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Study on hepatotoxicity mechanism of Euodiae Fructus based on network
pharmacology
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Abstract: Objective To screen the main hepatotoxic components, predict the target of active components, and explore the mechanism
of liver toxicity of Euodiae Fructus (EF). Methods According to TCMSP database, PubChem database Pharmmapper server and
Uniprot KB database information, active constituents of EF were screened, and targets of hepatotoxicity were predicted. The active
component-acting target network of EF was constructed by Cytoscape software, while the function and metabolic pathways of target
genes were analyzed by KOBAS 3.0 database. Results Network analysis results demonstrated that 147 potential hepatotoxic
components from EF, accompanied with 49 targets like F2, PIM1, MMP13 and MAOB, connecting with cell metabolism, catalytic
activity, stimulate the reaction pathways may be associated with EF’s liver toxic effects. Conclusion Based on network pharmacology
methodology, this paper disclosed that many potential toxic components in EF may interact with cell metabolism, catalytic activity and
other pathways through multiple targets, leading to produce hepatotoxicity in vivo as a result, which can provide new clues for further
researches of the hepatotoxicity mechanism study of EF.
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Diamond represents corresponding compounds of Euodiae Fructus, ellipse represents corresponding targets of Euodiae Fructus
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Fig. 1 Potiential toxic component-target diagram of Euodiae Fructus
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Fig. 2 Enrichment and analysis of GO biological processes in production of hepatotoxic targets by active components of

Euodiae Fructus
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Fig.3 Enrichment analysis of KEGG metabolic pathway in potential hepatotoxic targets of Euodiae Fructus (P <0.01)
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F1 IFREHFASUHETECRES
Table 1 Key targets of liver toxicity induced by Euodiae Fructus
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Table 2 Key compounds of Euodia Fructus in hepatotoxicity
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4- RN FEE (4-isopropylbenzyl alcohol) 0.0020921  504.868 78 9
AEFIEH RS (dimethyl anthranilate) 0.0019881  679.763 20 8
¥ Mk [oxedrine, (+)-synephrine | 0.001 9724  741.409 40 7
14- PR A 28 VKB (14-formyldihydrorutaecarpine) 0.0021100  356.22187 7
Fi 1R (linalool) 0.0022700  767.682 11 6
3-FLAadfi (3-cadinene) 0.0020100  358.075 55 6
5-FAEJE-NN-— 5% (5-methoxy-N,N-dimethyltryptamine) 0.0019500  259.012 31 6
1-H5E-2- IR e -4(L ) EA [ 1-methyl-2-pentyl-4-(1H)-quinolone ] 0.002 1100  368.659 40 5
K& Z HFi# (physcione) 0.0019700  368.004 67 5
FT 5B (caryophyllene oxide) 0.0019200  323.81475 5
cis-B-HE N (cis-B-elemene) 0.0019100  323.078 82 5
(1R,68)-7-—H 3“3 [4.1.0]P¢-2-%-3-HEE [ (1R,65)-7,7-dimethylbicyclo [4.1.0] 0.0020700  316.080 52 5
hepta-2-ene-3-carbaldehyde ]

Fr##) (limonene) 0.0021200  295.489 30 5
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Fig. 4 Key compounds-key target network diagram
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