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[ Abstract ]

heart disease based on network pharmacology and then verify them via the ApoE™™ mice atherosclerosis model. Methods The

Objective To explore the core target and mechanism of Xuefu Zhuyu decoction in the treatment of coronary

active components, action targets of Xuefu Zhuyu decoction, and pathogenic targets of coronary heart disease were screened. Then
drugs—disease junction targets were screened, the component target network was constructed. Core targets were analyzed using
Cytoscape software, and GO function and KEGG pathway enrichment analysis were used to predict the signal pathways involved
in drug—disease junction targets. Seven male C57BL/6 mice and 30 ApoE™ mice aged 5-6 weeks were selected and divided into
the following groups: low—fat control group: seven C57BL/6 mice were fed with low—fat diet; high—fat model group: 10 ApoE ™"
mice were fed with high—fat diet; low—dose gavage group: 10 ApoE™ mice were fed with the high—fat diet, and then 0.1 ml of
Xuefu Zhuyu decoction (1 g/ml) was given every 10 g of mice weight; high—dose gavage group: 10 ApoE™ mice were fed with the
high—fat diet, and then 0.1 ml of Xuefu Zhuyu decoction (2 g/ml) was given every 10 g of mice weight. The blood lipid indexes
were compared in the four groups; collagen fiber area/total plaque area, total plaque area/vascular lumen area, hypoxia—inducible
factor 1 @ (HIF-1 a) and vascular endothelial growth factor receptor 2 (VEGFR2) positive area/total plaque area of the aortic
tissue were compared in the high—fat model group, low—dose gavage group and high—dose gavage group. Results GO function
enrichment analysis results showed that the top three items were the positive regulation of phosphorus metabolism (q=7.43""*) |
the positive regulation of intracellular signal transduction (q=3.45"") , and the positive regulation of cell movement (q=5.60"")
according to the ¢ value. KEGG pathway enrichment analysis results show that the HIF-1 a signaling pathway ranked first
according to the ¢ value. LDL and TC of mice in the high—fat model group were higher than those in the low—fat control group, and
HDL level was lower than those in the low—fat control group (P < 0.05) ; LDL and TC levels of mice in low—dose gavage group and
high—dose gavage group were lower than those in the high—fat model group, while HDL level was higher than those in high—fat
model group (P < 0.05) . The collagen fiber area/total plaque area of the aortic tissue in the low—dose gavage group and high—dose
gavage group was higher than that in the high—fat model group, total plaque area/vascular lumen area of the aortic tissue in the
low—dose gavage group and high—dose gavage group was lower than that in the high—fat model group, and the collagen fiber area
/total plaque area of the aortic tissue in the high—dose gavage group was higher than that in the low—dose gavage group, total
plaque area/vascular lumen area of the aortic tissue in the high—dose gavage group was lower than that in the low—dose gavage
group (P < 0.05) . The HIF-1 o« and VEGFR2 positive area/total plaque area of the aortic tissue in the low—dose gavage group and
the high—dose gavage group were lower than those in the high—fat model group, and the HIF-1 o and VEGFR2 positive area/total
plaque area of the aortic tissue in the high—dose gavage group were lower than those in the low—dose gavage group (P < 0.05) .
Conclusion HIF-1 o signal pathway is one of the core targets of Xuefu Zhuyu decoction in the treatment of coronary heart
disease. Xuefu Zhuyu decoction can reduce the area of atherosclerotic plaque and maintain the stability of plaque by decreasing
blood lipid and inhibiting the HIF-1 « signal pathway, and then effectively treat the coronary heart disease.

[ Key words] Coronary disease; Atherosclerosis; Xuefu Zhuyu decoction; Hypoxia—inducible factor 1 a; Network

pharmacology; ApoE™™ mice
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Figure 7 Immunohistochemical staining results of abdominal aorta in the four groups of mice
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