
© 2024 The Author(s). This article has been published under the terms of Creative Commons Attribution-Noncommercial 4.0 International License (CC BY-NC 4.0), which   
permits noncommercial unrestricted use, distribution, and reproduction in any medium, provided that the following statement is provided. “This article has been published 

 in Future Integrative Medicine at https://doi.org/10.14218/FIM.2024.00030 and can also be viewed on the Journal’s website  
at https://www.xiahepublishing.com/journal/fim ”.

Future Integrative Medicine 2024 vol. 3(3)  |  160–171 
DOI: 10.14218/FIM.2024.00030

Original Article

The Molecular Mechanism of Shufeng Jiedu Capsules in the 
Treatment of Influenza: A Comprehensive Analysis Based on 
Network Pharmacology, Bioinformatics, and Molecular Docking

Mengxia Yang1,2, Chunming Zhao1,2, Tengfei Chen1, Xiaolong Xu1,3*  and Qingquan Liu1,3*

1Beijing Hospital of Traditional Chinese Medicine of Capital Medical University, Beijing, China; 2Graduate School of Beijing University of Chinese Medi-
cine, Beijing, China; 3Clinical Diagnosis, Treatment and Research Center of Sepsis of Traditional Chinese Medicine, Capital Medical University, Beijing, 
China

Received: June 13, 2024  |  Revised: July 10, 2024  |  Accepted: July 31, 2024  |  Published online: August 30, 2024

Abstract
Background and objectives: Shufeng Jiedu Capsules (SFJD), a traditional Chinese medicine preparation, are widely used in 
the clinical treatment of influenza, yet their mechanism of action remains unclear. This study aimed to systematically explore 
the molecular mechanism of SFJD in the treatment of influenza using network pharmacology and bioinformatics techniques.

Methods: The active ingredients of SFJD were retrieved from traditional Chinese medicine databases, and their targets were 
identified using the Swiss Target Prediction and TCMSP databases. Influenza disease genes were obtained from the GEO, Gen-
eCards, and DisGeNET databases, and a Venn diagram was used to identify potential targets by mapping SFJD targets to influ-
enza disease genes. Network construction and analysis of potential therapeutic targets were performed using the STRING12.0 
database and Cytoscape3.9.1 software, leading to the identification of key targets. The expression of potential therapeutic 
targets in tissues and cells was retrieved using the BioGPS database. Functional enrichment analysis of these targets was con-
ducted using the DAVID database. Molecular docking was then used to assess the interactions between key targets and core 
active ingredients.

Results: SFJD contains 193 active ingredients and 985 targets. There are 510 influenza disease genes, 97 of which are potential 
therapeutic targets for SFJD in treating influenza, with 27 key targets identified through network construction and analysis. Tis-
sue/cell-specific analysis revealed that 39 potential therapeutic targets are highly expressed in 37 specific tissues/cells. Func-
tional enrichment analysis highlighted pathways such as the C-type lectin receptor signaling pathway, tumor necrosis factor 
signaling pathway, and hypoxia-inducible factor-1 signaling pathway. Molecular docking results indicated strong interactions 
between the core active ingredients and the key targets.

Conclusions: This study systematically reveals that the mechanism of action of SFJD in treating influenza is complex, involving 
multiple targets and pathways related to antiviral, anti-inflammatory, and immune regulation effects. The findings provide 
valuable reference information for future clinical treatment and basic research on influenza.
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Introduction
Influenza is an acute viral respiratory infection characterized by 
high infectivity, spreading between individuals through large 
droplets in the respiratory tract, and causing serious morbidity and 
mortality worldwide.1,2 The clinical symptoms of influenza mainly 
include sudden fever, chills or sweating, muscle aches, headache, 
discomfort, dry cough, sore throat, and nasal congestion.3–5 Addi-
tionally, gastrointestinal symptoms such as nausea, vomiting, and 
diarrhea are also common.6 During clinical treatment, physicians 
decide whether to use medication by balancing the potential ben-
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efits, harms, and costs of antiviral treatment, along with patient 
preferences. Currently, four antiviral drugs have been approved for 
the treatment of influenza: the neuraminidase inhibitors oseltami-
vir, zanamivir, peramivir, and the cap-dependent endonuclease in-
hibitor baloxavir.7 However, due to the high mutation rate of the 
virus, it can easily develop resistance by evading host immune 
responses through mutations, leading to limitations in the effec-
tiveness of these drugs.8 Therefore, the development of new drugs 
and the search for better treatment methods remain active and chal-
lenging areas of research in the field of influenza.

Traditional Chinese medicine does not have records of the dis-
ease name “influenza”, but based on its clinical symptoms, it can be 
classified under various categories in traditional Chinese medicine, 
such as “seasonal colds”, “cold pathogenic disease”, “colds”, “wind-
warm syndrome”, “exogenous fever” and “epidemics”.9 Throughout 
history, medical practitioners believed that influenza is caused by 
the invasion of external pathogenic factors and untimely qi. Among 
the six exogenous pathogenic factors, the wind pathogen is the most 
prone to invading the human body, often accompanied by cold or 
heat pathogens. Therefore, clinically, wind-cold and wind-heat are 
the most common syndromes.10 Research has found that Shufeng 
Jiedu Capsules (SFJD) have shown good efficacy in treating wind-
heat syndrome associated with influenza.11 Additionally, in the 2021 
version of the “Clinical Practice Guidelines of Traditional Chinese 
Medicine for the Treatment of Influenza”, SFJD was listed as one 
of the strongly recommended drugs in the D-level category.12 How-
ever, its mechanism remains unclear. Therefore, this study aimed 
to explore the mechanism of SFJD in the treatment of influenza 
through network pharmacology and bioinformatics, in order to pro-
vide further reference for clinical use.

Materials and methods

Prediction of potential targets of SFJD in the treatment of 
influenza

Acquisition of active ingredients of SFJD
The active ingredients of SFJD were retrieved from the Traditional 
Chinese Medicine Systems Pharmacology Database and Analy-
sis Platform (TCMSP, http://lsp.nwsuaf.edu.cn/tcmsp.php). The 
screening criteria were set as follows: oral bioavailability ≥30% 
and drug-likeness index ≥0.18. If the active ingredients of the 
herbs were not found in the TCMSP database, additional searches 
were conducted in the Traditional Chinese Medicine Information 
Database (TCMID, http://www.megabionet.org/tcmid/) and the 
Traditional Chinese Medicine (TCM) Database@Taiwan (http://
tcm.cmu.edu.tw/). The active ingredients retrieved from these 
sources were then queried in TCMSP to obtain their oral bioavail-
ability and drug-likeness values.

Screening of targets of SFJD active ingredients
The active ingredients of SFJD were input into the PubChem data-
base to obtain typical Canonical SMILES structures. These struc-
tures were then imported into the Swiss Target Prediction database 
for target screening. Targets with a probability greater than 0 were 
retained. Finally, a network diagram of Chinese medicine’s active 
ingredients and their targets was constructed.

Establishment of influenza disease gene library
In the Gene Expression Omnibus (GEO) database (https://www.
ncbi.nlm.nih.gov/geo/), we used “influenza” and “normal” as 

search terms, selected “series” as the entry type, and “Homo sa-
piens” as the species. We filtered out the dataset GSE68310 (pro-
vided by the GPL10558 platform) and employed the online tool 
GEO2R to compare blood samples from influenza patients with 
those from normal individuals to identify differentially expressed 
genes (DEGs).

We also searched for influenza-related genes using the Gene-
Cards and DisGeNET databases. The disease genes retrieved from 
both databases were intersected and then merged with the DEGs 
from the GEO analysis. After removing duplicates, this process 
established the influenza disease gene library.

Venn mapping
We utilized the online tool Venny2.1 (https://bioinfogp.cnb.csic.
es/tools/venny/) to map the targets of SFJD against the influenza 
disease genes, screening for potential therapeutic targets for the 
treatment of influenza with SFJD.

Construction of potential target network
We imported the potential therapeutic targets into the STRING 12.0 
database, selecting “Homo sapiens” as the species and setting the 
confidence score to 0.4 to obtain a protein-protein interaction (PPI) 
network. The PPI network data were then imported into Cytoscape 
3.9.1 software, where potential core targets were identified based 
on network topology indicators, including degree centrality (DC) 
≥ two times the median, closeness centrality ≥ the median, and be-
tweenness centrality (BC) ≥ the median. Additionally, we used the 
CytoHubba plugin in Cytoscape 3.9.1 to perform computational 
analysis using the maximal clique centrality method, selecting the 
top 10 Hub genes. The MCODE (Molecular Complex Detection) 
plugin was employed to filter important module genes, with pa-
rameters set as follows: degree cutoff = 2, node score cutoff = 0.2, 
K-core = 2, and max depth = 100.

Expression level of potential therapeutic targets in various tis-
sues/cells
The expression levels of genes in tissues/cells were queried using 
the BioGPS (http://biogps.org) database. Genes meeting the fol-
lowing criteria were identified as tissue-specific: (1) the expres-
sion level of the gene in a single tissue/cell exceeds 10 times the 
median; (2) the expression level in the second most abundant tis-
sue/cell does not exceed one-third of the expression level in the 
most abundant tissue/cell.

Functional enrichment analysis of potential therapeutic targets
Potential therapeutic targets were imported into the DAVID da-
tabase (http://david.ncifcrf.gov) using the following parameters: 
“Identifier: official_gene_symbol, Species: Homo sapiens”. Gene 
Ontology (GO) and Kyoto Encyclopedia of Genes and Genomes 
(KEGG) enrichment analyses were conducted. For GO analysis, 
the results were categorized into biological process (BP), cellular 
component (CC), and molecular function (MF). Significant entries 
were selected based on a false discovery rate (FDR) < 0.05.

Molecular docking
Core active ingredients in SFJD were selected and docked with key 
target proteins. First, the pdb format files for the 3D structures of 
proteins were obtained from the RCSB Protein Data Bank (RCSB 
PDB, https://www.pdb.org/), and the sdf format files for the 2D 
structures of the active ingredients were downloaded from the 
PubChem database. The sdf format files of the active ingredients 
were then converted to pdb format using Open Babel GUI 2.4.1 
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software (https://github.com/openbabel) for further use. Next, Au-
toDockTools 1.5.6 software (https://autodock.scripps.edu/) was 
used to add hydrogen atoms to the active ingredients, designating 
them as ligands; proteins were dehydrated, hydrogenated, and des-
ignated as receptors. The docking box was set up, and Autogrid4 
and Autodock4 were run to calculate the binding energy. Finally, 
PyMOL 2.4.1 software (https://pymol.org/2/) was used to visualize 
the complex structure of the protein-active ingredient complexes. 
A binding energy < 0 kcal/mol indicates that the active ingredients 
and proteins can dock in their natural state, while a binding energy 
< −1.2 kcal/mol indicates good docking results.

Results

SFJD active ingredients and their targets
A total of 193 active ingredients were identified from the TCMSP, 
TCMID, and TCM Database@Taiwan databases. Among these, 
there were nine ingredients from Hu Zhang (HZ), 20 from Lian 
Qiao (LQ), 34 from Ban Lan Gen (BLG), 16 from Chai Hu (CH), 
13 from Bai Jiang Cao (BJC), 12 from Ma Bian Cao (MBC), one 
from Lu Gen (LG), and 88 from Gan Cao (GC) (Table S1). Us-
ing the Swiss Target Prediction and TCMSP databases, 985 tar-

gets of SFJD active ingredients were identified. These ingredients 
and their corresponding targets were then imported into Cytoscape 
3.9.1 software to construct a network of herbs, active ingredients, 
and targets, consisting of 1,158 nodes and 8,369 edges (Fig. S1).

Influenza disease genes
The dataset GSE68310 was selected from the GEO database, 
consisting of 483 samples. Among these, there were 155 normal 
specimens (84 female and 71 male patients) and 328 influenza 
specimens (181 female and 147 male patients), with an average 
patient age of 42 years. Genes meeting the following criteria were 
considered as DEGs: (1) adj. P. Val < 0.05; (2) |log FC| ≥ 1. The 
analysis revealed only one differentially expressed gene, IFI27, 
which was downregulated (Fig. 1a and b). Additionally, 5,871 and 
858 influenza-related genes were retrieved from the GeneCards 
and DisGeNET databases, respectively. The intersection of these 
gene sets yielded 510 common genes (Fig. 1c). After merging with 
the differentially expressed gene and removing duplicates, a total 
of 510 disease-related genes were obtained.

Potential therapeutic targets
A Venn analysis was conducted to compare the 985 targets of SFJD 
active ingredients with the 510 influenza disease genes, resulting 

Fig. 1. Screening of disease genes and potential therapeutic targets of SFJD in the treatment of influenza. (a) Volcano map of differential genes in dataset 
GSE68310. Blue represents downregulated genes, red represents upregulated genes, and gray represents undifferentiated genes. (b) Heat map of DEGs 
with a multiple of change ≥2 and statistical significance. (c) Intersection genes of influenza in GeneCards and DisGeNET databases. (d) Venn diagram of SFJD 
targets and influenza disease genes. DEGs, differentially expressed genes; SFJD, Shufeng Jiedu Capsules.
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in 97 intersecting genes. These intersecting genes are considered 
potential therapeutic targets for the treatment of influenza with 
SFJD (Fig. 1d).

Interaction network of potential therapeutic targets
The 97 potential therapeutic targets were imported into the 
STRING 12.0 database to obtain the PPI network (Fig. 2a). Com-
bined with analysis using Cytoscape 3.9.1 software, the results 

showed that the network consisted of 95 nodes and 1,244 edges, 
with median values for DC, BC, and closeness centrality being 
21, 14.98, and 0.53, respectively. Using a standard of DC ≥ two 
times the median value, 27 key targets were selected (Table 1), and 
these key and non-key targets were visualized (Fig. 2b and c). The 
top 10 Hub genes were selected using the CytoHubba plugin (Fig. 
2d). The MCODE plugin was used to identify important modules 
among the potential therapeutic targets, revealing that these sites 

Fig. 2. Interaction network of potential therapeutic targets of SFJD in the treatment of influenza. (a) PPI network of potential therapeutic targets. (b) Screening 
of key targets. After screening the key targets according to the DC ≥ median, a network consisting of 50 nodes and 773 edges is obtained. Further, according to 
the DC ≥ twofold median, BC ≥ median, closeness centrality ≥ median, a network diagram of key targets consisting of 27 edges and 267 nodes is obtained. The 
size of the node is related to the degree value. The larger the node, the greater the degree value, and the smaller the node, the smaller the degree value. (c) Net-
work diagram of key targets and non-key targets. Red represents key targets and light blue represents non key targets. (d) The CytoHubba plug-in in Cytoscape 
3.9.1 software was used to screen Hub genes of potential therapeutic targets. The color of node changed from light yellow to red, and the corresponding degree 
value gradually increased. (e) The MCODE plug-in in Cytoscape 3.9.1 software was used to screen important modules of potential therapeutic targets. BC, be-
tweenness centrality; DC, degree centrality; MCODE, Molecular Complex Detection; PPI, protein-protein interaction; SFJD, Shufeng Jiedu Capsules.
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mainly resided in one module, with a score of 26.303, containing 
32 nodes and 434 edges (Fig. 2e).

Tissue/cell-specific expression of potential therapeutic targets
By querying the BioGPS database, we found that most potential 
therapeutic targets exhibited high expression levels in multiple tis-
sues and cells. We identified 39 potential therapeutic targets with 
highly specific expression in 37 tissues and cells. These tissues and 
cells were primarily associated with the lungs, pancreas, and colon, 
as well as immune cells such as CD14+ monocytes, CD33+ granulo-
cytes, CD34+ T cells, and CD56+ natural killer cells (Fig. 3 and Ta-
ble S2). These tissues and cells are closely linked to the respiratory 
and immune systems, suggesting that SFJD may exert therapeutic 
effects on influenza by modulating systemic immune responses.

GO functional enrichment analysis
The DAVID database was used to conduct GO functional enrich-
ment analysis on the 97 potential therapeutic targets. A total of 76 
GO terms were identified, including 52 in the BP category, two in 

the CC category, and 22 in the MF category (Table S3). Based on 
the FDR value and gene count, the top 10 entries for BP and MF, 
as well as two entries for CC, were selected to generate bubble 
charts and a combined bar chart (Fig. 4). The BP analysis primar-
ily involved the positive regulation of various cytokines such as 
phosphorylation, oxidative stress, interleukin (IL)-6/8/1β, tumor 
necrosis factor (TNF), and others. In the CC category, the analysis 
mainly involved the phosphatidylinositol 3-kinase complex. The 
MF category primarily included kinase activity, C-C chemokine 
receptor activity, cytokine activity, and viral receptor activity.

KEGG functional enrichment analysis
KEGG pathway analysis was performed on the 97 potential thera-
peutic targets, revealing 121 pathways associated with the mecha-
nism of SFJD in treating influenza (Table S4). Based on the FDR 
value, the top 30 pathways were selected to generate bubble charts 
and Sankey diagrams and classified. Additionally, a network di-
agram of herbs, active ingredients, targets, and the top 30 path-
ways was constructed using Cytoscape 3.9.1 software. This net-

Table 1.  Information on 27 key targets

Uniprot ID Symbol Description Degree

P01375 TNF Tumor Necrosis Factor 79

P05231 IL6 Interleukin 6 73

P31749 AKT1 AKT Serine/Threonine Kinase 1 71

P00533 EGFR Epidermal Growth Factor Receptor 60

P02768 ALB Albumin 58

P10415 BCL2 BCL2 Apoptosis Regulator 57

P42574 CASP3 Caspase 3 54

P60568 IL2 Interleukin 2 50

P05362 ICAM1 Intercellular Adhesion Molecule 1 48

P03372 ESR1 Estrogen Receptor 1 46

P61073 CXCR4 C-X-C Motif Chemokine Receptor 4 43

P37231 PPARG Peroxisome Proliferator Activated Receptor Gamma 41

P29466 CASP1 Caspase 1 40

Q16539 MAPK14 Mitogen-Activated Protein Kinase 14 39

P28482 MAPK1 Mitogen-Activated Protein Kinase 1 38

Q14790 CASP8 Caspase 8 37

P05107 ITGB2 Integrin Subunit Beta 2 37

P00519 ABL1 ABL Proto-Oncogene 1, Non-Receptor Tyrosine Kinase 36

P51681 CCR5 C-C Motif Chemokine Receptor 5 34

P11142 HSPA8 Heat Shock Protein Family A (Hsp70) Member 8 34

P45983 MAPK8 Mitogen-Activated Protein Kinase 8 34

P05164 MPO Myeloperoxidase 33

P09619 PDGFRB Platelet Derived Growth Factor Receptor Beta 33

Q06124 PTPN11 Protein Tyrosine Phosphatase Non-Receptor Type 11 32

P42336 PIK3CA Phosphatidylinositol-4,5-Bisphosphate 3-Kinase Catalytic Subunit Alpha 31

Q07869 PPARA Peroxisome Proliferator Activated Receptor Alpha 25

Q05655 PRKCD Protein Kinase C Delta 21
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work consisted of 245 nodes and 1,575 edges (Fig. 5). The results 
showed that the C-type lectin receptor signaling pathway, TNF 
signaling pathway, hypoxia inducible factor-1 (HIF-1) signaling 
pathway, Toll-like receptor (TLR) signaling pathway, and vascular 
endothelial growth factor (VEGF) signaling pathway were highly 
enriched, suggesting that SFJD may exert its therapeutic effects on 
influenza by modulating these pathways.

Molecular docking visualization
Based on the results of multilevel interaction network analysis and 
literature retrieval, four core active ingredients—kaempferol, luteo-
lin, isorhamnetin, and beta-sitosterol—were selected to dock with 
key targets TNF, protein kinase 1 (AKT1), epidermal growth factor 

receptor (EGFR), and B-cell lymphoma/Leukemia-2 (BCL2), re-
spectively. The results showed that kaempferol had the lowest bind-
ing energy with EGFR at −10.74 kcal/mol, while isorhamnetin had 
the highest binding energy with AKT1 at −6.47 kcal/mol. However, 
all energies were below −1.2 kcal/mol, indicating satisfactory dock-
ing results (Fig. 6 and Table 2). Additionally, PyMOL 2.4.1 software 
was used to visualize the protein-active ingredient complexes with 
the lowest binding energies and hydrogen bonds (Fig. 7).

Discussion
Modern medicine identifies influenza as an illness caused by in-
fection with the influenza virus, which is classified into types A, 

Fig. 3. Network diagram of potential therapeutic targets-tissues/cells. Yellow represents potential therapeutic targets and red represents specific tis-
sues/cells.
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B, C, and D. Among these, types A, B, and C can infect humans, 
with types A and B being the main seasonal strains that lead to 
mild to severe respiratory tract infections and other complications 
in humans.13 TCM holds that there are various types of epidemic 
colds with diverse symptoms, and the corresponding etiology and 
pathogenesis are complex. However, these conditions can gener-
ally be attributed to external pathogenic factors and a deficiency 
of righteous qi.14 TCM treatment emphasizes syndrome differen-
tiation, tailoring the approach according to the specific syndrome 
presented. SFJD is a traditional Chinese medicine used to treat in-
fluenza with wind-heat syndrome, known for its effects in reliev-
ing wind, clearing heat, detoxifying, and soothing the throat. To 
elucidate the mechanism of SFJD in treating influenza, this study 
employed network pharmacology methods to screen the targets of 
SFJD, combined with bioinformatics analysis methods to search 
for influenza-related genes. Through Venn analysis, potential ther-
apeutic targets of SFJD in treating influenza were identified, fol-
lowed by the construction of PPI networks, functional enrichment 
analysis, and molecular docking studies.

By screening the active ingredients of SFJD and construct-
ing a network diagram of herbs, active ingredients, and targets, it 
was confirmed that kaempferol, luteolin, isorhamnetin, and beta-
sitosterol are its core active ingredients. Kaempferol, luteolin, and 
isorhamnetin are flavonoids, which have been proven to possess 
various pharmacological effects, including anti-inflammatory, 
antioxidant, antibacterial, immune-regulating, and anticancer 
properties.15–20 Additionally, it has been reported that kaempferol 
and its components can effectively combat DNA viruses (such as 
hepatitis B virus, herpes simplex virus, and pseudorabies virus) 
and RNA viruses (such as influenza virus, dengue fever virus, and 
respiratory syncytial virus) through diverse antiviral mechanisms, 
such as inhibiting viral polymerase and preventing virus attach-
ment and entry into host cells.21 An in vitro study found that luteo-
lin can target the host protein coat protein I and reduce its expres-
sion level, thereby preventing virus replication by blocking virus 
particles from adhering to the cell surface, obstructing the recep-
tor binding site of viral lectins, or inhibiting the fusion of the viral 
envelope with the endosome membrane, thus exerting antiviral ef-

fects.22 It has also been suggested that luteolin isolated from herbs 
can inhibit the activity of neuronal nitric oxide synthase in vitro, 
indicating its potential as an anti-influenza agent.23 An in vivo/in 
vitro study found that isorhamnetin can exert antiviral effects by 
directly or indirectly inhibiting the expression of viral lectins and 
neuronal nitric oxide synthase genes, as well as by inhibiting vi-
rus-induced autophagy, reactive oxygen species production, and 
extracellular regulated protein kinases (ERK) phosphorylation. 
Moreover, isorhamnetin can suppress interferon (IFN)-mediated 
inflammatory response induced by type A influenza virus infec-
tion by blocking the retinoic acid induced gene I/c-Jun N-termi-
nal kinase (RIG-I/JNK) and p38 mitogen-activated protein kinase 
(MAPK) signaling pathways.24,25 Beta-sitosterol is the most com-
mon phytosterol found in plant sterols, with known antioxidant, 
anti-inflammatory, anticancer, and bronchodilator effects.26–29 
Studies suggest that beta-sitosterol can inhibit the inflammatory 
response induced by influenza virus through several pathways: 
by inhibiting RIG-I signal transduction to block the production of 
IFN and proinflammatory cytokines mediated by type A influenza 
virus, by disrupting RIG-I-mediated STAT1 activation to weaken 
the proinflammatory response in sensitized cells, and by block-
ing the recruitment of toxic T lymphocytes in the lungs during 
acute lung injury induced by type A influenza virus, significantly 
improving lung damage and survival rates in mice infected with 
type A influenza virus.30

Through the construction and analysis of the PPI network, 27 
key targets have been identified, several of which have been prov-
en to be related to the occurrence and development of influenza. 
The study found that the excessive release of pro-inflammatory cy-
tokines by infected cells can lead to a “cytokine storm,” resulting 
in a significant increase in serum RNA levels of TNF-α and IL-6 
after viral infection.31 AKT, which includes three isoforms (AKT1, 
AKT2, and AKT3), plays an important role in regulating various 
cellular pathways such as cell survival, proliferation, and apop-
tosis.32 It is believed that AKT may be involved in the uptake of 
the influenza virus and in the later stages of its replication cycle.33 
Experiments have shown that apoptosis in canine (MDCK) kidney 
cells infected with the influenza virus is AKT-dependent, and the 

Fig. 4. Go functional enrichment analysis of potential therapeutic targets of SFJD in the treatment of influenza. (a) Bubble chart of the top 10 entries of BP 
and MF and two entries of CC based on FDR values. (b) Three in one bar chart of the top 10 entries of BP and MF and two entries of CC based on gene count. 
BP, biological process; CC, cellular component; FDR, false discovery rate; MF, molecular function; SFJD, Shufeng Jiedu Capsules.
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Fig. 5. KEGG functional enrichment analysis of potential therapeutic targets of SFJD in the treatment of influenza and network construction of important 
pathways. (a) Bubble chart of the top 30 pathways based on FDR values. (b) Classification of the top 30 pathways based on FDR values. (c) Network diagram 
of sankey dot pathway enrichment of SFJD in the treatment of influenza. (d) Network diagram of SFJD-core active ingredients-targets-important pathways. 
Yellow represents herbs, green represents core active ingredients, light blue represents targets, and red represents important pathways. FDR, false discovery 
rate; KEGG, Kyoto Encyclopedia of Genes and Genomes; SFJD, Shufeng Jiedu Capsules.
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viral protein nonstructural protein 1, a host AKT inducer, can in-
hibit this apoptosis.34 Additionally, research suggests that EGFR 
can promote the entry of type A influenza virus into host cells, 
and the phosphatidylinositol 3 kinase/protein kinase B (PI3K/Akt) 
signaling pathway activated by EGFR can also enhance the uptake 
of the virus.35 It has been found that BCL2 can reduce the virus 
replication rate by inhibiting influenza virus-induced apoptosis, as 
the activation of CASP3 during apoptosis is crucial for the effec-
tive replication of the virus.36–38 Using the BioGPS database, we 
found that 37 tissues or cells can specifically overexpress poten-
tial therapeutic targets. Based on this, we speculate that SFJD may 
regulate the systemic immune response through these potential 
therapeutic targets.

Through enrichment analysis using the DAVID database, the 
mechanism of SFJD in treating influenza appears to be complex, 
involving antiviral, anti-inflammatory, and immunomodulatory ef-

fects. TNF signaling can trigger inflammatory cascade reactions 
by activating the nuclear factor kappa B (NF-κB) pathway.39 Re-
search studies have shown that dysregulation of NF-κB activa-
tion can lead to excessive STAT3 activation, causing lung lesions, 
while inhibiting STAT3 can significantly reduce lung inflammation 
in mice infected with the vaccinia virus.40 HIF-1α, together with 
TLR4, drives inflammation in innate immune responses and plays 
an important role in the inflammation that occurs after infection 
with type A influenza virus.41 It is believed that HIF-1α can acti-
vate angiogenesis by regulating hypoxia-related gene activation.42 
Its overexpression can activate and promote the overexpression 
of downstream VEGF, thereby promoting endothelial cell prolif-
eration, inducing angiogenesis, increasing vascular permeability, 
and ultimately leading to hyperosmolar pulmonary edema and 
inflammatory damage to pulmonary capillary endothelial cells.43 
Studies have shown that cells infected with type A influenza virus 

Fig. 6. Heat map of molecular docking binding energy. Binding energy of four core active ingredients (kaempferol, luteolin, isorhamnetin, and beta-sitos-
terol) and four key targets (TNF, AKT1, EGFR, and BCL2) docking separately. AKT1, protein kinase1; BCL2, B-cell lymphoma/Leukemia-2; EGFR, epidermal 
growth factor receptor; TNF, tumor necrosis factor.

Table 2.  Details of key targets and active ingredients for molecular docking

Target PDB ID Center Coordinates Compounds Mol ID PubChem ID Compounds Name

AKT1 7MYX 25.4,3.13,8.57 MOL000422 5280863 kaempferol

TNF 5UUI 45.263,52.821,13.638 MOL000006 5280445 luteolin

TNF 5UUI 45.263,52.821,13.638 MOL000354 5281654 isorhamnetin

EGFR 8A27 10.293,-6.702,-16.035 MOL000358 222284 beta-sitosterol

AKT1, AKT serine/threonine kinase 1; EGFR, epidermal growth factor receptor; TNF, tumor necrosis factor.
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activate the expression of cellular HIF-1α, promote its transloca-
tion to the cell nucleus, and activate the expression of downstream 
target genes iNOS and VEGF of HIF-1α, suggesting that inhibiting 
the HIF-1 signaling pathway may alleviate lung inflammation and 
damage caused by type A influenza virus infection. It has also been 
reported that the TLR-mediated signaling pathway plays a crucial 
role in RNA virus infection.44 Activation of TLR-7 enhances NA-
DPH oxidase 2 (NOX2) oxidase-dependent oxidative bursts in 
macrophages, which may underlie acute lung injury in type A in-
fluenza virus infection.45 Furthermore, research has found changes 
in protein expression in the TLR-7/TLR-8-MyD88 axis in porcine 
macrophages infected with type H3N2 influenza virus, which may 
contribute to antiviral responses.46

It should be noted that there are still some limitations in this 
study. We only conducted a comprehensive analysis of the active 
ingredients of SFJD, disease genes, and mechanisms from the per-
spective of online public databases. Therefore, the reliability of the 
results is closely related to the quality of the data uploaded to these 
databases. Further basic research is needed to verify the mecha-
nism of SFJD in the treatment of influenza.

Conclusions
This study systematically explores the mechanism of SFJD in the 
treatment of influenza for the first time using network pharma-
cology, bioinformatics, and molecular docking techniques. Our 
research results indicate that the core active ingredients of SFJD 
are kaempferol, luteolin, isorhamnetin, and beta-sitosterol. These 
ingredients regulate key targets such as TNF, AKT1, and EGFR 
through pathways such as the C-type lectin receptor signaling 
pathway, TNF signaling pathway, and HIF-1 signaling pathway, 

exerting antiviral, anti-inflammatory, and immunomodulatory ef-
fects. This study provides valuable reference points for the clinical 
treatment and basic research of influenza.

Acknowledgments
Not applicable.

Funding
This study was supported by the Key Discipline Construc-
tion Project of Traditional Chinese Medicine authorized by the 
State Administration of Traditional Chinese Medicine (grant no. 
zyyzdxk-2023001) and the National Multidisciplinary Innovation 
Team Project of Traditional Chinese Medicine (grant no. ZYY-
CXTD-D-202201).

Conflict of interest
XLX and QQL have been editorial board members of Future Inte-
grative Medicine since November 2021. The authors declare that 
they have no other competing interests.

Author contributions
Study concept and design (MXY), acquisition of data (CMZ), 
analysis and interpretation of data (MXY, CMZ, TFC), drafting 
of the manuscript (MXY), critical revision of the manuscript for 
important intellectual content (MXY, XLX, QQL), administrative, 
technical, or material support (XLX, QQL), and study supervision 

Fig. 7. Docking diagram between core active ingredients and key targets. (a) kaempferol-AKT1. (b) luteolin-TNF. (c) isorhamnetin-TNF. (d) beta-sitosterol-
EGFR. AKT1, protein kinase1; EGFR, epidermal growth factor receptor; TNF, tumor necrosis factor.

https://doi.org/10.14218/FIM.2024.00030


DOI: 10.14218/FIM.2024.00030  |  Volume 3 Issue 3, September 2024170

Yang M.X. et al: Mechanism of SFJD in treating influenzaFuture Integr Med

(XLX, QQL). All authors have made significant contributions to 
this study and have approved the final manuscript.

Data sharing statement
The data used to support the findings of this study are included in 
the article.

References
[1]	 Labella AM, Merel SE. Influenza. Med Clin North Am 2013;97(4):621–

645. doi:10.1016/j.mcna.2013.03.001, PMID:23809717.
[2]	 Gaitonde DY, Moore FC, Morgan MK. Influenza: Diagnosis and Treat-

ment. Am Fam Physician 2019;100(12):751–758. PMID:31845781.
[3]	 Lam PP, Coleman BL, Green K, Powis J, Richardson D, Katz K, et al. 

Predictors of influenza among older adults in the emergency de-
partment. BMC Infect Dis 2016;16(1):615. doi:10.1186/s12879-016-
1966-4, PMID:27793117.

[4]	 Monto AS, Gravenstein S, Elliott M, Colopy M, Schweinle J. Clini-
cal signs and symptoms predicting influenza infection. Arch Intern 
Med 2000;160(21):3243–3247. doi:10.1001/archinte.160.21.3243, 
PMID:11088084.

[5]	 Ohmit SE, Monto AS. Symptomatic predictors of influenza virus 
positivity in children during the influenza season. Clin Infect Dis 
2006;43(5):564–568. doi:10.1086/506352, PMID:16886147.

[6]	 Minodier L, Charrel RN, Ceccaldi PE, van der Werf S, Blanchon T, 
Hanslik T, et al. Prevalence of gastrointestinal symptoms in patients 
with influenza, clinical significance, and pathophysiology of hu-
man influenza viruses in faecal samples: what do we know? Virol J 
2015;12:215. doi:10.1186/s12985-015-0448-4, PMID:26651485.

[7]	 Heo YA. Baloxavir: First Global Approval. Drugs 2018;78(6):693–697. 
doi:10.1007/s40265-018-0899-1, PMID:29623652.

[8]	 Gan K, Cheng Y, Chen Y, Tao L, Li F, Chen L. A retrospective study of 
traditional Chinese medicine combined with anti-influenza virus 
drugs in the treatment of influenza A. J Changchun University Chi 
Med 2023;39(2):171–174. doi:10.13463/j.cnki.cczyy.2023.02.013.

[9]	 Chen X, Ou Q. Effectiveness and safety of Lianhua Qingwen Granules 
and oseltamivir in the treatment of acute influenza. Western J of Tra-
dit Chi Med 2023;36(12):109–112.

[10]	 Zhang L, Xue X, Liu G, Zhang L, Guan W, Chen X, et al. Similarities and 
differences between traditional Chinese medicine treatment of co-
rona virus disease 2019 and influenza. J Practical Tradit Chin Internal 
Med 2021;35(1):34–36. doi:10.13729/j.issn.1671-7813.z20200108.

[11]	 Zhou F, Zhao G, Li B, Xu X, Shi Y, Mao Y, et al. Systematic review and 
meta-analysis of efficacy and safety of Shufeng Jiedu capsules in 
treatment of influenza. Chin J Chin Mater Med 2023;48(22):6216–
6224. doi:10.19540/j.cnki.cjcmm.20230804.501.

[12]	 Liu Q, Chen T, Zhao G, Liu J. Clinical practice guideline of tradi-
tional Chinese medicine for influenza (2021). J Tradit Chin Med 
2022;63(1):85–98. doi:10.13288/j.11-2166/r.2022.01.016.

[13]	 Kumari R, Sharma SD, Kumar A, Ende Z, Mishina M, Wang Y, et al. 
Antiviral Approaches against Influenza Virus. Clin Microbiol Rev 
2023;36(1):e0004022. doi:10.1128/cmr.00040-22, PMID:36645300.

[14]	 Dong Y. Study on the correlation between TCM syndrome types, con-
stitution and blood routine of influenza [Dissertation]. Beijing: Bei-
jing University of Chinese Medicine; 2018.

[15]	 Alam W, Khan H, Shah MA, Cauli O, Saso L. Kaempferol as a Dietary 
Anti-Inflammatory Agent: Current Therapeutic Standing. Mole-
cules 2020;25(18):4073. doi:10.3390/molecules25184073, PMID: 
32906577.

[16]	 Periferakis A, Periferakis K, Badarau IA, Petran EM, Popa DC, Carun-
tu A, et al. Kaempferol: Antimicrobial Properties, Sources, Clini-
cal, and Traditional Applications. Int J Mol Sci 2022;23(23):15054. 
doi:10.3390/ijms232315054, PMID:36499380.

[17]	 Hytti M, Piippo N, Korhonen E, Honkakoski P, Kaarniranta K, Kaup-
pinen A. Fisetin and luteolin protect human retinal pigment epi-
thelial cells from oxidative stress-induced cell death and regulate 
inflammation. Sci Rep 2015;5:17645. doi:10.1038/srep17645, PMID: 
26619957.

[18]	 Bai L, Nong Y, Shi Y, Liu M, Yan L, Shang J, et al. Luteolin Inhibits 
Hepatitis B Virus Replication through Extracellular Signal-Regulated 
Kinase-Mediated Down-Regulation of Hepatocyte Nuclear Factor 
4α Expression. Mol Pharm 2016;13(2):568–577. doi:10.1021/acs.
molpharmaceut.5b00789, PMID:26656210.

[19]	 Yan J, Wang Q, Zheng X, Sun H, Zhou Y, Li D, et al. Luteolin enhanc-
es TNF-related apoptosis-inducing ligand’s anticancer activity in a 
lung cancer xenograft mouse model. Biochem Biophys Res Com-
mun 2012;417(2):842–846. doi:10.1016/j.bbrc.2011.12.055, PMID: 
22206675.

[20]	 Gong G, Guan YY, Zhang ZL, Rahman K, Wang SJ, Zhou S, et al. Isor-
hamnetin: A review of pharmacological effects. Biomed Pharmaco-
ther 2020;128:110301. doi:10.1016/j.biopha.2020.110301, PMID: 
32502837.

[21]	 Periferakis A, Periferakis AT, Troumpata L, Periferakis K, Scheau 
AE, Savulescu-Fiedler I, et al. Kaempferol: A Review of Current Evi-
dence of Its Antiviral Potential. Int J Mol Sci 2023;24(22):16299. 
doi:10.3390/ijms242216299, PMID:38003488.

[22]	 Yan H, Ma L, Wang H, Wu S, Huang H, Gu Z, et al. Luteolin de-
creases the yield of influenza A virus in vitro by interfering with the 
coat protein I complex expression. J Nat Med 2019;73(3):487–496. 
doi:10.1007/s11418-019-01287-7, PMID:30758716.

[23]	 Liu AL, Liu B, Qin HL, Lee SM, Wang YT, Du GH. Anti-influenza virus 
activities of flavonoids from the medicinal plant Elsholtzia rugulo-
sa. Planta Med 2008;74(8):847–851. doi:10.1055/s-2008-1074558, 
PMID:18553272.

[24]	 Abdal Dayem A, Choi HY, Kim YB, Cho SG. Antiviral effect of meth-
ylated flavonol isorhamnetin against influenza. PLoS One 2015;10 
(3):e0121610. doi:10.1371/journal.pone.0121610, PMID:25806943.

[25]	 Li J, Xu Y, Lin Z, Guan L, Chen S, Zhou L. Isorhamnetin inhibits ampli-
fication of influenza A H1N1 virus inflammation mediated by inter-
feron via the RIG-I/JNK pathway. Ann Transl Med 2021;9(16):1327. 
doi:10.21037/atm-21-3532, PMID:34532464.

[26]	 Yoshida Y, Niki E. Antioxidant effects of phytosterol and its compo-
nents. J Nutr Sci Vitaminol (Tokyo) 2003;49(4):277–280. doi:10.3177/
jnsv.49.277, PMID:14598915.

[27]	 Plat J, Hendrikx T, Bieghs V, Jeurissen ML, Walenbergh SM, van Gorp PJ, 
et al. Protective role of plant sterol and stanol esters in liver inflamma-
tion: insights from mice and humans. PLoS One 2014;9(10):e110758. 
doi:10.1371/journal.pone.0110758, PMID:25356831.

[28]	 Kim KA, Lee IA, Gu W, Hyam SR, Kim DH. β-Sitosterol attenuates 
high-fat diet-induced intestinal inflammation in mice by inhibiting 
the binding of lipopolysaccharide to toll-like receptor 4 in the NF-
κB pathway. Mol Nutr Food Res 2014;58(5):963–972. doi:10.1002/
mnfr.201300433, PMID:24402767.

[29]	 Moon DO, Lee KJ, Choi YH, Kim GY. Beta-sitosterol-induced-apop-
tosis is mediated by the activation of ERK and the downregulation 
of Akt in MCA-102 murine fibrosarcoma cells. Int Immunopharma-
col 2007;7(8):1044–1053. doi:10.1016/j.intimp.2007.03.010, PMID: 
17570321.

[30]	 Zhou BX, Li J, Liang XL, Pan XP, Hao YB, Xie PF, et al. β-sitosterol ame-
liorates influenza A virus-induced proinflammatory response and 
acute lung injury in mice by disrupting the cross-talk between RIG-I 
and IFN/STAT signaling. Acta Pharmacol Sin 2020;41(9):1178–1196. 
doi:10.1038/s41401-020-0403-9, PMID:32504068.

[31]	 Wang H, Xie Z, Fu F, Kang Y, Tian J, Zhang X, et al. Comparative 
study on innate immune molecules of A549 cells infected with in-
fluenza A and B viruses. Chi J Immunology 2023;39(8):1569–1572. 
doi:10.3969/j.issn.1000-484X.2023.08.001.

[32]	 Datta SR, Brunet A, Greenberg ME. Cellular survival: a play in 
three Akts. Genes Dev 1999;13(22):2905–2927. doi:10.1101/
gad.13.22.2905, PMID:10579998.

[33]	 Denisova OV, Söderholm S, Virtanen S, Von Schantz C, Bychkov 
D, Vashchinkina E, et al. Akt inhibitor MK2206 prevents influen-
za pH1N1 virus infection in vitro. Antimicrob Agents Chemother 
2014;58(7):3689–3696. doi:10.1128/AAC.02798-13, PMID:24752266.

[34]	 Zhirnov OP, Klenk HD. Control of apoptosis in influenza virus-in-
fected cells by up-regulation of Akt and p53 signaling. Apoptosis 
2007;12(8):1419–1432. doi:10.1007/s10495-007-0071-y, PMID:174 
68837.

[35]	 Eierhoff T, Hrincius ER, Rescher U, Ludwig S, Ehrhardt C. The epider-

https://doi.org/10.14218/FIM.2024.00030
https://doi.org/10.1016/j.mcna.2013.03.001
http://www.ncbi.nlm.nih.gov/pubmed/23809717
http://www.ncbi.nlm.nih.gov/pubmed/31845781
https://doi.org/10.1186/s12879-016-1966-4
https://doi.org/10.1186/s12879-016-1966-4
http://www.ncbi.nlm.nih.gov/pubmed/27793117
https://doi.org/10.1001/archinte.160.21.3243
http://www.ncbi.nlm.nih.gov/pubmed/11088084
https://doi.org/10.1086/506352
http://www.ncbi.nlm.nih.gov/pubmed/16886147
https://doi.org/10.1186/s12985-015-0448-4
http://www.ncbi.nlm.nih.gov/pubmed/26651485
https://doi.org/10.1007/s40265-018-0899-1
http://www.ncbi.nlm.nih.gov/pubmed/29623652
https://doi.org/10.13463/j.cnki.cczyy.2023.02.013
https://doi.org/10.13729/j.issn.1671-7813.z20200108
https://doi.org/10.19540/j.cnki.cjcmm.20230804.501
https://doi.org/10.13288/j.11-2166/r.2022.01.016
https://doi.org/10.1128/cmr.00040-22
http://www.ncbi.nlm.nih.gov/pubmed/36645300
https://doi.org/10.3390/molecules25184073
http://www.ncbi.nlm.nih.gov/pubmed/32906577
https://doi.org/10.3390/ijms232315054
http://www.ncbi.nlm.nih.gov/pubmed/36499380
https://doi.org/10.1038/srep17645
http://www.ncbi.nlm.nih.gov/pubmed/26619957
https://doi.org/10.1021/acs.molpharmaceut.5b00789
https://doi.org/10.1021/acs.molpharmaceut.5b00789
http://www.ncbi.nlm.nih.gov/pubmed/26656210
https://doi.org/10.1016/j.bbrc.2011.12.055
http://www.ncbi.nlm.nih.gov/pubmed/22206675
https://doi.org/10.1016/j.biopha.2020.110301
http://www.ncbi.nlm.nih.gov/pubmed/32502837
https://doi.org/10.3390/ijms242216299
http://www.ncbi.nlm.nih.gov/pubmed/38003488
https://doi.org/10.1007/s11418-019-01287-7
http://www.ncbi.nlm.nih.gov/pubmed/30758716
https://doi.org/10.1055/s-2008-1074558
http://www.ncbi.nlm.nih.gov/pubmed/18553272
https://doi.org/10.1371/journal.pone.0121610
http://www.ncbi.nlm.nih.gov/pubmed/25806943
https://doi.org/10.21037/atm-21-3532
http://www.ncbi.nlm.nih.gov/pubmed/34532464
https://doi.org/10.3177/jnsv.49.277
https://doi.org/10.3177/jnsv.49.277
http://www.ncbi.nlm.nih.gov/pubmed/14598915
https://doi.org/10.1371/journal.pone.0110758
http://www.ncbi.nlm.nih.gov/pubmed/25356831
https://doi.org/10.1002/mnfr.201300433
https://doi.org/10.1002/mnfr.201300433
http://www.ncbi.nlm.nih.gov/pubmed/24402767
https://doi.org/10.1016/j.intimp.2007.03.010
http://www.ncbi.nlm.nih.gov/pubmed/17570321
https://doi.org/10.1038/s41401-020-0403-9
http://www.ncbi.nlm.nih.gov/pubmed/32504068
https://doi.org/10.3969/j.issn.1000-484X.2023.08.001
https://doi.org/10.1101/gad.13.22.2905
https://doi.org/10.1101/gad.13.22.2905
http://www.ncbi.nlm.nih.gov/pubmed/10579998
https://doi.org/10.1128/AAC.02798-13
http://www.ncbi.nlm.nih.gov/pubmed/24752266
https://doi.org/10.1007/s10495-007-0071-y
http://www.ncbi.nlm.nih.gov/pubmed/17468837
http://www.ncbi.nlm.nih.gov/pubmed/17468837


DOI: 10.14218/FIM.2024.00030  |  Volume 3 Issue 3, September 2024 171

Yang M.X. et al: Mechanism of SFJD in treating influenza Future Integr Med

mal growth factor receptor (EGFR) promotes uptake of influenza 
A viruses (IAV) into host cells. PLoS Pathog 2010;6(9):e1001099. 
doi:10.1371/journal.ppat.1001099, PMID:20844577.

[36]	 Olsen CW, Kehren JC, Dybdahl-Sissoko NR, Hinshaw VS. bcl-2 al-
ters influenza virus yield, spread, and hemagglutinin glycosylation. 
J Virol 1996;70(1):663–666. doi:10.1128/JVI.70.1.663-666.1996, 
PMID:8523590.

[37]	 Nencioni L, De Chiara G, Sgarbanti R, Amatore D, Aquilano K, Marcoc-
ci ME, et al. Bcl-2 expression and p38MAPK activity in cells infected 
with influenza A virus: impact on virally induced apoptosis and viral 
replication. J Biol Chem 2009;284(23):16004–16015. doi:10.1074/
jbc.M900146200, PMID:19336399.

[38]	 Wurzer WJ, Planz O, Ehrhardt C, Giner M, Silberzahn T, Pleschka S, 
et al. Caspase 3 activation is essential for efficient influenza virus 
propagation. EMBO J 2003;22(11):2717–2728. doi:10.1093/emboj/
cdg279, PMID:12773387.

[39]	 Schütze S, Wiegmann K, Machleidt T, Krönke M. TNF-induced ac-
tivation of NF-kappa B. Immunobiology 1995;193(2-4):193–203. 
doi:10.1016/s0171-2985(11)80543-7, PMID:8530143.

[40]	 Pandey P, Al Rumaih Z, Kels MJT, Ng E, Kc R, Chaudhri G, et al. Tar-
geting ectromelia virus and TNF/NF-κB or STAT3 signaling for effec-
tive treatment of viral pneumonia. Proc Natl Acad Sci U S A 2022; 
119(8):e2112725119. doi:10.1073/pnas.2112725119, PMID:35177 
474.

[41]	 Hu F, Mu R, Zhu J, Shi L, Li Y, Liu X, et al. Hypoxia and hypoxia-induci-
ble factor-1α provoke toll-like receptor signalling-induced inflamma-
tion in rheumatoid arthritis. Ann Rheum Dis 2014;73(5):928–936. 
doi:10.1136/annrheumdis-2012-202444, PMID:23644550.

[42]	 Semenza GL. HIF-1 mediates metabolic responses to intratumoral 
hypoxia and oncogenic mutations. J Clin Invest 2013;123(9):3664–
3671. doi:10.1172/JCI67230, PMID:23999440.

[43]	 Li X, Shan C, Wu Z, Yu H, Yang A, Tan B. Emodin alleviated pul-
monary inflammation in rats with LPS-induced acute lung injury 
through inhibiting the mTOR/HIF-1α/VEGF signaling pathway. In-
flamm Res 2020;69(4):365–373. doi:10.1007/s00011-020-01331-3, 
PMID:32130427.

[44]	 Zou W, Chen D, Xiong M, Zhu J, Lin X, Wang L, et al. Insights into 
the increasing virulence of the swine-origin pandemic H1N1/2009 
influenza virus. Sci Rep 2013;3:1601. doi:10.1038/srep01601, PMID: 
23549303.

[45]	 To EE, Broughton BR, Hendricks KS, Vlahos R, Selemidis S. Influenza 
A virus and TLR7 activation potentiate NOX2 oxidase-dependent ROS 
production in macrophages. Free Radic Res 2014;48(8):940–947. doi
:10.3109/10715762.2014.927579, PMID:24869957.

[46]	 Zhang J, Miao J, Hou J, Lu C. The effects of H3N2 swine influenza vi-
rus infection on TLRs and RLRs signaling pathways in porcine alveolar 
macrophages. Virol J 2015;12:61. doi:10.1186/s12985-015-0284-6, 
PMID:26021751.

https://doi.org/10.14218/FIM.2024.00030
https://doi.org/10.1371/journal.ppat.1001099
http://www.ncbi.nlm.nih.gov/pubmed/20844577
https://doi.org/10.1128/JVI.70.1.663-666.1996
http://www.ncbi.nlm.nih.gov/pubmed/8523590
https://doi.org/10.1074/jbc.M900146200
https://doi.org/10.1074/jbc.M900146200
http://www.ncbi.nlm.nih.gov/pubmed/19336399
https://doi.org/10.1093/emboj/cdg279
https://doi.org/10.1093/emboj/cdg279
http://www.ncbi.nlm.nih.gov/pubmed/12773387
https://doi.org/10.1016/s0171-2985(11)80543-7
http://www.ncbi.nlm.nih.gov/pubmed/8530143
https://doi.org/10.1073/pnas.2112725119
http://www.ncbi.nlm.nih.gov/pubmed/35177474
http://www.ncbi.nlm.nih.gov/pubmed/35177474
https://doi.org/10.1136/annrheumdis-2012-202444
http://www.ncbi.nlm.nih.gov/pubmed/23644550
https://doi.org/10.1172/JCI67230
http://www.ncbi.nlm.nih.gov/pubmed/23999440
https://doi.org/10.1007/s00011-020-01331-3
http://www.ncbi.nlm.nih.gov/pubmed/32130427
https://doi.org/10.1038/srep01601
http://www.ncbi.nlm.nih.gov/pubmed/23549303
https://doi.org/10.3109/10715762.2014.927579
http://www.ncbi.nlm.nih.gov/pubmed/24869957
https://doi.org/10.1186/s12985-015-0284-6
http://www.ncbi.nlm.nih.gov/pubmed/26021751

	﻿﻿Abstract﻿

	﻿﻿﻿﻿Introduction﻿

	﻿﻿﻿Materials and methods﻿

	﻿﻿Prediction of potential targets of SFJD in the treatment of influenza﻿

	﻿﻿﻿﻿Construction of potential target network﻿

	﻿﻿﻿Expression level of potential therapeutic targets in various tissues/cells﻿

	﻿﻿﻿Functional enrichment analysis of potential therapeutic targets﻿

	﻿﻿﻿Molecular docking﻿


	﻿﻿﻿﻿Results﻿

	﻿﻿SFJD active ingredients and their targets﻿

	﻿﻿﻿Influenza disease genes﻿

	﻿﻿﻿﻿Potential therapeutic targets﻿

	﻿﻿﻿Interaction network of potential therapeutic targets﻿

	﻿﻿﻿﻿﻿Tissue/cell-specific expression of potential therapeutic targets﻿

	﻿﻿﻿﻿GO functional enrichment analysis﻿

	﻿﻿﻿﻿KEGG functional enrichment analysis﻿

	﻿﻿﻿﻿Molecular docking visualization﻿


	﻿﻿﻿﻿﻿﻿﻿Discussion﻿

	﻿﻿﻿Conclusions﻿

	﻿﻿﻿﻿﻿Acknowledgments﻿

	﻿﻿﻿Funding﻿

	﻿﻿﻿Conflict of interest﻿

	﻿﻿﻿Author contributions﻿

	﻿﻿﻿Data sharing statement﻿

	﻿﻿﻿References﻿


