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[ Abstract] Objective: To predict the anti-inflammatory targets and relevant signaling pathways of

Epimedii Folium in the treatment of depression by network pharmacology, in order to explore the potential
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mechanism of its anti-depression effect. Method: The active constituents of Epimedii Folium were collected and
screened out through the Traditional Chinese Medicine Systems Pharmacology Database and Analysis Platform
(TCMSP) database. PharmMapper server and TCMSP database were used to predict and screen out protein
targets. OMIM database, CTD database and GeneCards database were used to screen out relevant targets and anti-
inflammatory targets of depression. Enrichment analysis of the gene ontology (GO) function and Kyoto
Encyclopedia of genes and genomes (KEGG) signaling pathway for the key anti-inflammatory targets of
Epimedii Folium were carried out by DAVID database. Cytoscape 3.6.0 was used to construct the network
diagram of "active component-action target-signal pathway" of Epimedii Folium and analyze the topological
structure of the network. GOLD molecular docking software was used to verify the results of active components
and key anti-inflammatory targets. Result: A total of 12 active components, 30 targets and 5 key anti-
inflammatory targets of Epimedii Folium were screened out, 65 biological processes, 4 cell components and 1
molecular function were enriched with GO function, and 41 KEGG pathways were enriched and analyzed,
including 9 inflammation-related signaling pathways. Molecular docking verified that icariin and key anti-
inflammatory targets could form the optimal binding structure. Conclusion: The study preliminarily reveals the
molecular mechanism of Epimedii Folium on depression through its anti-inflammatory target and its relevant
signaling pathway network, so as to provide a basis for further study on the antidepressant effect of Epimedii
Folium.

[Key works] network pharmacology; Epimedii Folium; depression; anti-inflammatory; molecular
docking
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Table 1 Chemical information main compounds in Epimedii Folium
TCMSP %i 5 L& W 44 Bk OB/% DL
MOLO001792 liquiritigenin 32.76  0.18
MOL003044 chryseriol 3585 0.27
MOL003542 8-isopentenyl-kaempferol 38.04 0.39
MOL000422 kaempferol 41.88 0.24
MOLO004373 anhydroicaritin 4541 0.44
MOLO004380 C-homoerythrinan, 1,6-didehydro-3, 15, 16-trimethoxy-, (3.beta.)- 39.14 0.49
MOLO004382 yinyanghuo A 56.96 0.77
MOLO004391 8-(3-methylbut-2-enyl)-2-phenyl-chromone 48.54 0.25
MOLO004396 1,2-bis(4-hydroxy-3-methoxyphenyl)propan-1,3-diol 52.31 0.22
MOL000006 luteolin 36.16 0.25
MOLO000622 magnograndiolide 63.71 0.19
MOLO000098 quercetin 46.43  0.28
MOLO001510 24-epicampesterol 37.58 0.71
MOLO001645 linoleyl acetate 42.10 0.20
MOLO001771 poriferast-5-en-3beta-ol 3691 0.75
MOLO000359 sitosterol 3691 0.75
MOLO004367 olivil 62.23  0.41
MOLO004384 yinyanghuo C 45.67 0.50
MOLO004386 yinyanghuo E 51.63 0.55
MOLO004425 icariin 41.58 0.61
MOLO004427 icariside A7 31.91 0.86
MOLO004394 anhydroicaritin-3-O-alpha-L-rhamnoside 41.58 0.61

MOLO004388 6-hydroxy-11,12-dimethoxy-2,2-dimethyl-1, 8-dioxo-2,3,4, 8-tetrahydro-1H-isochromeno[3,4-h]isoquinolin-2-ium 60.64 0.66
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Fig.1 Venn diagram of ative targets of depression
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Table 2 Tatgets of Epimedii Folium for treatment of depression
Uniprot %5 LYy LA
P03372 estrogen receptor ESR1
P27338 amine oxidase [flavin-containing] B MAOB
P31645 sodium-dependent serotonin transporter SLC6A4
P49841 glycogen synthase kinase-3 beta GSK3B
P08172 muscarinic acetylcholine receptor M2 CHRM2
P31749 RAC-alpha serine/threonine-protein kinase AKTI1
P01375 tumor necrosis factor TNF
P42574 Caspase-3 CASP3
P08684 cytochrome P450 3A4 CYP3A4
P08908 5-hydroxytryptamine 1A receptor HTRI1A
P28222 5-hydroxytryptamine 1B receptor HTRI1B
P28223 5-hydroxytryptamine 2A receptor HTR2A
P28335 5-hydroxytryptamine 2C receptor HTR2C
P46098 5-hydroxytryptamine receptor 3A HTR3A
P21728 dopamine D1 receptor DRDI1
P35372 mu-type opioid receptor OPRM1
P14416 D(2) dopamine receptor DRD2
Q01959 sodium-dependent dopamine transporter SLC6A3
P14780 matrix metalloproteinase-9 MMP9
P28482 mitogen-activated protein kinase 1 MAPK1
P22301 interleukin-10 IL-10
P05231 interleukin-6 IL-6
P04637 cellular tumor antigen p53 TP53
P05067 amyloid beta A4 protein APP
P60568 interleukin-2 IL-2
P01579 interferon gamma IFNG
P42262 glutamate receptor 2 GRIA2
P00441 superoxide dismutase [Cu-Zn] SOD1
P17252 protein kinase C alpha type PRKCA
P17302 gap junction alpha-1 protein GJAL
P01584 interleukin-1 beta IL-1B
P60484 phosphatidylinositol-3,4, 5-trisphosphate 3-phosphatase and dual-specificity protein phosphatase PTEN PTEN
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