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of Biling Zhidai Decoction were obtained from TCMSID database and targets were predicted; VVC disease genes were acquired from
GEO, MelaCards and CTD databases, and the targets of Biling Zhidai Decoction with VVC disease-related genes were intersected.
Protein-protein interaction (PPI) network was constructed using STRING online tool and visualized using Cytoscape software; Gene
ontology (GO) function and Kyoto encyclopedia of genes and genomes (KEGG) pathway enrichment analysis were performed using
WebGestalt tool; MCODE plugin was used to screen core targets, CB-DOCK2 was applied for molecular docking between core targets
and components. A VVC mouse model was prepared by combining estrogen injection with vaginal inoculation of Candida albicans.
After intervention with Biling Zhidai Decoction, the vaginal lavage fluid was stained and the vaginal fungal load was observed;
Hematoxylin eosin (HE) staining was used to observe pathological changes in vaginal tissue; Immunohistochemistry was used to detect
the expression of androgen receptor (AR) in vaginal tissue. Results There were 43 common targets shared with Biling Zhidai
Decoction and VVC disease, involving metabolism, inflammation regulation, hormones and other biological processes, enriching in
nitrogen metabolism, estrogen signaling pathway, ovarian steroidogenesis, hypoxia-inducible factor-1 (HIF-1) signaling pathway,
endocrine resistance and other signaling pathways. The core genes in the common target network were androgen receptor (4R), matrix
metallopeptidase 1 (MMP1), poly(adenosine diphosphate-ribose)polymerase 1 (PARP1) and nitric oxide synthase 3 (NOS3), with three
core sub-networks, all closely related to various ovarian steroid hormones and synthesis metabolism, cell inflammation regulation.
Animal experiment results showed that Biling Zhidai Decoction could effectively reduce the fungal load in vaginal lavage fluid of
VCC mice, improve vaginal mucosal pathology, and down-regulate AR expression in vaginal tissue (P < 0.001). Conclusion The
mechanism of Biling Zhidai Decoction in treating VVC is a complex process involving multiple targets and pathways, which may be
closely related to the regulation of nitrogen metabolism, estrogen and hypoxia pathways, and the core target may be AR.
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Fig.5 PPI network (A) and core sub-networks (B—D) of targets of Biling Zhidai Decoction for treatment of VVC
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14,15,16,17-+ & -1 H- 3% [a]FE-3-FE-AR

FREERE-AR

JH % -PARP1
E6 VVC kEHESS5EZFILHARANS TIETRL

Fig. 6 Visualization of molecular docking between key targets of VVC and components of Biling Zhidai Decoction
2 : y -+ r-

P34 B2 -MMP1
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Fig. 7 Gram staining results of vaginal lavage fluid of mice in each group (x 20)
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Fig. 8 HE staining results of vaginal tissues of mice in each group (HE, x 20)
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373 HANREHEHL AR HAFKIE BT AR
FEARZ DR S EEEVE TP A RS 1, B X
SIS R 5 AR (A 5 T B 2 BE PR A R A
B, MO &4/ ER BB R T 1) AR SRR AT Sz

o

HALIRIE . il 9 Fin, 525 Edibhis, BAZH /N
BRTEZHZ AR FHPER A E R EH S (P<0.001);
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B BBEE (P<<0.001),
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0'! T - T -_
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. B A T /(g kg ™)
SRR R 7" P<<0.001.

###P < 0.001 vs blank group; **"P < 0.001 vs model group.
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Fig. 9 Expression of AR protein in vaginal tissues of mice in each group (x 40; X £ s, n=10)
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tyrosine kinase, Syk) {55l E& K07, $RIREE
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