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Abstract: Objective To explore the potential targets and mechanism of celastrol against vascular remodeling through network
pharmacology and experimental verification. Methods The targets of celastrol were mined by SwissTargetPrediction, Pharmmapper
databases, and then the targets related to vascular remodeling were predicted by NCBI Gene, Genecards and OMIM databases. Protein-

protein interaction (PPI) network was constructed to take the common targets of them, visualize and search core targets by Cytoscape
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3.8.1 software and STRING database. The effects of celastrol on vascular smooth muscle cells (VSMCs) proliferation, levels of pro-
inflammatory cytokines and expressions of core targets were investigated by constructing VSMCs proliferation models in vitro and a
mouse model with femoral artery strain. Results A total of 56 targets of celastrol and 737 targets related to vascular remodeling were
obtained, and 20 cross targets between celastrol and vascular remodeling were obtained. Key targets such as cyclin D1, proto-oncogene
c-Myec, nucleotide-binding oligomerization domain-like receptor protein 3 (NLRP3) were obtained. /n vitro cell experiments showed
that celastrol significantly inhibited the proliferation of A7r5 cells (P < 0.01), significantly down-regulated the protein expressions of
cyclin D1, c-Myc, NLRP3 and cystein-asparate protease-1 (Caspase-1) (P < 0.05, 0.01). Animal experiment results showed that
celastrol significantly inhibited the protein expressions of NLRP3 and Caspase-1 in femoral artery of mice with femoral artery strain
(P <0.01,0.001), decreased the levels of interleukin-6 (IL-6) and IL-1p in serum (P < 0.01, 0.001). Conclusion Celastrol can inhibit

the proliferation of VSMCs and reduce the remodeling of injured vessels, and its mechanism may be related to the amelioration of

vascular inflammation.
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AT L 7 14542 51 e 1 1 75 = 48 b LA I A A
&2, NLRP3 AJENFHil VSMCs & GEFIIGFA I AE
Yibr SRS LG ITHE T . R0 VSMCs B4 5E I
RIE )R R WA P T R PG KBt 2 T4 5
T PR BB LIS

Zr b, AT X 28 24 B A A S AR RIE
RIS 7B AR O ML R IE L. A
FRALZ DI IR4E VSMCs H95E, 1X—%N nl i 5 H At
RAEHAMG . AWFRIRE T A BRA RPN E R
IR, A I B SBAH SR RVE T AET 5 K
SRt 7 — .
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