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Abstract: Objective To explore the potential mechanism of Erpixing Granules in treatment of infantile infantile anorexia by using
network pharmacology and molecular docking. Methods The active components and corresponding targets in Erpixing Granules
were retrieved from the TCMSP database. Infantile anorexia related target genes were obtained by searching GeneCards, OMIM,
DrugBank, and TTD databases. The drug target and the disease target were intersected to obtain the effective targets of Erpixing
Granules in treatment of infantile anorexia, and the drug disease Venn diagram was drawn. Cytoscape 3.9.0 software was used to
construct a network diagram of drug-disease target interaction. The protein-protein interaction (PPI) network was constructed by using
STRING database, and the network topology was analyzed. Through Bioconductor database and R language, GO and KEGG
enrichment analysis of relevant targets were conducted to understand the possible biological processes and pathways of Erpixing
Granules in reatment of infantile anorexia. Finally, molecular docking verification is carried out by using SYBYL-x2.0 software.
Results 46 Active components and 236 drug targets of Epixing Granules were screened. A total of 1 372 targets related to anorexia
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were retrieved, and 118 targets were common between active ingredients and diseases. 13 Key targets such as JUN, RELA, TNF, IL,
and PI3K-Akt were found to play an important role in treatment of infantile anorexia with Erpixing Granules. GO and KEGG
enrichment analysis showed that 2 521 biological functions and 181 signaling pathways were involved in the potential targets. The

results of molecular docking showed that the active compounds of Erpixing Granules had high binding ability to several key disease

targets. Conclusion Erpixing Granules may play a multi-component, multi-target and multi-pathway mechanism by regulating JUN,
RELA, TNF, IL, PI3K-Akt and other key targets, which provides reference for further mechanism research and clinical application.
Key words: Erpixing Granules; infantile anorexia; network pharmacology; molecular docking; quercetin; kaempferol; JUN; RELA
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Table 1 Active ingredients of Erpixing Granules
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MOL002773 beta-carotene 37.18 058 HJmE  [MOL004798 delphinidin 40.63 0.28 Fif
MOLO000359 sitosterol 36.91 0.75 FREz MOLO000492 (+)-catechin 54.83 024 ZFF
MOL004328 naringenin 59.29 0.21 PFREZ MOLO000569 digallate 61.85 0.26 i
MOL005100 5,7-dihydroxy-2-(3-hydroxy-4-  47.74 0.27 [% MOLO000006 luteolin 36.16 0.25 Fif

methoxyphenyl)chroman-4-one MOL001559 piperlonguminine  30.71 0.18 1Li%4
MOLO005815 citromitin 86.90 0.51 FREZ MOLO001736 (-)-taxifolin 6051 0.27 1hzy
MOL005828 nobiletin 61.67 052 PFREz MOLO000322 kadsurenone 5472 0.38 1Lz
MOL000273 (2R)-2-[(3S,5R,10S,13R,14R, 30.93 0.81 K% MOLO005430 hancinone C 59.05 0.39 1%
16R,17R)-3,16-dihydroxy- MOL005435 24-methylcholest-5- 37.58 0.72 1Li%§
4,4,10,13,14-pentamethyl- enyl-3belta-O-glu
2,3,5,6,12,15,16,17-octahy copyranoside_qt
dro-1H-cyclopenta[a]phen MOLO005438 campesterol 3758 071 1h%
anthren-17-yl]-6-methyl hept- MOL005440 isofucosterol 4378 0.76 L7y
5-enoic acid MOL000449 stigmasterol 4383 0.76 L7y
MOL000275 trametenolic acid 38.71 0.80 A% MOLO005458 dioscoreside C qt  36.38 0.87 L%
MOLO000279 cerevisterol 3796 0.77 A% MOLO000546 diosgenin 80.88 0.81 1Liz4
MOL000282 ergosta-7,22E-dien-3beta-ol  43.51 0.72 K% MOLO005465 AIDS180907 4533 0.77 L%
MOL000283 ergosterol peroxide 4036 0.81 % MOLO000354 isorhamnetin 49.60 0.31 ik
MOLO000296 hederagenin 36.91 0.75 K% MOL000422 kaempferol 4188 024 Lth
MOLO006077  thiamine 19.87 0.11 844  |[MOL000073 ent-epicatechin 48.96 0.24 LAk
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MOL002322 isovitexin 31.29 0.72 7% MOL000433 FA 68.96 0.71 ZF7#
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Fig.1 Venn diagram of infantile anorexia targets
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Fig. 2 Venn diagram of common targets of Erpixing Granules
and infantile anorexia
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Table 2 Common targets of Erpixing Granules and infantile

anorexia
75 B AT 55 i

1 AKT1 60 CDKNI1A

2 VEGFA 61 CDK4

3 BCL2 62 IL6ST

4 CASP9 63 NFKBIA

5 MMP2 64 MDM2

6 JUN 65 ERBB2

7 CASP3 66 ICAM1

8 PTGS2 67 BIRC5

9 CASP8 68 IL2
10 CYP3A4 69 TYR
11 CYP1A2 70 IFNG
12 CAV1 71 SLC2A4
13 CTNNB1 72 INSR
14 MYC 73 CD40LG
15 F3 74 MET
16 PGR 75 SLC6A3
17 PTGS1 76 MAOB
18 ESR1 77 ACHE
19 RELA 78 ADRA2A
20 MAPK3 79 MAOA
21 MAPK1 80 ADRB1
22 FASN 81 NR3C1
23 SOD1 82 HIF1A
24 CAT 83 ABCC2
25 PPARG 84 MTOR
26 CYP19A1 85 PYGM
27 GSTP1 86 STAT1
28 UGT1Al 87 CYP1Al
29 PPARA 88 SELE
30 GSR 89 CYP1B1
31 ABCC1 90 AHR
32 CES1 91 NR1I3
33 NOS2 92 PPP3CA
34 AR 93 SLPI
35 ESR2 94 MMP3
36 GSK3B 95 FOS
37 BAX 96 EGF
38 MMP9 97 POR
39 TP53 98 IL1B
40 TIMP1 99 CCL2
41 CREB1 100 CXCL8
42 PLA2G4A 101 HSPB1
43 GABRA1 102 PLAT
44 GRIA2 103 SERPINE1
45 SLC6A2 104 COL1A1
46 LPL 105 IL1A
47 NOS3 106 MPO
48 HP 107 ABCG2
49 PPARGCI1A 108 NFE2L2
50 CDK2 109 NQO1
51 MAPK14 110 PARP1
52 DRD1 111 CXCL10
53 ADRB2 112 CHUK
54 SLC6A4 113 SPP1
55 OPRM1 114 RUNX2
56 CA2 115 E2F1
57 EGFR 116 CTSD
58 CCND1 117 IGFBP3
59 BCL2L1 118 IGF2
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Fig. 3 Interaction network of active component of Erpixing Granules - infantile anorexia target
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Fig. 4 PPI network of Erpixing Granules in treatment of
infantile anorexia

E5 JLEEEFALET/ N UREERNZOESE
Fig. 5 Core target map of Erpixing Granules in treatment
of infantile anorexia
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Table 3 Infantile anorexia core target and topological parameter

values
F5 A betweenness closeness  degree
1 JUN 122.195766 20 0.790 697 674 25
2 RELA 100.50097010 0.739130435 22
3 TP53 51.256 983 76 0.723404 255 21
4 MAPK3 33.809 02374 0.693877551 19
5 MAPK14 59.533 74021 0.693877551 19
6 CTNNB1 56.129 451 28 0.680 000 000 18
7 MAPK1 31.229189 69 0.680 000000 18
8 FOS 48.016 766 92 0.680 000 000 18
9 AKT1 48.179 176 56 0.680 000 000 18
10 MYC 21.312590 19 0.666 666 667 17
11 ESR1 25.953 97130 0.666 666 667 17
12 HIF1A 11.390 907 24 0.641509434 15
13 CREB1 17.520 12987 0.641509434 15
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Fig. 6 GO biological function enrichment analysis
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Fig. 7 KEGG pathway enrichment analysis
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Table 4 Molecular docking information between active W ; T e
components of Erpixing Granules and infantile i L
anorexia core target proteins
N
Iog PRI ERAHTA 1t 2 - MAPK3
5 : JUN RELA TP53 MAPK3
1 quercetin 44547 58796 58842 7.8263
2 kaempferol 34422 41823 47075 7.4865 S
3 B-sitosterol 51433 6.0262 4.1089 6.1721 A J A
4 naringenin 44968 45533 4.6019 6.0149 e
5 5,7-dihydroxy- 44721 6.7449 3.7586 5.8531
3'4' 5-trimeth 51 - MAPK3
oxyflavon
6 isorhamnetin 51703 59691 3.4628 5.3769 8 SFXEREE
7 (+)-Catechin 43251 6.0193 3.8276 6.3246 F|g 8 Diagram of molecular docking
8 [-carotene 35706 2.7679 5.6823 6.3832
9 ent-epicatechin  4.7869 5.6718 4.9345 4.8545 FLEAK K GG, s LIER S A,
10 isovitexin 3.7059 49357 3.6805 3.0650
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