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FIGURE S1 | To explore the potential targets of BZD in the treatment of the pain of KOA through network pharmacology. Note: (A) OA gene collection with osteoarthritis as the key word. After the duplication was cleared, 1876 OA genes were obtained by combining 1835 genes from Gene Cards database, 6 genes from OMIM database, 9 genes from PharmGkb database, 23 genes from Therapeutic Target Database and 43 genes from DrugBank database. (B) Collection of the subchondral bone targets of KOA using knee osteoarthritis and subchondral bone as keywords. A total of 4531 targets of subchondral bone of KOA were collected from the GEO database (left: heat map, right: volcano map). (C) Six databases were combined to analyze the differentially expressed genes in subchondral bone of KOA. A total of 451 differentially expressed genes were obtained by intersection of genes collected in five databases and targets collected in GSE51588. (D) PPI networks of subchondral bone predicted targets. VEGFA and MMP9 play important roles in protein networks.
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FIGURE S2 | Chromatogram of BZD. (A) Sample (1: Paeoniflorin; 2: Ferulic acid). (B) Control (1: Paeoniflorin; 2: Ferulic acid). (C) Paeoniflorin was added into the sample. (D) Ferulic acid was added into the sample. Mobile phase: "A" phase is acetonitrile. Phase B is 0.1% phosphoric acid aqueous solution, isometric elution method. The isometric elution process was 0-20 min, A: B=17:83, the first 10 min wavelength was 230 nm, the last 10 min wavelength was 324 nm. Injection volume 10 μL, flow rate 1.0 mL/min, column temperature 35 ℃.
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FIGURE S3 | Changes of body weight in rats after BZD intervention.
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[bookmark: OLE_LINK38]FIGURE S4 | In terms of inflammatory factors, quantitative analysis of (A) G-CSF, (B) IL-7, (C) IL-18, (D) MCP-1, (E) MIP-3α, (F) IL-4 in serum. In terms of neurotransmitters, quantitative analysis of (G) 5-HT, (H) Glu, (I) 5-HIAA, (J) Hist, (K) 5-HTP, (L) Ach-Cl, (M) Ala, (N) Orn, (O) Lys, (P) Asn, (Q) Spm and (R) Arg in serum.
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