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Background. Shenqi pill (SQP), a traditional Chinese prescription, has proven to be effective in treating nonalcoholic fatty liver
disease (NAFLD). However, its bioactive ingredients and underlying mechanisms remain elusive. Aim. We aimed to predict the
active compounds, potential targets, and molecular mechanisms of SQP anti-NAFLD by applying network pharmacology and
molecular docking methods. Methods. Active ingredients and related targets of SQP were obtained from the TCMSP database.
Potential targets of NAFLD were acquired from OMIM and GeneCards databases. The STRING database and Cytoscape software
analyzed the protein-protein interaction (PPI) network and core targets of overlapping genes between SQP and NAFLD. GO
enrichment analysis and KEGG enrichment analysis were performed in the DAVID database. Finally, molecular docking was
employed to find possible binding conformations of macromolecular targets. Results. 15 anti-NAFLD bioactive ingredients and 99
anti-NAFLD potential targets of SQP were determined using Network pharmacology. Quercetin, kaempferol, stigmasterol,
diosgenin, and tetrahydroalstonine were the major active ingredients and AKT1, TNF, MAPKS, IL-6, and VEGFA were the key
target proteins against NAFLD. The KEGG analysis suggested that the main pathways included PI3K/Akt signaling pathway, HIF-
1 signaling pathway, MAPK signaling pathway, and TNF signaling pathway. Molecular docking predicted that quercetin,
kaempferol, stigmasterol, diosgenin, and tetrahydroalstonine could bind with AKT1, TNF, and MAPKS. Conclusion. This study
successfully predicts the active compounds, potential targets, and signaling pathways of SQP against NAFLD. Moreover, this study
contributed to the application and development of SQP.

disease, colorectal cancer, and breast cancer [4-9]. The
global prevalence of NAFLD is estimated at 25% [10].
Meanwhile, the incidence of NAFLD in children increased
dramatically in recent years [11]. However, there is still a lack

1. Introduction

Nonalcoholic fatty liver disease (NAFLD) is characterized by
excessive fat accumulation in liver cells and has been rec-

ognized as a leading cause of chronic liver disease worldwide
[1, 2]. NAFLD progress to nonalcoholic steatohepatitis
(NASH), fibrosis, cirrhosis, and even hepatocellular carci-
noma [3]. NAFLD not only increases the risk of diabetes,
metabolic syndrome, and cardiovascular and cerebrovas-
cular diseases but also is closely related to the high incidence
of chronic diseases such as osteoporosis, chronic kidney

of useful drugs for NAFLD treatment, so finding and de-
veloping new effective drugs is necessary.

Shengi pill (SQP) is a famous traditional Chinese
medicine (TCM) prescription for treating various liver and
renal diseases in China. It was first described in the book
named JinGuiYaoLue written by Zhongjing Zhang. The
formula consists of eight herbs: Rehmannia Glutinosa (Shu
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Di Huang: SDH), Chinese Yam (Shan Yao: SY), Cornus
Officinalis (Shan Zhu Yu: SZY), Alisma Orientalis (Fu Ling:
FL), Poria (Ze Xie: ZX), Moutan Bark (Mu Dan Pi: MDP),
Cassia Twig (Gui Zhi: GZ), and Aconite (Fu Zi: FZ). Pre-
vious studies found that SQP has a series of effects, such as
ameliorating renal fibrosis [12], regulating immunity [13],
and promoting memory function [14, 15]. Research has also
shown that SQP is a safe and effective formula for treating
NAFLD. Wu et al. showed that SQP improved the levels of
aspartate aminotransferase (AST), alanine aminotransferase
(ALT), total cholesterol (TC), and low-density lip-
oprotein(LDL) in rats with steatohepatitis by regulating Bcl-
2/Bax and Fas/FasL signaling pathways [16]. However, its
underlying mechanisms require in-depth exploration.

Network pharmacology is a promising tool to identify
the scientific basis and mechanism of TCM at the systemic
level [17-19]. We used network pharmacology to predict the
active compounds, potential targets and signaling pathways
of SQP against NAFLD. Moreover, we performed molecular
docking studies to predict possible binding conformations of
macromolecular targets.

2. Materials and Methods

2.1. Screening Active Ingredients and Target Proteins of SQP.
All bioactive compounds of eight herbs in SQP were
searched from the Traditional Chinese Medicine Systems
Pharmacology Database and Analysis Platform (TCMSP,
http://tcmspw.com/tcmsp.php) [20]. ADME criteria, in-
cluding absorption, distribution, metabolism, and excretion,
were adopted to choose bioactive ingredients. Oral bio-
availability (OB) is one of the important pharmacokinetic
parameters in ADME, showing the ratio of the drug
absorbed by the body [21]. Drug-likeness (DL) represents
the similarity of its ingredients compared with known
chemical drugs [22]. The higher the OB value, the better the
DL. We selected active compounds with OB>30% and
DL>0.18 for further research. We extracted the corre-
sponding protein targets of SQP from the TCMSP database
and transformed them into their related potential gene
symbols via UniProt KB (https://www.uniprot.org/).

2.2. Prediction Gene Targets of NAFLD. The related targets of
nonalcoholic fatty liver disease (NAFLD) were acquired from
two major databases: OMIM (https://www.omim.org/) [23]
and GeneCards Database (https://www.genecard.org/) [24].

2.3. Construction of Herb-Active Compound-Disease-Target
Interaction Network. In the beginning, we used venny2.1 to
obtain overlapping genes of SQP and NAFLD as hub genes.
Subsequently, an herb-active compound-disease-target in-
teraction network (C-D-T) of treatment with SQP against
NAFLD was built by Cytoscape 3.7.2.

2.4. PPI Network Construction. We imported the hub targets
into the STRING database (https://www.string-db.org/) to
construct the protein-protein interaction (PPI) network. The
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FIGURE 1: Venn diagram of targets of nonalcoholic fatty liver
disease (NAFLD) and Shenqi pill (SQP).

species was set to “Homo sapiens” and an interaction score
>0.7. Finally, the TSV format file was input into Cytoscape
3.7.2 for graphical visualization.

2.5. Enrichment Analysis. Based on the DAVID database
(https://david.ncifcrf.gov/), the Gene Ontology (GO) en-
richment analysis, and Kyoto Encyclopedia of Genes and
Genomes (KEGG) enrichment analysis of overlapping target
proteins were obtained. GO enrichment analysis was applied
to show the functions of gene targets, including three parts:
biological process (BP), molecular function (MF), and cel-
lular component (CC). The KEGG enrichment analysis
described the distribution of hub targets in relevant path-
ways. In this study, we set p < 0.05 as statistically significant.
We select the top 10 most enriched BP, MF, CC, and
pathways to draw bar charts and bubble plots by using the
WeChat online software.

2.6. Molecular Docking. We applied AutoDockTools-vina to
perform molecular docking to reveal the interaction between
active ingredients (ligands) and target proteins (receptors).
We downloaded the 2D structures of the compounds from
the PubChem Database and used Chem3D software to
transform them into 3D structures with minimizing energy.
The 3D structure of proteins was downloaded from the
Protein Data Bank (PDB, http://www.rcsb.org/). The
PyMOL software was used to dehydrate and remove ligand
residues of receptor proteins. The receptor protein was
hydrogenated using the AutoDockTool 1.5.6 software and
saved in the pbdqt format. The ligand was also saved in the
pdbgt format. The active pocket site was built to cover the
entire protein. Finally, we used AutoDock Vina for docking
and looked for the optimal conformation. A total of 20
conformations were generated for each ligand-protein
docking study. The lower the docking score, the more stable
the binding between the protein and the molecule. The best
scoring conformer with a minimum energy of a drug
molecule and target was visualized in PyMOL.

3. Results

3.1. Active Ingredients of SQP. A total of 102 active ingre-
dients of SQP were retrieved from the TCMSP database that
satisfied the criteria of OB >30% and DL > 0.18, including 2
kinds in Shudihuang, 16 kinds in Shanyao, 20 kinds in
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TaBLE 1: Active compounds of SQP against NAFLD.

Mol ID Ingredient Degree OB (%) DL

MOL000098 Quercetin 41 54.83 0.24
MOL000422 Kaempferol 22 65.31 0.35
MOL000449 Stigmasterol 10 43.87 0.76
MOL000546 Diosgenin 5 43.78 0.76
MOL008457 Tetrahydroalstonine 4 32.42 0.81

MOL002392 Deltoin 4 46.69 0.37
MOL000358 Beta-sitosterol 3 36.91 0.75
MOLO000492 (+)-Catechin 2 42.36 0.37
MOLO004576 Taxifolin 2 57.84 0.27
MOL000322 Kadsurenone 1 37.57 0.71

MOL005440 Isofucosterol 1 38.16 0.54
MOL005430 Hancinone C 1 61.47 038
MOL007374 5- ((5- (4-methoxyphenyl)-2furyl)methylene)Barbiturc acid 1 31.14 0.54
MOLO001559 Piperlonguminine 1 60.51 0.27
MOL003137 Leucanthoside MOL005440 1 32.12 0.78

Shanzhuyu, 15 kinds in Fuling, 10 kinds in Zexie, 11 kinds in
Mudanpi, 7 species in Guizhi, and 21 species in Fuzi. After
eliminating 10 duplicates, there were 92 ingredients for
turther study.

3.2. Potential Target Genes of SQP and NAFLD. A total of 231
active ingredient targets of SQP were selected from the
TCMSP database. Meanwhile, a total of 1508 related targets
for NAFLD were acquired using GeneCards and OMIM
databases. Among the 231 ingredient targets and 1508
NAFLD related target genes, we acquired 99 intersection
genes through the venny?2.1 software, which are the potential
target of SQP in treating NAFLD. Then, we found the
compounds corresponding to 99 intersecting genes and
deleted the repetitions. Finally, we obtained 15 interaction
target-related compounds. Degree represented the total
number of gene targets corresponding to this compound.
The details are shown in Figure 1 and Table 1. Quercetin,
kaempferol, and stigmasterol are the top 3 degree
compounds.

3.3. Construction of Herb-Active Compound-Disease-Target
Interaction (C-D-T) Network. We imported 99 corre-
sponding targets, 15 bioactive ingredients, SQP, and NAFLD
into the Cytoscape3.7.2 software to construct the (C-D-T)
networks. As shown in Figure 2, it contains 116 nodes and
213 edges. The blue rectangle stands for active ingredients,
the red ellipse node represents the potential targets of active
compounds, the yellow diamond represents SQP, and the
orange triangle represents NAFLD. The connections be-
tween nodes are edges, representing the degree of associa-
tion between the active ingredients and the targets. The
higher the degree value, the more important the nodes in the
network. Quercetin, kaempferol, and stigmasterol have the
highest degree, suggesting that they play major roles in the
effect of SQP anti-NAFLD.

3.4. Construction and Analysis of PPI Network. The PPI
networks were constructed by importing 99 overlapping

targets into the STRING database and then visualized in the
Cytoscape software. As shown in Figure 3(a), the network
contains 98 nodes and 1489 edges. Yellow stands for the
lowest degree, and red represents the highest degree. The
larger the node size, the higher the degree. The top 10 targets
with the highest degree value were AKTI1, TNF, MAPKS,
IL6, TP53, JUN, CASP3, CXCL8, VEGFA, and PTGS2, as
shown in Figure 3(b). They play a critical role in the PPI
network for the SQP with NAFLD.

3.5. Gene Ontology Enrichment Analysis. GO enrichment
analysis was constructed by the DAVID database. In total,
655 GO terms meet the demand p <0.05, including 508
biological processes (BP), 55 cellular components (CC), and
92 molecular functions (MF). We selected the top 10 terms
from BP, CC, and MF, respectively, based on the —log10 (p
value), as shown in Figure 4. The most significantly enriched
BP, CC, and MF were positive regulation of transcription
from RNA polymerase II promoter, cytosol, and protein
binding, respectively.

3.6. KEGG Enrichment and Pathway-Target (P-T) Network
Analysis. KEGG enrichment analysis indicated that 111
terms were related to liver disease, including cancer path-
way, PI3K/Akt signaling pathway, non-alcoholic fatty liver
disease (NAFLD), MAPK signaling pathway, HIF-1 sig-
naling pathway, and TNF signaling pathway. We selected the
top 20 entries as core pathways based on —logl0 (p value), as
shown in Figure 5. The cancer pathway and PI3K/Akt
signaling pathway are two major signaling pathways for
treating the Shengi pill with NAFLD. The pathway-target
networks demonstrate the interactions of overlapping tar-
gets and the top 20 pathways. As shown in Figure 6, the
diamonds represent genes, the circles stand for pathways.
Red denotes the high degree value, and yellow represents the
low degree value.

3.7. Molecular Docking Analysis. The top five active ingre-
dients with the highest degree (quercetin, kaempferol,
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FiGure 2: Compounds and corresponding target network of SQP with NAFLD. The blue rectangle stands for active ingredients, the red
ellipse node represents the potential targets of active compounds, the yellow diamond represents SQP, and the orange triangle represents
NAFLD.
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A. 98 nodes 1489 edges B.10 nodes 45 edges

FIGURE 3: Identification of potential targets of Shengqi pill on NAFLD via PPI analysis. (a) PPI network of hub genes between SQP and
NAFLD via STRING database and Cytoscape. (b) The top 10 degree targets of overlapping targets.

stigmasterol, diosgenin, and tetrahydroalstonine) and three ~ quercetin to AKTI1, kaempferol to TNF, diosgenin to
key target genes (AKTI, TNF, and MAPKS) were selected to =~ MAPKS8 were —9.4kcal/mol, —6.4 kcal/mol, and —8.8 kcal/
perform molecular docking. The docking energy score is  mol, respectively. As shown in Figures 7(a)-7(f), quercetin is
listed in Table 2, the lower the energy, the more stable the =~ bound to AKT1 with 4 hydrogen bonds: THR-211, ASP-292,
structure. The results have shown that the docking scores of =~ GLN-79, and ASN-54. Kaempferol was attracted to TNF by
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FIGURE 4: Gene ontology enrichment analysis. The top 10 significantly enriched biological processes (BP), cellular component (CC), and
molecular function (MF) are shown in green, orange, and purple bars, respectively.

ASN-46 hydrogen. When diosgenin encountered MAPKS, it
formed only 1 hydrogen bond: LYS-250.

4. Discussion

In this study, network pharmacology and molecular docking
method were employed to clarify the active compounds and
molecular mechanism of SQP for NAFLD treatment. A total
of 99 overlapping target genes and 15 active compounds were
selected for SQP against NAFLD. The top 5 highest degree
ingredients include quercetin, kaempferol, stigmasterol,
diosgenin, and tetrahydroalstonine, as shown in Table 1.

Yang et al. revealed that quercetin improved non-alcoholic
fatty liver by ameliorating inflammation, oxidative stress, and
lipid metabolism in db/db mice [25]. Furthermore, the
current study also shows that quercetin improves glycolipid
metabolism disorder by regulating the SIRT1 protein and
AKT signaling pathway [26]. Stigmasterol and S-sitosterol
can regulate the expression of lipid metabolism genes, thus
improving lipid metabolism and reducing the level of bile
acid in the intestine [27, 28]. The above results suggest that
the active ingredients of the Shengqi pill can improve NAFLD.

PPI network shows AKT1, TNF, MAPKS, IL6, TP53,
JUN, CASP3, CXCL8, VEGFA, PTGS2, especially AKTI,
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play a major effect on SQP anti-NAFLD. By GO and KEGG
enrichment analysis, we found that the major signaling
pathways related to NAFLD were pathways in cancer, PI3K-
Akt signaling pathway, and HIF-1 signaling pathway. A

TasLE 2: The binding energy and interactions of ingredients bound
to key targets.

Bind energy (kcal/mol)

ID Ingredient

AKTI TNF MAPKS
MOL000098 Quercetin -94 -6.1 -7.5
MOL000422 Kaempferol -7.1 -6.4 -74
MOL000449 Stigmasterol -57 =53 -7.2
MOL000546 Diosgenin -7.1 -5.4 -8.8
MOL008457  Tetrahydroalstonine -6.4  —6.3 -7.0

recent study has found that the activation of the PI3K-Akt
signaling pathway could inhibit the expression of SREBP1c
and PPAR« protein, finally resulting in lipid metabolism
disorders and insulin resistance, promoting the process of
NAFLD [29]. Hypoxia-inducible factor 1 (HIF-1), as an
oxygen-sensing transcription factor, is well known to take a
major participant in the control of metabolisms, such as
nonalcoholic fatty liver disease, type 2 diabetes mellitus, and
obesity [30]. A previous study has shown that activating
HIF-1 can promote liver fibrosis in the liver cell [31].
Furthermore, molecular docking was applied to simulate
the binding ability of different compounds and proteins.
Compared with other compounds, the binding energy of
quercetin to AKT1 was the lowest, which was about
—9.4kcal/mol. The lower the energy score, the stronger the
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FIGURE 7: (a—f) Representative results of molecular docking. (a) Quercetin-AKT1; (b) kaempferol-AKT1; (c) kaempferol-TNF; (d) tet-
rahydroalstonine-TNF; (e) diosgenin-MAPKS; (f) quercetin-MAPK8.The ingredient structure was shown as a green stick, the protein
structure was presented as a blue ribbon, and the hydrogen bonds were shown as a yellow chain.

binding capacity. Similarly, the combined energy of
kaempferol-TNF was —6.4 kcal/mol and that of diosgenin-
MAPKS8 was —8.8 kcal/mol. These results strongly indicate
that the active ingredients of SQP can effectively treat
NAFLD through major binding genes. Huang et al. [17] also

found that quercetin interacts with AKT1 through a hy-
drogen bond. Therefore, AKT1 may be the key target of
quercetin’s anti-colorectal cancer effect. A study by Huang
et al. reveals that quercetin well matches MAPKS [32]. A
previous study confirmed that kaempferol is the effective



ingredient of Tripterygii Radix anti-RA-FLS and its in-
volvement in regulating AKT1, TNFR1, TNFR2, and TNF-«
expression [33].

This study reveals the theoretical molecular mechanism
of the ingredients of SQP for the treatment of NAFLD
through network pharmacology and verified by molecular
docking. However, further pharmacological and clinical
studies are needed to validate the therapeutic mechanism of
SQP.

5. Conclusions

The present study demonstrated the active compounds,
potential genes, and signal pathways of SQP in treating
NAFLD based on network pharmacology. We found that
quercetin, kaempferol, stigmasterol, diosgenin, and tetra-
hydroalstonine are the main active ingredients of SQP. The
core target genes of SQP for the treatment are AKTI, TNF,
and MAPKS. SQP plays a major effect in NAFLD treatment
by regulating the PI3K-Akt signaling pathway, TNF sig-
naling pathway, and MAPK signaling pathway. Overall, this
study provides a promising and scientific basis for further
investigation of SQP for NAFLD treatment.

Data Availability

All the data used in this study are shown in figures and
tables.

Conflicts of Interest

The authors declare that there are no conflicts of interest
regarding this article.

Authors’ Contributions

XJT, DZ, and SMX designed the study. XJT and DZ analyzed
data. XJT wrote the paper. DZ and S MX revised the
manuscript.

Acknowledgments

This study was supported by the Zhejiang Province Tradi-
tional Chinese Medical Science and Technology Project (No.
20227B144).

References

[1] M. V. Machado and H. C. Pinto, “Diet, microbiota, obesity,
and NAFLD: a dangerous quartet,” International Journal of
Molecular Sciences, vol. 17, no. 4, p. 481, 2016.

[2] D. Porras, E. Nistal, S. M. Florez et al., “Protective effect of
quercetin on high-fat diet-induced non-alcoholic fatty liver
disease in mice is mediated by modulating intestinal
microbiota imbalance and related gut-liver axis activation,”
Free Radical Biology and Medicine, vol. 102, pp. 188-202, 2017.

[3] F. Negro, “Natural history of NASH and HCC,” Liver In-
ternational, vol. 40, no. S1, pp. 72-76, 2020.

[4] Z. Younossi, Q. M. Anstee, M. Marietti et al., “Global burden
of NAFLD and NASH: trends, predictions, risk factors and

Evidence-Based Complementary and Alternative Medicine

prevention,” Nature Reviews Gastroenterology ¢ Hepatology,
vol. 15, no. 1, pp. 11-20, 2018.

[5] S. L. Friedman, B. A. N. Tetri, M. Rinella, and A. J. Sanyal,

“Mechanisms of NAFLD development and therapeutic

strategies,” Nature Medicine, vol. 24, no. 7, pp. 908-922, 2018.

G. Targher, C. D. Byrne, and H. Tilg, “NAFLD and increased

risk of cardiovascular disease: clinical associations, patho-

physiological mechanisms and pharmacological implica-

tions,” Gut, vol. 69, no. 9, pp. 1691-1705, 2020.

[7] D.-Q. Sun, Y. Jin, T.-Y. Wang et al., “MAFLD and risk of

CKD,” Metabolism, vol. 115, Article ID 154433, 2021.

J. Zeng, C. Sun, W. L. Sun et al., “Association between non-

invasively diagnosed hepatic steatosis and chronic kidney

disease in Chinese adults on their health check-up,” Journal of

Digestive Diseases, vol. 18, no. 4, pp. 229-236, 2017.

[9] A. Mantovani, M. Dauriz, C. D. Byrne et al.,, “Association
between nonalcoholic fatty liver disease and colorectal tu-
mours in asymptomatic adults undergoing screening colo-
noscopy: a systematic review and meta-analysis,” Metabolism,
vol. 87, pp. 1-12, 2018.

[10] Z. M. Younossi, A. B. Koenig, D. Abdelatif, Y. Fazel, L. Henry,
and M. Wymer, “Global epidemiology of nonalcoholic fatty
liver disease-meta-analytic assessment of prevalence, inci-
dence, and outcomes,” Hepatology, vol. 64, no. 1, pp. 73-84,
2016.

[11] E. L. Anderson, L. D. Howe, H. E. Jones, J. P. T. Higgins,
D. A. Lawlor, and A. Fraser, “The prevalence of non-alcoholic
fatty liver disease in children and adolescents: a systematic
review and meta-analysis,” PLoS One, vol. 10, no. 10, Article
ID 0140908, 2015.

[12] H. Chen, Y. Xu, Y. Yang, X. Zhou, S. Dai, and C. Li,
“Shengiwan ameliorates renal fibrosis in rats by inhibiting
TGF-f1/smads signaling pathway,” Evidence-based Comple-
mentary and Alternative Medicine, vol. 2017, Article ID
7187038, 9 pages, 2017.

[13] J. Wang and D. S. Zhang, “Effect of shenqiwan on immuno-
logical function in the nephrotic syndrome of chronic glo-
merulonephritis patients,” Chinese Journal Of Modern
Developments in Traditional Medicine, vol. 7, no. 12, pp. 731-733,
1987.

[14] H. N. Kim, M. E. Pak, M. J. Shin et al., “Beneficial effects of
Jiawei Shenqi-wan and treadmill training on deficits associ-
ated with neonatal hypoxic-ischemia in rats,” Experimental
and Therapeutic Medicine, vol. 13, no. 5, pp. 2134-2142, 2017.

[15] H.-T. Shin, S.-H. Chung, J.-S. Lee et al., “Protective effect of
shengi-wan against H202-induced apoptosis in hippocampal
neuronal cells,” The American Journal of Chinese Medicine,
vol. 31, no. 5, pp. 675-686, 2003.

[16] L.-Y. Wu, Y. Lei, B.-H. He, and Z.-Y. Chen, “Effects of Shenqi
Pills on Bcl-2/Bax and Fas/FasL signaling pathways in rats
with nonalcoholic steatohepatitis,” Journal of Integrated
Traditional Chinese and Western Medicine, no. 3, pp. 159-161,
2015.

[17] S.Huang, Z. Zhang, W. Li et al., “Network pharmacology-based
prediction and verification of the active ingredients and po-
tential targets of zuojinwan for treating colorectal cancer,” Drug
Design, Development and Therapy, vol. 14, pp. 2725-2740, 2020.

[18] J. Zhang, Y. Zhou, and Z. Ma, “Multi-target mechanism of
Tripteryguim wilfordii hook for treatment of ankylosing
spondylitis based on network pharmacology and molecular
docking,” Annals of Medicine, vol. 53, no. 1, pp. 1090-1098,
2021.

[19] P.Yi, Z. Zhang, S. Huang, J. Huang, W. Peng, and J. Yang,
“Integrated meta-analysis, network pharmacology, and

[6

[8



Evidence-Based Complementary and Alternative Medicine

(20]

(21]

(22]

(23]

(24

[25

[26

(27

[28

(29]

(30]

(31]

(32

(33]

molecular docking to investigate the efficacy and potential
pharmacological mechanism of Kai-Xin-San on Alzheimer’s
disease,” Pharmaceutical Biology, vol. 58, no. 1, pp. 932-943,
2020.

J. Ru, P. Li, J. Wang et al.,, “TCMSP: a database of systems
pharmacology for drug discovery from herbal medicines,”
Journal of Cheminformatics, vol. 6, no. 1, p. 13, 2014.

G. Xie, W. Peng, P. Li et al, “A network pharmacology
analysis to explore the effect ofAstragali radix-radix Angelica
sinensison traumatic brain injury,” BioMed Research Inter-
national, vol. 2018, Article ID 3951783, 13 pages, 2018.

A. X. Garg, L. Moist, N. Pannu, S. Tobe, M. Walsh, and
M. Weir, “Bioavailability of oral curcumin,” Canadian
Medical Association Journal, vol. 191, no. 15, p. E428, 2019.
A. Hamosh, A. F. Scott, J. S. Amberger, C. A. Bocchini, and
V. A. McKusick, “Online mendelian inheritance in man
(OMIM), a knowledge base of human genes and genetic
disorders,” Nucleic Acids Research, vol. 33, pp. D514-D517,
2004.

M. Safran, I. Dalah, J. Alexander et al., “Genecards version 3:
the human gene integrator,” Database, vol. 2010, Article ID
baq020, 2010.

H. Yang, T. Yang, C. Heng et al, “Quercetin improves
nonalcoholic fatty liver by ameliorating inflammation, oxi-
dative stress, and lipid metabolism in db/db mice,” Phyto-
therapy Research, vol. 33, no. 12, pp. 3140-3152, 2019.

J. Peng, Q. Li, K. Li et al., “Quercetin improves glucose and
lipid metabolism of diabetic rats: involvement of Akt signaling
and SIRT1,” Journal of Diabetes Research, vol. 2017, Article ID
3417306, 10 pages, 2017.

S. Feng, L. Gan, C. S. Yang et al., “Effects of stigmasterol and
B-sitosterol on nonalcoholic fatty liver disease in a mouse
model: a lipidomic analysis,” Journal of Agricultural and Food
Chemistry, vol. 66, no. 13, pp. 3417-3425, 2018.

S. Feng, Z. Dai, A. B. Liu et al., “Intake of stigmasterol and
B-sitosterol alters lipid metabolism and alleviates NAFLD in
mice fed a high-fat western-style diet,” Biochimica et Bio-
physica Acta (BBA)-Molecular and Cell Biology of Lipids,
vol. 1863, no. 10, pp. 1274-1284, 2018.

S. Matsuda, M. Kobayashi, and Y. Kitagishi, “Roles for PI3K/
AKT/PTEN pathway in cell signaling of nonalcoholic fatty
liver disease,” ISRN Endocrinology, vol. 2013, Article ID
472432, 2013.

F. J. Gonzalez, C. Xie, and C. Jiang, “The role of hypoxia-
inducible factors in metabolic diseases,” Nature Reviews
Endocrinology, vol. 15, no. 1, pp. 21-32, 2018.

O. A. Mesarwi, M.-K. Shin, S. B. Fonti, C. Schlesinger, J. Shaw,
and V. Y. Polotsky, “Hepatocyte hypoxia inducible factor-1
mediates the development of liver fibrosis in a mouse model of
nonalcoholic fatty liver disease,” PLoS One, vol. 11, no. 12,
Article ID 0168572, 2016.

Z. Huang, X. Shi, X. Li et al., “Network pharmacology ap-
proach to uncover the mechanism governing the effect of
simiao powder on knee osteoarthritis,” BioMed Research
International, vol. 2020, Article ID 6971503, 13 pages, 2020.
Y. Ling, H. Xu, N. Ren et al.,, “Prediction and verification of
the major ingredients and molecular targets of tripterygii
radix against rheumatoid arthritis,” Frontiers in Pharmacol-
ogy, vol. 12, Article ID 639382, 2021.



