mmol/L, 24 h-
UTP = 20 mg {2l DKD R RIpRE

Oy TERREE RS, S0 HUN BB AL 25 23 S
14 ( model , Mod ) ,MCC950 41 (MC) {7 & CRO
Z(CL) W& CRO 21 (CM) | 5 /| & CRO 2
(CH)6 41,

R 5EURE :Con 45 Mod 4H4AKEES 0.2 mL
A FRER K MC 20 B R I TS 10 mg/kg MCC950,

CL.CM F1 CH 1% K4y HVEH 5.10,20 mg/kg
CRO, JEZr4i2h 8 J 45 2 Jalil e /I LA BEAL A ,
8 JHlJG , A FHAR I WS B 45 ZH /N B 24 b JRIBEFEAS
ik H P kI AR A AR A . 2R AE IS AT T IR
JEE  WCER 2o B R [ T 4% 22 WV vh A I J)E
R URERAT o
1.5 'BIhsetEXistrin

PR 24 h JRIEAE 4 000 g 5.0 10 min, fifi
JE o3 LW PR G 24 h-UTP B35 i
ML 4 000 g &5.0x 15 min , WA LT , £ 7] 60
€ I35 WLEF ( serum creatinine, Ser) . Ifil. iR 2% & ( blood
urea nitrogen , BUN ) 7K
1.6 JRIEZLEE

U P 4% 22 58 WV L I o 4 1 5 2 45
K AEIFDI A (4 um) |, 285 35 64T HE F1 Mas-
son Yy, WLEE ELH S FE S 5 A 4EAb B 1 o
1.7 MR EEEREGEHERMEN EMT 1K
EHE

Fi IR RNA S BOGR) & 9 J7 16 B 2H 21 K 40
FIH SRR RNA 22 J5 G sk 3545 <DNA |, 55 18]
qPCR l5E H LA 1) mRNA ik & 51975 W
R A 2T T Acth T H AR mRNA A%

BLY 18

1 sl9FEHN
Table 1  Primer sequence

FH £ FK Bkl
Gene name Primer sequence(5'—3")
Cdhl F.AACCCAAGCACGTATCAGGG
R:GAGTGTTGGGGGCATCATCA
Vi F.:TGCTTCAAGACTCGGTGGAC
o R:AAGCGCACCTTGTCGATGTA
F:GTACCACCATGTACCCAGGC

Acta2

R:GCTGGAAGGTAGACAGCGAA
Tefbl F:ACTGGAGTTGTACGGCAGTG
R:GGGGCTGATCCCGTTGATTT

F:ATTACCCGCCCGAGAAAGG

Nirp3 R:CATGAGTGTGGCTAGATCCAAG
e F:GACAGTGCAACTGCGAGAAG
5 R:CGACTCCAGATAGTAGCTGACAA
F:ACAAGGCACGGGACCTATG
Caspl

R:TCCCAGTCAGTCCTGGAAATG
F:GAAATGCCACCTTTTGACAGTG
R:TGGATGCTCTCATCAGGACAG
F:GTGAACCCCAGACCAGACTG
R:CCTGGAACACGTTTCTGAAAGA
F:CCCCTGAACCCTAAGGCCA
R:ATGGCTACGTACATGGCTGG

111b

118

Actb
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1.8 Western blotting &l EMT LK NLRP3 i# i 48
XEH

B30 mg B A AR ISR 1, BCA 05 25 1
W, FREAYE 1 BE T SDS-PAGE 73 B )5 H 5% 2|
PVDF i, i 5% JI RS 03453 15 WET A IEE 2 b, B s
M HEBEAWNHUALE 4 CTMF R, H TBST iE
UE 3 W E S L, S8 5 H] HRP ARiC i) —HifE = I
TR 2 h, IR UERR S 242 ECL Ak BOL 5, i)
8 Tmage J #0455 25 AT =L 0 HT -
1.9 SitEah

K Excel 2021 D) M SPSS Pro 7E 2 B3840 #7°F
APATHAR ST, SRR LA = bR D (v £ 5)
o, Z A ] LR FH B R 2R 5 26 43 A, 2L TR] P 1L
BERM ¢ k5, P <0. 05 WP PA 22 7 A Geit
2 #HR
2.1 CRO ¥t DKD /NRBVET1ER

5 Con 4HAH ., Mod 4H RBG B &g 7} H & 1
Kita#, 5 Mod 44 #1 kb, MC 415 CL,.CM,CH 4
RBG Joli # M 22 5, H 3K @S A0 g5 (WLE 1A)
B DRe R 45 R 2R, 5 Con ZHAH L, Mod 4H /N FR

Ser .BUN 7KDL % 24 h-UTP &4 B2 A5 ; 5 Mod
ZHAHEE , MC ZH DL 2 CM [ CH ZH /MR Ser ,BUN LI K&
24 h-UTP 7K V- 3545 A [F) F2 B A R AIK (0L BT 1B ~
1D), HE 1 Masson Jefa 25 B4 B, 5 Con dHAHLL,
Mod 20 i B /NE B b Bz 854 47 B /N R IE R 4
A ZR BB B /INE [) J5T 48 P A4 L 1 B 4 A AL
SREEARAL ,MC L) K CL.CM CH 2H /)N BB HE S
PRI 940 AN [ RR B 0 44 ( DLIRT 2A 2B)

2.2 CRO 3 DKD /iR EMT B9 8200

RT-qPCR 453 7%, 5 Con £H HL#, Mod £H /)N
U414 Cdhl mRNA 33k 5 2 A%, Vim Acta2 L),
S Tgfbl mRNA ik i 2 F+i55 5 5 Mod 2 k4, MC
ZHLL % CL.CM .CH 41/NEUB 4040 Cdhl mRNA #ik
ANFFEEE T, Vim Acta2 UL} Tgfbl mRNA ik
[ AR EE R AT (LR 3)

Western blotting 55 I 7, 5 Con 4 %, Mod
H/NEE A Z E-cad Rk W FEAIK, VIM . a-SMA L)
Fe TGF-B1 ik 3% Thim ;5 Mod 41 HL#, MC 20 L)
S CL.CM CH #1/NRUE 204 E-cad FRIEA[A] 18
Fh#5, VIM  a-SMA L) K TGF-B1 ik A [ #2 JiE A%
(WK 4),

B 1 CRO X3 DKD /Mg RGB.Ser,BUN,24 h-UTP

\ %2[[['5](;13,71:10)
Fig. 1 Effect of CRO on RGB,Secr,BUN,and 24 h-UTP in DKD mice(; +s5,n=10)
¥ 5 Con 4%, %P < 0.01;5 Mod 4 %%, * P < 0.05," P < 0.01, Note: Compared with Con,”P < 0.01 ;Compared with
Mod, *P < 0.05,"*P < 0.01.
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B2 CRO Xt DKD /hR'EH

KRB F TR

Fig. 2 Effect of CRO on renal pathological changes in DKD mice

Cdhl mRNA

¢ o W o

B3 CRO X DKD /MR EMT tBE B E &L

Vim mRNA

oot @\oé \h(' Y CVI‘ o

Tgfbl mRNA

[N e &

oot \on\. W

B0 (x £5,n=3)

Fig. 3  Effect of CRO on the EMT-related gene expression(; ts,n=3)
.5 Con H LA, *P < 0.05,%P < 0.01;5 Mod HIL#, " P < 0.05,"*P < 0.01, F[d, Note: Compared with Con,”P < 0.01;
Compared with Mod, * P < 0.05, " P < 0.01,the same below.

2.3 CRO 3t NLRP3 & B 200

RT-qPCR %53 1 7, 5 Con 4 HL %, Mod 2 /)N
U420 Nirp3 \Asc Caspl 111b L) % 1118 mRNA 3
Ik FE R 5 Mod 4 L, MC 2 L) f CL.CM .CH
ZH/NERVBF 2H 2R Nirp3 | Asc  Caspl (1115 L) J% 1118 mR-
NA R E B WLELS) o

Western blotting 25 5 i 7, 5 Con ZH #H kb, Mod
/N BB ZH 20 NLRP3 (ASC | cleaved-caspase-1 ,ma-
ture-1L-18 . mature-TL-18 AR 2 T+ & ; 5 Mod ZH A
b, MC 4 DL & CL,.CM,CH 4 /N 4021 NL-
RP3 | ASC ., cleaved-caspase-1 | mature-IL-18, mature-

IL-18 FEk AR FFEFE R (ILIF 6) .
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TGF-f1/p-actin
o

4 CRO 3t DKD /NG EMT #8368 B RIEMIFM (v 5,0 =3)
Fig. 4 Effect of CRO on the EMT-related protein expression(; +s,n=3)

o \4\0& \I\C

1118 mRNA
111b mRNA

& o o o 4w

o W’é “\C

Caspl mRNA

& oy o oo™ ‘4\05 W o o

[o e <

5 CRO 3¢ DKD /iR SIRT1/TGF-G1/Smad 1 B B 48 5 B & 3% 3% B 820 ( x+s,n=3)
Fig. 5 Effect of CRO on SIRT1/TGF-B81/Smad pathway-related gene expression(; +s,n=3)

3 itiRE%®

DKD J2 i B JR 95 5 | A A A o 725 3 728 208 i 5 3
B /INERTE Ak SLIRC ME 3 JE | [ 5 £F 4 fb , e R
R B ) IR 34 AT R A R R L B A
BT R H PR DKD EF 7658 4 B
T2 I IF 2 a0 T el e A A T R, R A A R
i, HFD IR B G STZ G153 2 —Fh & Sy
DKD #85 R 5 45 7 3, & B D) 5 5 DKD g8 35 iR
K, HER RS HFD R RN RSS2

BT LA STZ FESHF T/ FUBRIR B AR ML RS E HE T 5 |
K MEBIAT Ko 24 h-UTP . Ser . BUN 5 H] T 1Ak
B /INERUE T T B, HKOP TR AR R B T R GR
ABEFE A DKD /)y B B AE 7 5, R B /N BRI
KB /INE TR R AR AT S HEAL AR, P i
B CRO T LIRS 2 2l st , He e g 5
i CRO AYGERCR oy W i, ke R 5 P 24
MCCOS0 Hift. F3AMFIEHRM,25 me/kg () CRO +
T A R WO 25 R S I LT ek
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SR v o
NLRP3 110 kDa
ASC 22kDa

cleaved-caspase-1 20 kDa

mature-IL-18 22kDa

f-actin

42 kDa

cleaved-caspase-1/$-actin
e-IL-1p/f-actin
®

matur

IR SR IO SO L

LR Gl (A o So Lo

o ‘y\oé VAC o™ C‘A o

ASC/p-actin

o Vl\ob Woev e

##

mature-IL-18/f-actin
[

& \N'A W >

E 6 CRO X DKD /NG SIRTI/TGF-81/Smad 8 B HIAEX B A R IAHI M (x +5,n=3)
Fig. 6 Effect of CRO on SIRT1/TGF-B81/Smad pathway-related protein expression (; +s,n=3)

EMT 2 S350 £ 4 Ak R 8 11 R0 1 35 8 7
DKD & JEh k45 T HERMEM" , AU EY,
CRO A] LU FPRE 9 EMT DL AT 4if .
I, AR T ORER T T CRO RE5 ol 5 AE EMT,
FEAMESEH, DKD /N R IE E-cad 38T, VIM
a-SMA [TGF-B1 ZEik FiE L 378 DKD /N IE EMT
MR, E-cad & b 5% 40 £ EARICH, BA 4E 4 1
7 20 BB AR 240 R[] 85 B B VR TR 5 &4 g D) = 2
21k VIM  a-SMA JTGF-B1 , Horfr, TGF-B1 HAEm N
MIPREFAEALAE T, R AFSEIESE T TGF-BL 1 DKD
B RLH A P 2 P Rk FE EMT o #rp,
b Bz A0 B 2R B A B A - 2R B A i B A
R AT R HE AR ARAS R A bR, 745 Fh
POTHFET o3 AL b Rz A 283 e RV A IR Bl T K
4 BT A A0 LA % JUL R 20 200 L, A1 i T £ A4
T e AW 5T 45 5B & B, CRO AT L 3
E-cad %3k, il VIM ,a-SMA TGF-B1 # ik, 78 ¥ it
EMT kBt fe b B4 T8y msifeE -, teak, 78
JivRg 4 CRO LRI 52 7T 3@ 1 MAPK/ERK i B
Ml EMT™ T MAPK/ERK [R] £ /& 5 % DKD '
A FEERZE" . AR HE—HIRE CRO X}
MAPK/ERK 1753 B 21 4k b i 410 i /B H , A -4k
CRO gl EMT #E

EMT {3575 2 S 2 1 1] 36 14, A5 BF 58 36, NL-
RP3 3@ i 2 5 H R B e i 45t L AR BF5E
DKD /] ERUE AIE NLRP3 58 i /M 2 B g 2 i8R A
JnfEl T DKD /N BB BE %) R E SO . NLRP3 S8 5E /)

{2 i NLRP3, ASC | caspase-1 H ML EHE S
Y, 1Ay NLRP3 43 5E /MATE DKD 9 i " 93 il
FHEEME, Y NLRP3 B it 25 {2k NLRP3
RAE/NAE S 2 53 (NLRP3 [ ASC | caspase-1) [ 21 %%,
HEM PG pro Caspase-1 JE i B AT 1% 1 ) cleaved-
Caspase-1, Xf 25 A 1 [L-18 Al 1L-18 #E474) &)
HA #, mature-TL-18 7] L4 Jil # TGF-B1 & A%, 1M
TGF-B1 j& EMT & A= & & i) O g4 X -+, ] DA iF
4 L MRS 45 B 1 AR AR B L A, 2 i
JI HE EMT SRR I B 2R e > . iesh, B
W52 W], NLRP3 @ 5% /N BT a-SMA Rk I i
P12 i ik NLRP3 U] T E-cad A9 IAFF4 1
T o-SMA [} 53K, i VIM T 4 ik B 7T LA #F NL-
RP3 FIG 2 . X 46#84% 8 T NLRP3 55 EMT 2 il
FAFHEIE VER, P08 NLRP3 7] LB & 2% i
IlE EMT,, TAWE5E &3 CRO i 2 il NLRP3
RAE/IMERE I F IR, R BB RAEH L [F
i} &3P EMT (/EH . NLRP3 ()35 16 75 2 W A
B, G, S NF-«B 9800 gk A 40 i
¥ {2t NLRP3 \IL-18 SR H LK (FE—F5);Z
JG7E K ROS SEHZHIFLT , Ji 3l NLRP3 43 HE /JMA
BB A5 ) . ABME, CAHIIEEVY CRO
XF NF-«B B o 54 CRO RETS i@ a4
NF-kB (55 —15 %) #Emif il NLRP3 5519 EMT, 2k
3 DKD, AT B AR BFSE R ] . CRO W] 8 o 920>
YRR TS M A A, AN i NLRP3 36 4k, & 440k
HEMEARER . SR, CRO MBS AL Lkr
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HAEE I REC AR L P R R PRaE > . 84, CRO
BE 77 38 1 /D 2 ki A ROS 7=, WA BHL T NLRP3
TEALEE {5 S 4 FE s Ak, UE T 2% DKD A R
EMT 075 B3 — B WF SR iE 52, b, A< BIF 57 % B
NLRP3 i 5] MCCO50 15 Ay BH % B8 BF 58 %
BL,CRO K4% T 5 MCC950 MU MHt VM. %1
firik , CRO Al L3 it 4 ) NLRP3 i B 40 ) EMT it
RZEf# DKD,,
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