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Abstract: Objective To evaluate the protective effect of celastrol on metabolic dysfunction-associated fatty liver disease (MAFLD)
rats induced by high-fat diet and explore its possible mechanism. Method Sixty healthy male Wistar rats were randomly divided into
six groups: control group, model group, silymarin capsules group (100 mg-kg™), celastrol low dose group (125 pg-kg™), middle dose
group (250 pg-kg™) and high dose group (500 pg-kg™), with ten rats in each group. The control group was fed with normal diet, and
the other five groups were fed with high-fat diet to establish MAFLD model. After four weeks, the rats were given medicine from
the fifth week, and the corresponding dose was given by intragastric administration to the 8th week. The body weight and wet weight
of liver were recorded. The blood of abdominal aorta was taken to detect the biochemical indexes including alanine aminotransferase
(ALT), aspartate aminotransferase (AST), triacylglycerol (TG), Total cholesterol (TC), low density lipoprotein-cholesterol (LDL-C),
high density lipoprotein-cholesterol (HDL-C), tumor necrosis factor - o (TNF-a) and interleukin-1 $ (IL-1f) in rat serum. The

pathological changes of liver tissue were observed by HE staining. The expression levels of NLRP3 and caspase-1 in liver were
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detected by Western blotting. Results Compared with the model group, the liver pathology of each celastrol group was improved.
The liver index, the contents of TC, TG, LDL-C, AST and ALT in serum and the expression of NLRP3 and caspase-1 in liver in

middle and high dose celastrol groups were significantly lower than those in model group (P < 0.05 and 0.01). Conclusion Celastrol

can significantly reduce the liver pathological damage and improve the level of blood lipids in MAFLD rats, and its mechanism may

be closely related to the regulation of NLRP3 pathway.
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Vil #E/(mg-kg™)  TC/(mmol-L ™" TG/(mmol-L™") LDL-C/(mmol-L™") HDL-C/(mmol-L™)
o HEE — 1.86+0.77 0.81+0.29 0.62+0.58 1.78+0.34
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DAMPs fil & , 1 11 ROS . Ca> K 4Nt , CI4MNAT , =
2 R (ATP) 4%, iX 26 [K 3 7] DL 1 NLRP3 #E /)
AR P10 2L 28 A R A

NLRP3 & /IMAZE MAFLD H & 5 5 44 (1 4E H
MU . 7ERE AR B R o, i 0 R  ATP . JR 2 5ok
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H 40 i 71 5= 51 1) & E B 5 9> 1, ATE y DAMPs Al
PAMPs, 1] J# 7% NLRP3 4 i /MAAS 5@ % . Ak,
NLRP3 %8 JiF 74 1] 4H 2% 5| & pro-Caspase-1 £& 1 7K fif
A% T ) Caspase-1, Caspase-1 K5 4 ffg [K] - A 44 pro-
IL-1PB 1 pro-IL-18 435l 4% A4 Ay B FLEL A AR )3
PERJIL-1B A IL-18 7 ilb Z= 41 f 72V H I LR,
7 MAFLD 1, IL-18 [ 5 324 55 43 WA 412 33 J6R & 25 41K
Pt , 128 2 Jik e R R AL BE BRI 5 A, BT T
FEAE W] TL- 18 46 (115 5 A2 Jig i JHF 5 00 H 451 35 1) 3
A IL-18 B Z AE R KAEFE X NASH B A {3
fEHP . NLRP3 ¥0E 5 175 5 IL-1B 1K SR, 1L-
1B 3t — AR TG & B R W Ui AR , 5 5 Ik 28
i J52 8 12 3 JHF 200 i A2 PR RN SR BE , i MAFLD ) &
J& o IR BE, #06 NLRP3 4 E /N 4 (1) 1T BE A2 ek 42
NASH HFIF 48 5E AN 27 44k (A5 280071

A HF 7T 3 W5, 5 M NLRP3 #1771 MCC950
TE 2 Fh AN (] o A 28 e mT DA o 8 PR U 43, 5 =5 ok 2D
JHF AP Wk 4 L R S 248 e P92 3, 5 3 I o 1
JFF 98 (1) 47 4Lt R . H7E MAFLD ' NLRP3 4 i
/N AH 9% 41 4) NLRP3 . Caspase-1 F1 IL-1B ) mRNA
FaR I AR RO, R S 1
MAFLD #8424 K B¢ JH JIE 1 NLRP3 H1 Caspase-1
HEARBRFENZ , #F— LU P NLRP3 RME/MA S
MAFLD K AEKBAEHVIICR . HAL SR
N A BRLLE L R AR 0 3 PRI NLRP3 Al
Caspase-1 1315 . 87 A B 21 % v] 8 i )il NLRP3
RE N RITE AL, 30 IL-1B 7= A, BRI I S5 AR
ZHELAT ST SR MAFLD I ESR G . AR
B, B AR R KN I 28R 470 pg kg™,
ARSI N ) A TR R O 9500 pg kg™, 45
KIAR &, T — PR fE FE AR
ZF 4 MAFLD K R 5 M 5T .

Zi B RTIA TR A ALK R B (250 pgrkg ) HE
BH \2 2403 MAFLD K B I8 7K ST S F B 42 48 9
L, Z A AR AR R 2 N, AT R
AR FIBIT MAFLD %2 & F JGH & . [FIE, &
AR E AT LR = 6 75 5 1 MAFLD oK B BT
I B 4 4, AR A K L e T RE . AL
A] fE 2 5 30 NLRP3 48 %iE e M 38 #% , FE AR IL-1B 1Y
g3k F 9RE S L, AT 92 i BT AR, 20 v iR
BT MAFLD K BRI Joi A 6 35 L AT 28 hE 407
ik, WA, EABAORE - MAKEEN
90 (Hsp90) [ #1711 55 , 45 W 5T 3 B Hsp90 1] LA &
NLRP3 #H E{E Fi 8 i NLRP3 ff e P, & N T 4k

£ NLRP3 &b F AN i BRAH A 5 5 B 1 FPIR D
T 2L 0 MAFLD R A5 6 97 1E F 1) 48 1 Bl
s Z T e IR AN HIWT 9T
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