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& F 25 4 /MR FBG . TC. TG LDL AT K (P<005) ,HDL~C A-F# & (P<005), EF.FS {834 7% (P<0.05), /MR & AL4L 8% 38 #4015
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Effects of Baihu Renshen Decoction combined with Zhishi Xiebai Guizhi Decoction on

myocardial pyroptosis in MKR diabetic cardiomyopathy mice
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(Abstract] Objective To investigate the effects of Baihu Renshen Decoction combined with Zhishi Xiebai Guizhi Decoction
on the expression of pyroptosis-related protein in myocardial cells of MKR diabetic cardiomyopathy model mice. Methods After
successful modeling, MKR mice were randomly divided into model group, low—, medium- and high— dose of Chinese medicine
group, and metformin group. FVB mice were set as normal group. After 4 weeks of administration, the changes of glucose and lipid

metabolism in mice were observed; the cardiac function of mice was checked by ultrasound imaging platform; the myocardial
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histomorphology was observed by HE staining and MASSON staining; the serum levels of interleukin-18 (IL-18), interleukin-13 (IL-
1B), and tumor necrosis factor-a (INF-a) were measured by ELISA; the nucleotidebinding oligomerization domain-like receptor 3
(NLRP3), apoptosis—associated speck-like protein containing a CARD (ASC), and cysteinyl aspartate specific proteinase-1 (Caspase-1)
protein levels in mouse myocardial tissue were measured by Western blot. Results Compared with the normal group, fasting blood
glucose (FBG) was significantly higher (P<0.01), serum total cholesterol (TC), triglyceride (TG) and low density lipoprotein (LDL) levels
increased (P<005),while high density lipoprotein cholesterol (HDL-C) levels decreased (P<0.05), left ventricular ejection fraction (EF)
and left ventricular fractional shortening (FS) values were significantly reduceed (P<0.01) in the model group; cell hypertrophy and
deformation, myocardial fibers were disorganized, texture was irregular, serum IL-1B, IL-18 and TNF-a content increased, IL-1(3,
IL-18 and TNF-a protein expression levels in myocardial tissue increased, and NLRP3, ASC and Caspase—1 protein expression in
myocardial tissue were significantly elevated (P<0.01). Compared with the model group, in each treatment group, FBG, TC, TG and
LDL levels decreased (P<0.05), HDL-C level was higher (P<0.05), EF and FS values increased (P<0.05), myocardial histopathological
damage was significantly alleviated, serum IL-1B, IL-18 and TNF-a content decreased (P<0.05), and NLRP3, ASC and caspase-1
protein expressions significantly decreased (P<0.05), with the most significant effect in the high dose group of Chinese medicine.
Conclusion Baihu Renshen Decoction combined with Zhishi Xiebai Guizhi Decoction has protective effects on myocardium, and the

mechanism may be related to the inhibition of NLRP3 inflammasome overactivation, the reduction of myocardial cell pyroptosis, and

the reduction of inflammatory response.

(Keywords] diabetic cardiomyopathy; Baihu Renshen Decoction combined with Zhishi Xiebai Guizhi; NOD-like receptor

protein 3 inflammasome; inflammation; pyroptosis

AR, Bt N RA T KT ) 4t w8 B A 1 2T 15
B BB B SR e R TR R A B AR T b
JRI% O WU (diabetic cardiomyopathy, DCM) J& ¢ #
DLHBE RIS IT KAEZ — AT SECO AR B O T
Uy, FLEGIURIEAE, I DM B3 0 J1 380 K HE R AL
TR 1) EEE P, DCM Z AL 2%, YAt
FENN e AR B AT v Hh = RS R T &
BRI RAE SR KA, 5 RO ILARHIRSE |
P AR AL S U | I s O LSS 4 | D Rg ek
ARB GERE N FEFE DCM R & JE v 1] S B R
FET WK 20 M S PEIRFE | 2 — b SR 1 A e 1 4
Ji AR P PR AT T, ELA A0 T 5 PR AR Y S ] Ry
FHIE, NOD ¥£3Z 1K H 3(nucleotidebinding oligomer-
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2.5 Western blot IEAGIIL.C AL S F KR

WGE O JUH SR A S U 1 AR R 1 E
HEER, THE LS A marker 2 pL, HA AL I
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R 1 ZFHNMNRAGRZELMYE, MASER (x+s,mmol/L)

2171 FGB HDL-C LDL-C TG TC
IEHA 5.430.17 4.030.11 0.600.05 1.370.13 2.52+0.12
T 17.04+0.36%* 1.6020.05%* 1.62+0.04%% 3.43+0.04%* 4.54+0.19%*

TSR 8.60+0.30" 2.75+0.07* 1.17+0.02* 1.79+0.10* 3.57+0.11%
rP 2R = A 10.870.43%A 1.69+0.044 1.56+0.034 2.30+0.034 428+0.184
rh b A 9.57+0.33" 1.92+0.07% 1.38+0.04" 2.03+0.10"4 3.65+0.10*
R A 7.37+0.23* 2.67+0.05" 1.19+0.03* 1.68+0.12" 3.1520.13"
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TR 0.065 81.27+1.68 42.33+0.87*
R I 9.37 7243101 37.84x1.13%*
rhljrpo el 18.75 80.87+2.24*4  41.39+1.39*
GBS AR e 375 86.18x1.03"  47.39x1.00"
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UL IUCE AT I ., 40 HES 5084 5, £ A Xt
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34 & LH/NEL TL-1B IL-18 TNF-a 4 4E
FFRIB MR

SIEHE A L A B 4] i v TL-18  IL-18 .
TNF-o ]2 T 15 (P<0.01) 5 P 24 45 551 1 2H S — F XL
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(P<0.05). W3,
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Caspase—1 £ [ IK Y520
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Z R L E#4
B2 HANRONALSR HE LERLLE(HE YL, x400)
—ERALA ) x4
B3 SEMROCHALR MASSON BRI LB (MASSON H (5, x400)
£33 KAMRMBES IL-1B.1L-18 . TNF-o 7K F (%, pg/mL)

215 FlE/ (g kg™) IL-18 1.-18 TNF-«
IEHH — 41.18+4.33 45.2623.91 174.40£11.17
LA ZH — 84.18+3.58% 107.61+3.88%* 278.05+10.96%*

- FOBUIR 0.065 57.56x1.51" 62.59+4.41* 232.1427.14%
ERELT i lf 9.37 77.57+3.74"4 88.35+1.66"4 263.07+4.83%4
R e e 18.75 71.21£3.78% 77.46x1.70" 249.58+12.14
v 24 e ) 375 51.91+2.31" 59.13%1.57* 224.53x10.80°
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T4 BAPMROAELR NLRP3, Caspase—1,ASC |HFRIE (v+s,n=3)

R R AT U RUNCR 254K R A
(P<005), TEILIE 4 4,

el FE/ (g kg™) NLRP3 Caspase—1 ASC
EwA — 0.10£0.01 0.08+0.01 0.070.02
PRI ZH — 0.50£0.04%% 0.45+0.05%* 0.48+0.01%%
T HOBUNRER 0.065 0.2420.04* 0.22+0.03* 0.25+0.10°
L RE2Y 3557 =+ 9.37 0.36+0.08" 0.39+0.04%4 0.39+0.04"
L RE2TT B =) 18.75 0.3320.01% 0.26+0.02%4 0.32+0.03"
rp 2 R 2 37.5 0.19+0.05** 0.18+0.01*2 0.200.05"

e GIEF AL, #4P<0.01 ; 5K AT | 7P<0.05 ;5 — I RUIRZH L4, 2P<0.05 ; 5 28 w4 1L, 4P<0.05
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