CN 43-1262/R " [E Sl ki 44 ik 2023 4F55 31 555 5 399

ASCGIAT: SKERFH, 0 4%, Rl , 2. 95 e IR TS BT m AR R BB N S ks RERE AL [ T ] P RSB EE (L2, 2023, 31
(5):399-403.  DOI; 10.20039/j. cnki. 1007-3949.2023. 05. 005.

[ XEHS]  1007-3949(2023)31-05-0399-05 . SEIGFFEE -
oy JENR AR RS HURE X & e Sy /D B sl st FERE AL

SKkmPE, N E, B 8, KET
(drad P B2 AH 7 d ok &R 473000)

[ ZE] [BM] HEAXALMEEEHF(MAG) sTZH A4 4 (HFD) Fr & sh ik B AL R AE A A 4, [
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FARMAFLL(HE) R EMR L IR FREHB S LI  Mac-3 BREALNFLENRIHRELmMIBEEE L, &
K EALL &I NOD H %k # & & 4 M4 % % & 3(NLRP3) & iA 5 4 A ; Western blot #& | % 3 fk
NLRP3 /A =48 % 3¢ 5 4 & & (ASC) #= Caspase-1 & p20 & KF, [ER] HFD+MAG 4 H b = &5 %2
2] B Feo AR 58 LR & & A2 B B KT 4 3 4K £ HFD 2849 88.39% . 74. 85% #= 64.97% (35 P<0.05) , & F FE & & iz
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Amarogentin antagonizes atherosclerosis induced by high fat diet in mice
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[ ABSTRACT] Aim To investigate the antagonistic effect and mechanism of amarogentin (MAG) on atherosclerosis
induced by high fat diet (HFD) in mice. Methods Thirty ApoE ™ mice were randomly divided into control group
(normal diet) , HFD group and HFD+MAG group, with 10 mice in each group. HFD+MAG group was given 50 mg/kg
MAG daily for 12 weeks.  Blood lipid level was measured by biochemical detector.  The deposition of plaque in aorta was
observed by oil red O staining. The pathological morphology of aorta was observed by hematoxylin-eosin (HE) staining.
Mac-3 immunohistochemistry was used to observe the aggregation of macrophages in aorta. ~ The expression and distribution
of NOD-like receptor pyrin domain containing 3 (NLRP3) were observed by immunofluorescence location staining.  The
expression levels of NLRP3, apoptosis-associated speck-like protein containing a CARD (ASC) and Caspase-1 subunit p20
in aorta were detected by Western blot. Results  The levels of triglyceride, total cholesterol and low-density
lipoprotein cholesterol in HFD+MAG group were respectively decreased to 88.39% , 74. 85% and 64.97% of HFD group
(P<0.05), and the level of high-density lipoprotein cholesterol was increased to 142. 18% of HFD group ( P<0.05) , the
plaque area was reduced to 45. 16% of HFD group (P<0.05) , the pathological morphology of aorta was improved, macro-
phage deposition and the proportion of NLRP3 positive macrophages in plaque was reduced, and the expression levels of
NLRP3, ASC and Caspase-1 subunit p20 in aorta were respectively decreased to 45.58% , 53. 28% and 42.35% of HFD
group (P<0.05). Conclusion MAG has significant antagonistic effects on atherosclerosis mice induced by high fat
diet, which may be related to the inhibition of NLRP3 inflammasome activation of macrophages in plaques.
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FRIATE AR IKAEE I, A 5% s 40 = A E
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1. FHENRIMMAEAFEFER (n=10)

Table 1. Serum lipid levels of mice in various groups (n=10)

B . mmol/L
434l TG TC HDLC LDLC
X HR2H 1.94+0.23 47.26+5.89 12.84+1.53 14.89+2.45
HFD 4] 4.0520.39" 98.63+14.36" 9.46+1.34" 47.33%6.04"

HFD+MAG 41 3.58+0.42%> 73.82+8.69 13.45+2.16" 30.75+4. 56"

T :a N P<0.05, 5% L0 HL# ;b i P<0. 05,5 HFD 41 H#s,
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Figure 1. Changes of aortic plaque deposition in

various groups (n=5)
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Figure 2. The morphology of the aorta and the aggregation

of macrophages in plaques in various groups
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HEINEXT AR 4. 41 4. 11 F15.62 %5 (P<0.05) ; 5
HFD 41 lb# , HFD+MAG 41 NLRP3 ASC Fll Caspase-
1 p20 KB K40 I FEAL 2 HFD 211 45.58% |
53.28% H142.35% (P<0.05; & 3), ELISA %534 5
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Figure 3. MAG inhibits NLRP3 inflammasome activation of macrophages in As plaques
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