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Abstract: The rising global morbidity and mortality rates of non-small cell lung cancer (NSCLC) underscore the urgent need 
for more effective treatments. Current therapeutic modalities—including surgery, radiotherapy, chemotherapy, and targeted 
therapy—face several limitations. Recently, Astragalus membranaceus, a traditional Chinese medicine (TCM), has captured 
significant attention due to its broad pharmacological properties, such as immune regulation, anti-inflammatory effects, and the 
modulation of reactive oxygen species (ROS) and enzyme activities. This review delivers a comprehensive summary of the 
most recent advancements and ongoing applications of Astragalus membranaceus in NSCLC treatment, underlining its 
potential for integration into existing treatment protocols. It also highlights essential areas for future research, including the 
elucidation of its molecular mechanisms, optimization of dosage and administration, and evaluation of its efficacy and safety 
alongside standard therapies, all of which could potentially improve therapeutic outcomes for NSCLC patients. 
Keywords: non-small cell lung cancer, Astragalus membranaceus, antitumor activity, immunoregulation, cisplatin

Introduction
At present, lung cancer is the leading cause of cancer death globally. The 5-year survival rate for patients with lung cancer is 
only 10% −20% in most countries.1 Histologically, non-small cell lung cancer (NSCLC) accounts for approximately 85% of 
lung cancer, and its current 5-year survival rate remains below 20%.2 The traditional therapies for NSCLC include surgical 
resection, radiation therapy, and chemotherapy.3 For NSCLC patients, chemotherapy drugs are cytotoxic drugs based on 
cisplatin (DDP), such as paclitaxel (PTX) and docetaxel (DTX). However, chemotherapy often accompanies serious adverse 
reactions, and these treatment options often have limited efficacy.4 Therefore, the search for new antitumor drugs with low 
toxicity and side effects has become a focus of research. Traditional Chinese medicine (TCM) has been used for cancer 
treatment in China and other Asian countries for over 1000 years. Numerous evidence has demonstrated that TCM, as an 
adjunctive therapy, can improve the efficacy of chemotherapy and radiation therapy and reduce side effects.5

Astragalus membranaceus is the dry root of Astragalus membranaceus (Fisch.) Bge.var. Mongolicus (Bge.) Hsiao or 
(Astragalus membranaceus (Fisch.) Bge.).6,7 Modern pharmacological studies have found that Astragalus membranaceus 
mainly exerts effects on anti-inflammation, antitumor, antioxidant, anti-allergy, anti-diabetes and treatment of various 
diseases.8–10 According to previous studies, Astragalus membranaceus can treat NSCLC through different molecular 
pathways, and its antitumor mechanisms include inhibiting cell proliferation, affecting cell cycle, and inducing 
apoptosis.8 Based on existing literatures, this review summarizes the existing research results, introduces the active 
ingredients, pharmacological effects, and clinical applications of Astragalus membranaceus in the treatment of NSCLC.

The Active Ingredients and Pharmacological Effects of Astragalus 
membranaceus
The effective pharmacological components of Astragalus membranaceus include Astragalus polysaccharides (APS), 
saponins, flavonoids, as well as other components such as vanillic acid, riboflavin, chlorogenic acid, folate, and 
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sterols.7,11 Among them, APS has been extensively studied, and it has multiple biological functions, including immune 
regulation, antioxidant stress, and anti-apoptosis.12 Experimental results have confirmed the immunomodulatory and anti- 
inflammatory activities of APS13 and its antitumor effects.14,15 To better understand the molecular basis of these effects, 
Figure 1 presents the chemical structures of these key active ingredients, elucidating their potential roles in the 
pharmacological activities of Astragalus membranaceus.

APS
APS is one of the most important macromolecular active substances in Astragalus membranaceus, mainly divided into 
heteropolysaccharides and glucans.16 Numerous studies have explored that APS has multiple biological functions, such 
as antioxidant, anti-inflammatory, and immunomodulatory activities,17 and has the potential to treat nervous system 
disease,18 cardiovascular disease,19 diabetes20 and cancers.21,22

APS can promote the proliferation of bone marrow-derived dendritic cells (DCs), enhance T cell proliferation and 
antigen presentation ability, and induce the production of Interferon gamma (IFN- γ) and IL-2 and upregulation of CD80 
and CD86 expression.23 APS can also promote the phagocytic function of macrophages, promoting the secretion of nitric 
oxide (NO) and inducible nitric oxide synthase (iNOS) by macrophages.24 Meanwhile, APS can stimulate macrophages 
to produce IL-6 and IL-1β, tumor necrosis factor-α (TNF-α) and NO, stimulating macrophage activation.25 A recent 
study has proved that APS can attenuate Ochratoxin A (OTA)-induced immune stress in vitro and in vivo by activating 
the AMPK/SIRT-1 signaling pathway, significantly alleviating OTA-induced splenic injury in mice.26

The antitumor effects of APS can be summarized as APS directly inhibiting tumor cell proliferation and promoting 
cell apoptosis, APS combining with chemotherapy drugs to improve the efficacy of chemotherapy drugs, and APS 
exerting antitumor effects by regulating immune function. Chemotherapy is one of the effective treatments for highly 
invasive and metastatic cancers, while the long-term clinical application is limited by its dose-related toxicity. APS has 
been proven to promote chemosensitization on tumors, which can improve the efficacy of chemotherapy drugs.27 The 

Figure 1 Chemical structures of key active ingredients in Astragalus membranaceus. Depicted above are the chemical structures of various active ingredients extracted from 
Astragalus membranaceus, including Astragalus polysaccharides (APS), flavonoids, astragalosides, riboflavin, vanillic acid, and lupeol. These compounds are highlighted for their 
significant roles in pharmacological applications, contributing to the plant’s efficacy in traditional and modern medicine practices.
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combination of APS and 10-hydroxycamptothecin can elevate the expression of apoptosis-related genes and cysteinyl 
aspartate-specific proteinase (caspase-9/-3) that contain cysteine, in NSCLC cells. Moreover, they facilitate cell autop-
hagy by inhibiting mitogen activated protein kina-3 (MAP4K3) and downregulating the signal transduction of mechan-
ical target of rapamycin (mTOR), thereby achieving antitumor effects.28 Compared with treatment with cisplatin alone, 
the combination of APS and cisplatin can significantly increase the ratio of Bax/Bcl2 to suppress tumor cell proliferation 
and enhance apoptosis.29 Gefitinib is an epidermal growth factor receptor tyrosine kinase inhibitor that can be used to 
treat NSCLC. However, patients may develop resistance to gefitinib chemotherapy after 9–13 months of treatment. APS 
can reverse acquired chemoresistance in lung cancer cells by inhibiting the PD-L1/sterol regulatory element-binding 
protein-1/epithelial mesenchymal transition (EMT) signaling pathway.30 In vitro experiments have exhibited that APS 
had no direct cytotoxicity to mouse breast cancer cells (4T1), but APS could act on macrophages, further inducing cell 
cycle arrest (G2 phase) and apoptosis to significantly inhibit the growth of 4T1 cells.31 In addition, the benefits of APS in 
alleviating cancer-related fatigue and improving the quality of life of patients with advanced cancer have also been 
confirmed in clinical studies.32

Astragaloside (AS)
AS, a saponin compound extracted from Astragalus membranaceus, can be divided into AS-I, AS-II, and AS-IV.33 Among 
them, AS-IV, as a tetracyclic triterpenoid saponin in the form of lanolin ester alcohol, possesses the strongest biological 
activity and has multiple biological functions such as antitumor, antioxidant, anti-inflammatory, and immune regulation.34 It 
has been reported that AS-IV can reduce various types of inflammatory damage, such as organ damage induced by 
lipopolysaccharide (LPS), ischemia-reperfusion injury, allergic disease, diabetes and its complications, myocardial injury 
and hypertension.35 Another study has also implied that AS-IV can regulate inflammatory factors (IL-1β, TNF-α, intercellular 
adhesion molecules, and chemokines), inflammatory mediators (NO), and nuclear factor-κB (NF-κB) signal pathways and 
apoptosis-related genes to alleviate inflammatory injury.36 AS-IV can also inhibit the expression of Toll-like receptor-4 
(TLR4) and its downstream signaling molecules NF-κB, iNOS and COX-2 proteins to clear reactive oxygen species (ROS), 
thereby delaying or inhibiting cell oxidation, or serves as an exogenous antioxidant to maintain or rebuild redox balance.37

Many researchers have evaluated the antitumor effect of AS-IV in different cancer types (including lung cancer, colon 
cancer, liver cancer, stomach cancer and breast cancer) by cultivating cancer cell lines in vitro and xenotransplantation 
tumor animal models in vivo.34 Accumulating evidence has proved that the antitumor effect of AS-IV is mainly achieved 
by promoting cell apoptosis and autophagy, inhibiting cell proliferation, invasion, migration, and metastasis, as well as 
regulating the tumor microenvironment (TME) (including angiogenesis and innate and acquired immunity).38 EMT is 
a mechanism by which normal epithelial cells are transformed into mesenchymal cells, which in turn transform into 
malignant tumor cells. During the development of tumor, transforming growth factors (TGF)-β-1 or epidermal growth 
factor receptor (EGFR) can initiate endodermal transfer. Therefore, drugs that suppress EMT have therapeutic potential 
in cancer treatment. AS-IV regulates several signaling pathways related to endometrial transformation and autophagy, 
such as phosphatidylinositol-3-kinase (PI3K)/protein kinase B (AKT), mitogen activated protein kinase (MAPK)/ERK, 
Wnt/β Connexin and Transforming Growth Factor-β/SmadD signaling pathways, which are closely correlated with 
multiple tumors.39 Bax induces cell apoptosis, while Bcl2 inhibits cell apoptosis. The relative ratio of these two proteins 
(Bax/Bcl2) is essential for stimulating cell apoptosis. AS-IV induces Bax expression and decreases Bcl2 expression by 
inhibiting the activation of Akt/GSK-3b/b-catenin axis. In addition, as the concentration of AS-IV increases, AS-IV 
exerts obvious inhibitory effects on tumor cell metastasis.40 A previous study has also suggested that AS-IV could affect 
EMT to repress the invasion and metastasis of cervical cancer by inhibiting the phosphorylation of P38, MAPK, PI3K, 
AKT, and mTOR in cultured SiHA cervical cancer cells.41

Astragalus Flavone
Astragalus flavone, as one of the active substances extracted from Astragalus membranaceus, also has diverse biological 
activities, including antioxidant, anti-aging, anti-inflammatory, myocardial protection, antitumor, and immune enhancement 
effects.42 It has been found that total flavone of Astragalus membranaceus (TFA) can alleviate atherosclerosis and enhance 
plaque stability in apolipoprotein E deficient mice, which may be related to improving lipid metabolism and inhibiting 
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inflammation of liver and macrophages. In addition, TFA can also inhibit the adhesion between monocytes and inflammatory 
endothelial cells, which are associated with miR-33 expression and the inactivation of NF-κB activity and the arrangement of 
genes related to lipid metabolism.43

Vanillic Acid and Lupeol
Vanillic acid (VA, 4-Hydroxy-3-methoxybenzoic acid), a nutritional phenolic compound found in Astragalus 
membranaceus, has antioxidant, antimicrobial, genotoxic, and antitumor activities.44 A recent study has exhibited 
that a lung cancer model was established. Swiss albino mice were treated with benzo(a)pyrene (B(A)P) to establish 
a lung cancer model. The mice with B(A)P group elevated levels of carcinoembryonic antigen (CEA) and neuron- 
specific enolase (NSE), resulting in terminal weight loss and reduced activity of tissue enzymes and non-enzymatic 
antioxidants. However, these trends were evidently reversed by the combination of VA (200 mg/kg/b. wt) and 
B(A)P, indicating its antitumor effects on B(A)P-induced lung cancer.44 Moreover, extracellular regulated protein 
kinase (ERK) signaling pathway is one of the key pathways for lung cancer metastasis. Bhatt et al have found that 
Lupeol represses A549 cell metastasis in lung cancer in vitro by downregulating pErk1/2 protein, N-cadherin, and 
vimentin through the ERK signaling pathway.45 Another study has also displayed that Lupeol can inhibit the 
nuclear translocation and transcriptional activity of downstream molecule STAT3 of EGFR to suppress the 
phosphorylation of EGFR and downregulate the target genes of STAT3, thereby enhancing tumor cell apoptosis.46

Pharmacological Activity of Astragalus membranaceus in NSCLC
The multifaceted pharmacological actions of Astragalus membranaceus against NSCLC are pivotal in its therapeutic 
potential. These actions include inhibiting cell proliferation and promoting apoptosis, reducing cell invasion and 
metastasis, inhibiting angiogenesis, regulating cell autophagy, enhancing immune function, and improving the efficacy 
and safety of chemotherapy agents like cisplatin. Figure 2 summarizes these mechanisms, illustrating the comprehensive 
role of Astragalus membranaceus in modulating various molecular pathways in NSCLC.

Astragalus membranaceus Inhibits NSCLC Cell Proliferation and Promotes Apoptosis
NF- κB is a protein complex that is an important nuclear transcription factor within cells.47 They control the expression 
of many genes that play critical roles in growth, apoptosis, tumorigenesis, differentiation, embryonic development, tumor 
metastasis, as well as immune and inflammatory responses.48 Wu et al49 explored the antitumor activity of APS in human 
lung cancer cell lines A549 and NCI-H358. They found that APS significantly inhibited the proliferation of these cell 
lines. The NF-κB activator PMA weakened APS’s antitumor activity, while the NF-κB inhibitor Bay 11–7082 enhanced 
it. In vivo, APS delayed the growth of A549 cell xenografts in BALB/C nude mice. Mechanistically, APS inhibited the 
transcriptional activity of NF-κB subunit p65, reducing the expression of p50, cyclin D1, and Bcl-xL proteins, thereby 
inhibiting tumor cell proliferation.49 In addition, Wang et al50 studied the antitumor effects of the Qilian Formula (AAF) 
in a bone metastasis model using NCI-H460-luc2 lung cancer cells in mice tibiae. AAF, which includes Astragalus 
membranaceus, significantly inhibited tumor growth, suppressed osteoclast formation, and induced apoptosis through 
increased expression of Bal2, Bax, and caspase 3 genes, highlighting the therapeutic potential of Astragalus membra-
naceus in cancer treatment. Moreover, AS-IV can enhance paclitaxel-induced cell apoptosis and cell cycle arrest at G2/M 
phase and inhibit tumor cell proliferation to facilitate the chemotherapy sensitivity of cancer cells to paclitaxel.51

Astragalus membranaceus Inhibits NSCLC Cell Invasion and Metastasis
Early metastasis is the leading cause of death in patients with NSCLC.52,53 Metastasis involves a series of complex 
processes, including the shedding of tumor cells, degradation of extracellular matrix (ECM), invasion, migration, and 
adhesion of endothelial cells, as well as the reconstruction and growth at a distance, which require the interaction of 
different signaling pathways.54 Astragalus membranaceus has attracted widespread attention in TCM treating NSCLC 
due to its synergistic effect and minimal side effects. Early studies have shown that Astragalus membranaceus can inhibit 
the invasion and metastasis of tumor cells.55,56 EMT endows cancer cells with invasive and metastatic characteristics by 
promoting their mobility and invasiveness.57
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It has been reported that macrophage migration inhibitory factor (MIF) significantly affects anchoring independence, 
mobility, and invasiveness of lung adenocarcinoma cells.58 MIF can directly or indirectly elevate the levels of IL-6, IL- 
1β, IL-8, and TNF-α to enhance the occurrence of EMT.59 In vitro models and severe combined immunodeficiency 
disease (SCID) mouse models were established to investigate the roles of APS in lung adenocarcinoma A549 and CL1-2 
cells. The findings have revealed that APS exerts no effects on the growth of these tumor cells, while it inhibits the 
secretion of MIF, thereby repressing tumor cell migration and invasion.60 MicroRNA (miRNA) is a type of non-coding 
RNA with tumor suppressive or carcinogenic functions that is considered to play an indispensable role in the occurrence, 
progression, and metastasis of various cancers, including NSCLC.61 Tao et al62 have suggested that the upregulation of 
miR-195-5p is positively correlated with the survival rate of lung cancer patients through bioinformatics analysis. It has 
also been proved that APS can inhibit the invasion and metastasis of NSCLC cells, specifically A549 and NCI-H1299 
cells, by upregulating miR-195-5p.

Astragalus membranaceus Inhibits Angiogenesis in NSCLC
The development of tumors mainly relies on vascular supply, which is promoted by the angiogenic activity within 
malignant tissues.63 Inhibition of angiogenesis is regarded as a promising method for treating NSCLC.64 As 

Figure 2 Pharmacological activity of Astragalus membranaceus in NSCLC. The diagram presents a comprehensive view of the antitumor effects exerted by Astragalus 
membranaceus against Non-Small Cell Lung Cancer (NSCLC). It highlights the plant’s active compounds - including Astragalus polysaccharide (APS), Astragaloside (AS), and 
Astragalus flavone - and their interactions with key cellular pathways. These compounds target and modulate multiple processes: they inhibit angiogenesis via VEGF and 
VEGFR signaling; they suppress tumor proliferation by downregulating the NF-κB pathway and CyclinD1 expression; they promote apoptosis through caspase activation and 
balancing Bcl-2/Bax proteins. Additionally, the diagram indicates the role of Astragalus membranaceus in immune regulation, enhancing the activity of Th1 cells and M1 
macrophages, while reducing T cell suppression. It also illustrates the inhibition of autophagy, a process that may enhance the apoptosis of tumor cells, thus potentially 
serving as a beneficial therapeutic agent in the treatment of NSCLC.
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a downstream effector of EGFR, transcription activating factor 3 (STAT3) activates through EGFR-induced signaling 
cascade, leading to transcriptional regulation of cell proliferation, angiogenesis, and metastasis. Obtained data have 
indicated that Astragalus membranaceus, Angelica sinensis, Trichosanthin, and Docetaxel (DTX) induce apoptosis in 
NSCLC H460 cells by inhibiting the EGFR and STAT3 signaling pathways.65 DTX-mediated NSCLC H460 cell 
apoptosis is alleviated by increasing apoptosis of apoptotic marker proteins including cleaved caspase-7 and cleaved 
PARP. In addition, the combination of Astragalus membranaceus, Angelica sinensis, and Trichosanthin suppresses 
angiogenesis by downregulating the angiogenic marker CD31. DTX also has an inhibitory effect on the expression of 
vascular endothelial growth factor.65 Previous studies have shown that a combination of Astragalus membranaceus, 
Angelica sinensis, and Trichosanthin can suppress tumor angiogenesis by inhibiting VEGF-induced VEGFR2 activation. 
Although this combination did not affect the viability of H460 NSCLC cells in vitro, it significantly reduced tumor 
growth in vivo. This reduction was associated with decreased levels of VEGF-related markers, such as p-VEGFR2, and 
an increase in apoptosis markers in the tumor tissues.66

Astragalus membranaceus Regulates Cell Autophagy
Autophagy is the autophagy of cytoplasmic organelles to degrade misfolded proteins, damaged organelles, or cancer cells.67 

Autophagy and cell apoptosis are important mechanisms contributing to cancer progression.68 Cisplatin resistant NSCLC 
A549 and H1299 cell lines (A549Cis, H1299Cis) were treated with different concentrations of cisplatin (0, 20, and 60 μM) 
for 24 h, the expression of GRP78 and PERK (two endoplasmic reticulum stress-related proteins) and autophagy-related 
proteins (Beclin1, Lc3 II/I) in A549Cis and H1299Cis are significantly increased in a dose-dependent manner. Compared 
with cells treated with cisplatin (20 μM), the expression of GRP78 and Beclin1 in A549Cis and H1299Cis is significantly 
downregulated after combination of AS-IV and cisplatin, indicating that AS-IV may enhance the antitumor effect of 
cisplatin by inhibiting endoplasmic reticulum stress and autophagy. Moreover, A549Cis and H1299Cis cells are treated with 
autophagy activator rapamycin (100 nM) and endoplasmic reticulum stress inducer tuniamycin (5μg/mL) and the results 
have revealed that both rapamycin and tranexamycin can increase the survival rate of A549Cis and H1299Cis cells and 
reduce cell apoptosis rate, which further proves that AS-IV facilitates sensitivity of NSCLC cells to cisplatin by inhibiting 
endoplasmic reticulum stress and autophagy.69 P62 is responsible for identifying ubiquitin labeled substrates as autophagy 
targets, while LC3 is the main effector factor of autophagy, and its conversion from LC3-I to LC3-II may activate 
autophagy.70 Bevacizumab (BV) can inhibit tumor growth in various cancers, including lung adenocarcinoma, but its 
therapeutic effect is significantly weakened due to drug resistance. A recent study utilizing the A549 lung adenocarcinoma 
cell line has demonstrated that AS-IV significantly enhances BV’s inhibitory effects on cell proliferation and promotes 
apoptosis by inhibiting autophagy, thereby improving BV’s overall efficacy against lung adenocarcinoma. In experiments 
involving the A549 cell line, treatment with AS-IV and BV resulted in significantly higher levels of autophagy-related 
proteins P62, LC-3I, and LC-3II compared to treatment with BV alone. These findings indicate that AS-IV can mitigate BV 
resistance and enhance its antitumor effects by modifying autophagic activity.70

Astragalus membranaceus Regulates Immune Function
There are various immune cells in the tumor microenvironment, among which Th1, Tc, DC, and NK cells, as well as M1 
type tumor associated macrophages (TAMs), are closely related to antitumor immunity and tumor suppression. Th2 and 
M2 cells can affect immune suppression and induce tumor development.71 Th1 type cytokines such as IFN-γ stimulate 
the differentiation of M1 macrophages, while Th2 cytokines such as IL-4 trigger the expression of M2 macrophages.72 

A clinical study has revealed that the decrease in ratio of Th1/Th2 cytokines and M1/M2 TAMs is closely related to 
cancer progression and poor patient prognosis.73 Astragalus membranaceus has the ability to enhance macrophage 
phagocytic function and cytotoxic activity of NK cells and CD8+T cells, while inhibiting the function of regulatory 
T cells.74,75 Another study has also found that the combination of Astragalus membranaceus and Angelica sinensis can 
significantly elevate the IFN-γ level in the serum of tumor-bearing mice to promote the differentiation of tumor cells Tc, 
NK cells, and M1 TAMs. Meanwhile, it can also rebalance the Th/Tc cell ratio and suppress the expression of IL-2 and 
M2 TAM.76 These findings have demonstrated that Astragalus membranaceus possesses immune regulatory function by 
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stimulating the activation of Th1 and NK cells, the secretion of IFN-α, and differentiation of Tc cells and M1 TAM, 
ultimately inhibiting tumor growth.

Bamodu et al15 have displayed that APS significantly elevates the polarization ratio of M1/M2 macrophages in 
NSCLC H441 and H1299 cells, and APS induces the increase of tumor M1 cells in vitro, which is positively correlated 
with downregulation of tumor promoting factors IL-6 and IL-10 in NSCLC cell conditioned medium, while inhibiting 
cell proliferation, clone formation, and tumor sphere formation. APS can also promote the functional maturation of DCs, 
thereby enhancing T cell-mediated antitumor immune responses.

Astragalus membranaceus Enhances Sensitivity to Cisplatin and Prevents 
Cisplatin-Induced Acute Renal Injury
In cancer chemotherapy, most antitumor drugs exhibit resistance to cancer cells, leading to chemotherapy failure and 
tumor recurrence. Cisplatin is one of the first-line antitumor drugs for treating solid tumors, but its resistance remains the 
main obstacle to chemotherapy efficacy in NSCLC patients.77 Acute renal injury caused by cisplatin is a common 
complication of chemotherapy, but there is still a lack of effective preventive measures in clinical practice.78 The 
transformation of tumor drug resistance can be mediated by various parameters, such as regulating drug efflux/inflow, 
altering drug detoxification systems, expressing apoptosis, and genes/proteins in drug distribution.79 Yu Ping Feng San 
(YPFS) is a famous ancient Chinese medicine combination formula consisting of Astragalus membranaceus, 
Atractylodes macrocephala, and Fangfengcao, which is commonly used in clinical practice to treat immune diseases. 
Du et al80 have demonstrated that YPFS stimulates the accumulation of cisplatin in cultured A549 cells or its cisplatin- 
resistant A549/DDP cells, leading to a reduction in tumor cell viability. Moreover, YPFS results in reduced expression of 
NF-κB p65 subunit, leading to an increase in the ratio of Bax/Bcl-2, which enhances apoptosis in tumor cells. It can be 
speculated that YPFS reduces the activity and expression of ATP binding cassette transporters and glutathione S-transfers 
(GST), thereby increasing cisplatin content in A549/A549-DDP cells. Meanwhile, YPFS downregulates the NF-κB p65 
subunit to increase proportion of Bax/Bcl-2. Finally, YPFS triggers cell death with cisplatin synergistically.

APS inhibits cisplatin induced mitochondrial and intracellular ROS production in human renal tubular epithelial cells 
(HK-2). APS can block the opening of mitochondrial permeability transition pores induced by cisplatin to maintain the 
normal morphology of mitochondria and reduce the overflow of cytochrome c. And then APS represses cisplatin-induced 
apoptosis in mouse kidney cells and HK-2 cells.81 In summary, this study proves that APS pretreatment may prevent 
cisplatin-induced renal injury by relieving oxidative damage, protecting mitochondria, and improving mitochondrial- 
mediated cell apoptosis.81

Discussion
Existing evidences have indicated that Astragalus membranaceus has significant effects on NSCLC, and its mechanism is 
complex and diverse. The antitumor effect of Astragalus membranaceus has been confirmed in NSCLC cells in vitro and 
NSCLC animal models. Astragalus membranaceus can promote apoptosis and autophagy of NSCLC cells, inhibit the 
proliferation, invasion, metastasis, and EMT of tumor cells, enhance the activity of immune cells, and facilitate the transformation 
of M2 macrophages into M1 macrophages. In addition, Astragalus membranaceus also increases the sensitivity of NSCLC cells 
to cisplatin and other chemotherapy drugs, improving the efficacy of chemotherapy and immunotherapy. In conclusion, the 
antitumor effect of Astragalus membranaceus is mainly achieved by upregulating or downregulating different signaling path-
ways or other mechanisms. These findings highlight the antitumor effects of Astragalus membranaceus and its potential as an 
anti-NSCLC drug or adjuvant for NSCLC treatment.

At present, complete resection surgery is the most effective method for treating NSCLC However, most patients 
diagnosed with NSCLC have missed the opportunity for surgery at the time of diagnosis.82 Chemotherapy is the main 
method for treating advanced NSCLC, and cisplatin is the first-line chemotherapy drug.83 Cisplatin directly kills cancer 
cells by inducing apoptosis, while long-term use of cisplatin often leads to drug resistance, leading to treatment failure.84 

Cisplatin induces apoptosis in NSCLC cells through upregulation of glucose regulatory protein 78 (GRP78)-mediated 
endoplasmic reticulum stress.85 Accumulating evidence has found that P21 activated kinase 4 (PAK4) is highly expressed 
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in cisplatin-resistant NSCLC cells and is associated with increased intracellular calcium concentration and endoplasmic 
reticulum stress, revealing the important role of PAK4 in regulating cell resistance and endoplasmic reticulum stress. 
PAK4 inhibitors suppress the resistance of NSCLC cells to cisplatin, demonstrating that targeting PAK4 can reverse the 
resistance of NSCLC to cisplatin.86 PAK4 knockout can reduce the expression of GRP78 in A549-res and NCI-H520-res 
cells. A previous study has also revealed that endoplasmic reticulum stress is regulated by GRP78. AS-IV can inhibit 
endoplasmic reticulum stress and autophagy by downregulating GRP78, thereby increasing the sensitivity of NSCLC 
cells to cisplatin.69 Therefore, we propose a hypothesis that AS-IV can act on the PAK4 target to reduce the expression of 
GRP78, thereby stimulating the sensitivity of NSCLC to cisplatin. These findings provide new targets and strategies for 
the treatment of NSCLC.

Conclusion and Future Perspectives
This review has comprehensively explored the promising antitumor properties of Astragalus membranaceus in the 
context of NSCLC. With its diverse pharmacological effects, including the modulation of immune responses, induction 
of apoptosis, inhibition of cell proliferation, and enhancement of chemotherapy sensitivity, Astragalus membranaceus 
presents a valuable adjunct to conventional cancer therapies. However, despite these encouraging findings, several gaps 
remain in the translation of preclinical results into clinical practice.

To better integrate Astragalus membranaceus into clinical settings for the treatment of NSCLC, future research 
should prioritize several key areas. First, robust, large-scale clinical trials are crucial to validate its efficacy and safety, 
focusing on determining optimal dosing regimens and identifying potential interactions with standard chemotherapy 
agents. Additionally, although significant progress has been made in understanding the biological activities of Astragalus 
membranaceus, the detailed molecular mechanisms behind its antitumor effects still need further elucidation, which 
could reveal new therapeutic targets. Another critical area of research is investigating how Astragalus membranaceus can 
overcome or prevent resistance to existing therapies, a major hurdle in NSCLC treatment. Finally, considering its benefits 
on patient well-being and side effect management, further studies should also explore its impact on the quality of life, 
particularly in palliative care settings, to fully assess its potential as a supportive treatment option.

By addressing these research gaps, Astragalus membranaceus could be better positioned as a clinically viable option 
for NSCLC treatment, potentially improving patient outcomes and expanding the arsenal against this challenging disease.

Data Sharing Statement
Data sharing is not applicable to this article as no datasets were generated or analysed during the current study.

Author Contributions
All authors made a significant contribution to the work reported, whether that is in the conception, study design, 
execution, acquisition of data, analysis and interpretation, or in all these areas; took part in drafting, revising or critically 
reviewing the article; gave final approval of the version to be published; have agreed on the journal to which the article 
has been submitted; and agree to be accountable for all aspects of the work.

Funding
There is no funding to report.

Disclosure
The authors declare that they have no competing interests in this work.

References
1. Thai AA, Solomon BJ, Sequist LV, Gainor JF, Heist RS. Lung cancer. Lancet. 2021;398(10299):535–554. doi:10.1016/S0140-6736(21)00312-3
2. Siegel RL, Miller KD, Wagle NS, Jemal A. Cancer statistics, 2023. Ca a Cancer J Clinicians. 2023;73(1):17–48. doi:10.3322/caac.21763

https://doi.org/10.2147/CMAR.S466633                                                                                                                                                                                                                               

DovePress                                                                                                                                              

Cancer Management and Research 2024:16 916

Li et al                                                                                                                                                          Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1016/S0140-6736(21)00312-3
https://doi.org/10.3322/caac.21763
https://www.dovepress.com
https://www.dovepress.com


3. Matsumoto K, Shiroyama T, Tamiya M, et al. Real-world outcomes of nivolumab plus ipilimumab and pembrolizumab with platinum-based 
chemotherapy in advanced non-small cell lung cancer: a multicenter retrospective comparative study. Cancer Immunol Immun. 2024;73(1):4. 
doi:10.1007/s00262-023-03583-4

4. Ning X, Yu Y, Shao S, et al. The prospect of immunotherapy combined with chemotherapy in patients with advanced non-small cell lung cancer: 
a narrative review. Ann Transl Med. 2021;9(22):1703. doi:10.21037/atm-21-4878

5. Shen S, Jiang S. Chinese herbal medicines of supplementing Qi and nourishing Yin combined with chemotherapy for non-small cell lung cancer: a 
meta-analysis and systematic review. J Cell Biochem. 2019;120(6):8841–8848. doi:10.1002/jcb.28192

6. Hu P, Zhao M, Chen S, Wu X, Wan Q. Transcriptional regulation mechanism of flavonoids biosynthesis gene during fruit development in 
Astragalus membranaceus. Front Genet. 2022;13:972990. doi:10.3389/fgene.2022.972990

7. Wang P, Wang Z, Zhang Z, et al. A review of the botany, phytochemistry, traditional uses, pharmacology, toxicology, and quality control of the 
Astragalus memeranaceus. Front Pharmacol. 2023;14:1242318. doi:10.3389/fphar.2023.1242318

8. Dong M, Li J, Yang D, Li M, Wei J. Biosynthesis and pharmacological activities of flavonoids, triterpene saponins and polysaccharides derived 
from astragalus membranaceus. Molecules. 2023;28(13). doi:10.3390/molecules28135018

9. Zheng Y, Ren W, Zhang L, Zhang Y, Liu D, Liu Y. A review of the pharmacological action of astragalus polysaccharide. Front Pharmacol. 
2020;11:349. doi:10.3389/fphar.2020.00349

10. Zhang J, Feng Q. Pharmacological effects and molecular protective mechanisms of astragalus polysaccharides on nonalcoholic fatty liver disease. 
Front Pharmacol. 2022;13:854674. doi:10.3389/fphar.2022.854674

11. Chang X, Chen X, Guo Y, et al. Advances in chemical composition, extraction techniques, analytical methods, and biological activity of astragali 
radix. Molecules. 2022;27:3.

12. Chen G, Jiang N, Zheng J, et al. Structural characterization and anti-inflammatory activity of polysaccharides from Astragalus membranaceus. 
Int j biol macromol. 2023;241:124386. doi:10.1016/j.ijbiomac.2023.124386

13. Huang WC, Kuo KT, Bamodu OA, et al. Astragalus polysaccharide (PG2) ameliorates cancer symptom clusters, as well as improves quality of life 
in patients with metastatic disease, through modulation of the inflammatory cascade. Cancers. 2019;11:8. doi:10.3390/cancers11081054

14. Phacharapiyangkul N, Wu LH, Lee WY, et al. The extracts of Astragalus membranaceus enhance chemosensitivity and reduce tumor indoleamine 
2, 3-dioxygenase expression. Int J Med Sci. 2019;16(8):1107–1115. doi:10.7150/ijms.33106

15. Bamodu OA, Kuo KT, Wang CH, et al. Astragalus polysaccharides (PG2) Enhances the M1 polarization of macrophages, functional maturation of 
dendritic cells, and T cell-mediated anticancer immune responses in patients with lung cancer. Nutrients. 2019;11:10. doi:10.3390/nu11102264

16. Liu P, Zhao H, Luo Y. Anti-aging implications of astragalus membranaceus (Huangqi): a well-known Chinese tonic. Aging Dis. 2017;8(6):868–886. 
doi:10.14336/AD.2017.0816

17. Shang H, Wang M, Li R, Duan M, Wu H, Zhou H. Extraction condition optimization and effects of drying methods on physicochemical properties 
and antioxidant activities of polysaccharides from Astragalus cicer L. Sci Rep. 2018;8(1):3359. doi:10.1038/s41598-018-21295-z

18. Sun Y, Jing Y, Huang M, et al. The PD-1/PD-Ls pathway is up-regulated during the suppression of experimental autoimmune encephalomyelitis 
treated by Astragalus polysaccharides. J Neuroimmunol. 2019;332:78–90. doi:10.1016/j.jneuroim.2019.03.019

19. Han R, Tang F, Lu M, et al. Protective effects of Astragalus polysaccharides against endothelial dysfunction in hypertrophic rats induced by 
isoproterenol. Int Immunopharmacol. 2016;38:306–312. doi:10.1016/j.intimp.2016.06.014

20. Meng X, Wei M, Wang D, et al. Astragalus polysaccharides protect renal function and affect the TGF-β/Smad signaling pathway in streptozotocin- 
induced diabetic rats. J Int Med Res. 2020;48(5):300060520903612. doi:10.1177/0300060520903612

21. Yu J, Ji H, Dong X, Feng Y, Liu A. Apoptosis of human gastric carcinoma MGC-803 cells induced by a novel Astragalus membranaceus 
polysaccharide via intrinsic mitochondrial pathways. Int j biol macromol. 2019;126:811–819. doi:10.1016/j.ijbiomac.2018.12.268

22. Du Y, Wan H, Huang P, Yang J, He Y. A critical review of Astragalus polysaccharides: from therapeutic mechanisms to pharmaceutics. Biomed 
Pharmacother. 2022;147:112654. doi:10.1016/j.biopha.2022.112654

23. Zhang W, Ma W, Zhang J, Song X, Sun W, Fan Y. The immunoregulatory activities of astragalus polysaccharide liposome on macrophages and 
dendritic cells. Int j biol macromol. 2017;105(Pt 1):852–861. doi:10.1016/j.ijbiomac.2017.07.108

24. Wei W, Li ZP, Bian ZX, Han QB. Astragalus Polysaccharide RAP induces macrophage phenotype polarization to M1 via the notch signaling 
pathway. Molecules. 2019;24:10. doi:10.3390/molecules24102016

25. Ming K, Zhuang S, Ma N, et al. Astragalus polysaccharides alleviates lipopolysaccharides-induced inflammatory lung injury by altering intestinal 
microbiota in mice. Front Microbiol. 2022;13:1033875. doi:10.3389/fmicb.2022.1033875

26. Liu D, Su J, Lin J, et al. Activation of AMPK-dependent SIRT-1 by astragalus polysaccharide protects against ochratoxin A-induced immune stress 
in vitro and in vivo. Int j biol macromol. 2018;120(Pt A):683–692. doi:10.1016/j.ijbiomac.2018.08.156

27. Li C, Hong L, Liu C, Min J, Hu M, Guo W. Astragalus polysaccharides increase the sensitivity of SKOV3 cells to cisplatin. Arch Gynecol Obstet. 
2018;297(2):381–386. doi:10.1007/s00404-017-4580-9

28. Zhou Y, Hong T, Tong L, et al. Astragalus polysaccharide combined with 10-hydroxycamptothecin inhibits metastasis in non-small cell lung 
carcinoma cell lines via the MAP4K3/mTOR signaling pathway. Int j Mol Med. 2018;42(6):3093–3104. doi:10.3892/ijmm.2018.3868

29. Zhou Z, Meng M, Ni H. Chemosensitizing effect of astragalus polysaccharides on nasopharyngeal carcinoma cells by inducing apoptosis and 
modulating expression of Bax/Bcl-2 ratio and caspases. Med Sci Monit. 2017;23:462–469. doi:10.12659/MSM.903170

30. Wei J, Li Y, Xu B, Yu J. Astragalus polysaccharides reverse gefitinib resistance by inhibiting mesenchymal transformation in lung adenocarcinoma 
cells. Am J Transl Res. 2020;12(5):1640–1657.

31. Li W, Hu X, Wang S, et al. Characterization and anti-tumor bioactivity of astragalus polysaccharides by immunomodulation. Int j biol macromol. 
2020;145:985–997. doi:10.1016/j.ijbiomac.2019.09.189

32. Sheik A, Kim K, Varaprasad GL, et al. The anti-cancerous activity of adaptogenic herb Astragalus membranaceus. Phytomedicine. 2021;91:153698. 
doi:10.1016/j.phymed.2021.153698

33. Zhang J, Wu C, Gao L, Du G, Qin X. Astragaloside IV derived from Astragalus membranaceus: a research review on the pharmacological effects. 
Adv Pharmacol. 2020;87:89–112.

34. Zhou L, Li M, Chai Z, et al. Anticancer effects and mechanisms of astragaloside-IV (Review). Oncol Rep. 2023;49:1. doi:10.3892/or.2022.8438
35. Liang Y, Chen B, Liang D, et al. Pharmacological effects of astragaloside IV: a review. Molecules. 2023;28:16. doi:10.3390/molecules28166118

Cancer Management and Research 2024:16                                                                                     https://doi.org/10.2147/CMAR.S466633                                                                                                                                                                                                                       

DovePress                                                                                                                         
917

Dovepress                                                                                                                                                          Li et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1007/s00262-023-03583-4
https://doi.org/10.21037/atm-21-4878
https://doi.org/10.1002/jcb.28192
https://doi.org/10.3389/fgene.2022.972990
https://doi.org/10.3389/fphar.2023.1242318
https://doi.org/10.3390/molecules28135018
https://doi.org/10.3389/fphar.2020.00349
https://doi.org/10.3389/fphar.2022.854674
https://doi.org/10.1016/j.ijbiomac.2023.124386
https://doi.org/10.3390/cancers11081054
https://doi.org/10.7150/ijms.33106
https://doi.org/10.3390/nu11102264
https://doi.org/10.14336/AD.2017.0816
https://doi.org/10.1038/s41598-018-21295-z
https://doi.org/10.1016/j.jneuroim.2019.03.019
https://doi.org/10.1016/j.intimp.2016.06.014
https://doi.org/10.1177/0300060520903612
https://doi.org/10.1016/j.ijbiomac.2018.12.268
https://doi.org/10.1016/j.biopha.2022.112654
https://doi.org/10.1016/j.ijbiomac.2017.07.108
https://doi.org/10.3390/molecules24102016
https://doi.org/10.3389/fmicb.2022.1033875
https://doi.org/10.1016/j.ijbiomac.2018.08.156
https://doi.org/10.1007/s00404-017-4580-9
https://doi.org/10.3892/ijmm.2018.3868
https://doi.org/10.12659/MSM.903170
https://doi.org/10.1016/j.ijbiomac.2019.09.189
https://doi.org/10.1016/j.phymed.2021.153698
https://doi.org/10.3892/or.2022.8438
https://doi.org/10.3390/molecules28166118
https://www.dovepress.com
https://www.dovepress.com


36. Guo X, Yin T, Chen D, Xu S, Ye R, Zhang Y. Astragaloside IV Regulates Insulin Resistance and Inflammatory Response of Adipocytes via 
Modulating MIR-21/PTEN/PI3K/AKT Signaling. Endocr Metab Immune. 2023;23(12):1538–1547.

37. Wang J, Ke J, Wu X, Yan Y. Astragaloside prevents UV-induced keratinocyte injury by regulating TLR4/NF-κB pathway. J Cosmet Dermatol Us. 
2022;21(3):1163–1170. doi:10.1111/jocd.14174

38. Chen T, Yang P, Jia Y. Molecular mechanisms of astragaloside-IV in cancer therapy (Review). Int j Mol Med. 2021;47:3. doi:10.3892/ 
ijmm.2021.4846

39. Li Y, Ye Y, Chen H. Astragaloside IV inhibits cell migration and viability of hepatocellular carcinoma cells via suppressing long noncoding RNA 
ATB. Biomed Pharmacother. 2018;99:134–141. doi:10.1016/j.biopha.2017.12.108

40. Jia L, Lv D, Zhang S, Wang Z, Zhou B. Astragaloside IV inhibits the progression of non-small cell lung cancer through the Akt/GSK-3β/β-catenin 
pathway. Oncol Res. 2019;27(4):503–508. doi:10.3727/096504018X15344989701565

41. Zhang L, Zhou J, Qin X, Huang H, Nie C. Astragaloside IV inhibits the invasion and metastasis of SiHa cervical cancer cells via the 
TGF-β1-mediated PI3K and MAPK pathways. Oncol Rep. 2019;41(5):2975–2986. doi:10.3892/or.2019.7062

42. Ma L, Liu G, Ding M, et al. Isoflavone intake and the risk of coronary heart disease in us men and women: results from 3 prospective cohort 
studies. Circulation. 2020;141(14):1127–1137. doi:10.1161/CIRCULATIONAHA.119.041306

43. Ma C, Zhang J, Yang S, et al. Astragalus flavone ameliorates atherosclerosis and hepatic steatosis via inhibiting lipid-disorder and inflammation in 
apoE-/- mice. Front Pharmacol. 2020;11:610550. doi:10.3389/fphar.2020.610550

44. Velli SK, Sundaram J, Murugan M, Balaraman G, Thiruvengadam D. Protective effect of vanillic acid against benzo(a)pyrene induced lung cancer 
in Swiss albino mice. J Biochem Mol Toxic. 2019;33(10):e22382. doi:10.1002/jbt.22382

45. Bhatt M, Patel M, Adnan M, Reddy MN. Anti-metastatic effects of lupeol via the inhibition of MAPK/ERK pathway in lung cancer. Anti-Cancer 
Agent Me. 2021;21(2):201–206. doi:10.2174/1871520620666200424131548

46. Min TR, Park HJ, Ha KT, Chi GY, Choi YH, Park SH. Suppression of EGFR/STAT3 activity by lupeol contributes to the induction of the apoptosis 
of human non-small cell lung cancer cells. Int j Oncol. 2019;55(1):320–330. doi:10.3892/ijo.2019.4799

47. Poma P. NF-κB and disease. Int J Mol Sci. 2020;21:23. doi:10.3390/ijms21239181
48. Li Y, Zhao B, Peng J, et al. Inhibition of NF-κB signaling unveils novel strategies to overcome drug resistance in cancers. Drug Resist Update. 

2024;73:101042. doi:10.1016/j.drup.2023.101042
49. Wu CY, Ke Y, Zeng YF, Zhang YW, Yu HJ. Anticancer activity of Astragalus polysaccharide in human non-small cell lung cancer cells. Cancer 

Cell Int. 2017;17:115. doi:10.1186/s12935-017-0487-6
50. Wang Q, Zhao B, Li J, et al. Qilian formula inhibits tumor cell growth in a bone metastasis model of lung cancer. Integr Cancer Ther. 

2023;22:15347354231217274. doi:10.1177/15347354231217274
51. Qu X, Gao H, Zhai J, et al. Astragaloside IV enhances cisplatin chemosensitivity in hepatocellular carcinoma by suppressing MRP2. Eur j Pharm 

Sci. 2020;148:105325. doi:10.1016/j.ejps.2020.105325
52. Wu Y, Han C, Wang Z, et al. An externally-validated dynamic nomogram based on clinicopathological characteristics for evaluating the risk of 

lymph node metastasis in small-size non-small cell lung cancer. Front Oncol. 2020;10:1322. doi:10.3389/fonc.2020.01322
53. Uchida M, Yamaguchi Y, Hosomi S, et al. Risk factors for febrile neutropenia induced by docetaxel chemotherapy in patients with non-small cell 

lung cancer. Biol Pharm Bull. 2020;43(8):1235–1240. doi:10.1248/bpb.b20-00266
54. Zhu L, Wu J, Gao H, et al. Tumor immune microenvironment-modulated nanostrategy for the treatment of lung cancer metastasis. Chinese Med 

j-Peking. 2023;136(23):2787–2801. doi:10.1097/CM9.0000000000002525
55. He L, Xu K, Niu L, Lin L. Astragalus polysaccharide (APS) attenuated PD-L1-mediated immunosuppression via the miR-133a-3p/MSN axis in 

HCC. Pharmaceut Biol. 2022;60(1):1710–1720. doi:10.1080/13880209.2022.2112963
56. Gu J, Sun R, Tang D, Liu F, Chang X, Wang Q. Astragalus mongholicus Bunge-Curcuma aromatica Salisb. suppresses growth and metastasis of 

colorectal cancer cells by inhibiting M2 macrophage polarization via a Sp1/ZFAS1/miR-153-3p/CCR5 regulatory axis. Cell Biol Toxicol. 2022;38 
(4):679–697. doi:10.1007/s10565-021-09679-w

57. Zhang X, Wei L, Li J, Zheng J, Zhang S, Zhou J. Epithelial-mesenchymal transition phenotype of circulating tumor cells is associated with distant 
metastasis in patients with NSCLC. Mol Med Rep. 2019;19(1):601–608. doi:10.3892/mmr.2018.9684

58. Youn H, Son B, Kim W, et al. Dissociation of MIF-rpS3 complex and sequential NF-κB activation is involved in IR-induced metastatic conversion 
of NSCLC. J Cell Biochem. 2015;116(11):2504–2516. doi:10.1002/jcb.25195

59. Calandra T, Roger T. Macrophage migration inhibitory factor: a regulator of innate immunity. Nat Rev Immunol. 2003;3(10):791–800. doi:10.1038/ 
nri1200

60. Liao CH, Yong CY, Lai GM, et al. Astragalus Polysaccharide (PG2) suppresses macrophage migration inhibitory factor and aggressiveness of lung 
adenocarcinoma cells. Am J Chinese Med. 2020;48(6):1491–1509. doi:10.1142/S0192415X20500731

61. Samson JS, Parvathi VD. Prospects of microRNAs as therapeutic biomarkers in non-small cell lung cancer. Med Oncol. 2023;40(12):345. 
doi:10.1007/s12032-023-02212-5

62. Tao X, Zhang X, Feng F. Astragalus polysaccharide suppresses cell proliferation and invasion by up-regulation of miR-195-5p in non-small cell 
lung cancer. Biol Pharm Bull. 2022;45(5):553–560. doi:10.1248/bpb.b21-00634

63. Lv S, Liu Y, Xie C, Xue C, Du S, Yao J. Emerging role of interactions between tumor angiogenesis and cancer stem cells. J Control Release. 
2023;360:468–481. doi:10.1016/j.jconrel.2023.06.036

64. Qi S, Deng S, Lian Z, Yu K. Novel drugs with high efficacy against tumor angiogenesis. Int J Mol Sci. 2022;23:13. doi:10.3390/ijms23136934
65. Jeong MS, Lee KW, Choi YJ, et al. Synergistic antitumor activity of SH003 and Docetaxel via EGFR signaling inhibition in non-small cell lung 

cancer. Int J Mol Sci. 2021;22:16. doi:10.3390/ijms22168405
66. Choi HS, Kim MK, Lee K, et al. SH003 represses tumor angiogenesis by blocking VEGF binding to VEGFR2. Oncotarget. 2016;7 

(22):32969–32979. doi:10.18632/oncotarget.8808
67. Jain V, Singh MP, Amaravadi RK. Recent advances in targeting autophagy in cancer. Trends Pharmacol Sci. 2023;44(5):290–302. doi:10.1016/j. 

tips.2023.02.003
68. De sousa silva GV, Lopes A, Viali IC, et al. Therapeutic properties of flavonoids in treatment of cancer through autophagic modulation: 

a systematic review. Chin j Integr Med. 2023;29(3):268–279. doi:10.1007/s11655-022-3674-9

https://doi.org/10.2147/CMAR.S466633                                                                                                                                                                                                                               

DovePress                                                                                                                                              

Cancer Management and Research 2024:16 918

Li et al                                                                                                                                                          Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1111/jocd.14174
https://doi.org/10.3892/ijmm.2021.4846
https://doi.org/10.3892/ijmm.2021.4846
https://doi.org/10.1016/j.biopha.2017.12.108
https://doi.org/10.3727/096504018X15344989701565
https://doi.org/10.3892/or.2019.7062
https://doi.org/10.1161/CIRCULATIONAHA.119.041306
https://doi.org/10.3389/fphar.2020.610550
https://doi.org/10.1002/jbt.22382
https://doi.org/10.2174/1871520620666200424131548
https://doi.org/10.3892/ijo.2019.4799
https://doi.org/10.3390/ijms21239181
https://doi.org/10.1016/j.drup.2023.101042
https://doi.org/10.1186/s12935-017-0487-6
https://doi.org/10.1177/15347354231217274
https://doi.org/10.1016/j.ejps.2020.105325
https://doi.org/10.3389/fonc.2020.01322
https://doi.org/10.1248/bpb.b20-00266
https://doi.org/10.1097/CM9.0000000000002525
https://doi.org/10.1080/13880209.2022.2112963
https://doi.org/10.1007/s10565-021-09679-w
https://doi.org/10.3892/mmr.2018.9684
https://doi.org/10.1002/jcb.25195
https://doi.org/10.1038/nri1200
https://doi.org/10.1038/nri1200
https://doi.org/10.1142/S0192415X20500731
https://doi.org/10.1007/s12032-023-02212-5
https://doi.org/10.1248/bpb.b21-00634
https://doi.org/10.1016/j.jconrel.2023.06.036
https://doi.org/10.3390/ijms23136934
https://doi.org/10.3390/ijms22168405
https://doi.org/10.18632/oncotarget.8808
https://doi.org/10.1016/j.tips.2023.02.003
https://doi.org/10.1016/j.tips.2023.02.003
https://doi.org/10.1007/s11655-022-3674-9
https://www.dovepress.com
https://www.dovepress.com


69. Lai ST, Wang Y, Peng F. Astragaloside IV sensitizes non-small cell lung cancer cells to cisplatin by suppressing endoplasmic reticulum stress and 
autophagy. J Thorac Dis. 2020;12(7):3715–3724. doi:10.21037/jtd-20-2098

70. Li L, Li G, Chen M, Cai R. Astragaloside IV enhances the sensibility of lung adenocarcinoma cells to bevacizumab by inhibiting autophagy. Drug 
Dev Res. 2022;83(2):461–469. doi:10.1002/ddr.21878

71. Castegna A, Gissi R, Menga A, et al. Pharmacological targets of metabolism in disease: opportunities from macrophages. Pharmacol Therapeut. 
2020;210:107521.

72. Chen Y, Bi L, Luo H, et al. Water extract of ginseng and astragalus regulates macrophage polarization and synergistically enhances DDP’s 
anticancer effect. J Ethnopharmacol. 2019;232:11–20. doi:10.1016/j.jep.2018.12.003

73. Almatroodi SA, McDonald CF, Darby IA, Pouniotis DS. Characterization of M1/M2 tumour-associated macrophages (TAMs) and Th1/Th2 
cytokine profiles in patients with NSCLC. Cancer Microenviron. 2016;9(1):1–11. doi:10.1007/s12307-015-0174-x

74. Zhou L, Liu Z, Wang Z, et al. Astragalus polysaccharides exerts immunomodulatory effects via TLR4-mediated MyD88-dependent signaling 
pathway in vitro and in vivo. Sci Rep. 2017;7:44822. doi:10.1038/srep44822

75. Gao Z, Liu K, Tian W, et al. Effects of selenizing angelica polysaccharide and selenizing garlic polysaccharide on immune function of murine 
peritoneal macrophage. Int Immunopharmacol. 2015;27(1):104–109. doi:10.1016/j.intimp.2015.04.052

76. Wu TH, Yeh KY, Wang CH, et al. The combination of astragalus membranaceus and angelica sinensis inhibits lung cancer and cachexia through its 
immunomodulatory function. J Oncol. 2019;2019:9206951. doi:10.1155/2019/9206951

77. Hu Y, Cui J, Jin L, Su Y, Zhang X. LRPPRC contributes to the cisplatin resistance of lung cancer cells by regulating MDR1 expression. Oncol Rep. 
2021;45:4. doi:10.3892/or.2021.7955

78. Fang CY, Lou DY, Zhou LQ, et al. Natural products: potential treatments for cisplatin-induced nephrotoxicity. Acta Pharmacol Sin. 2021;42 
(12):1951–1969. doi:10.1038/s41401-021-00620-9

79. Namkaew J, Zhang J, Yamakawa N, et al. Repositioning of mifepristone as an integrated stress response activator to potentiate cisplatin efficacy in 
non-small cell lung cancer. Cancer Lett. 2024;582:216509. doi:10.1016/j.canlet.2023.216509

80. Du Y, Zheng Y, Yu CX, et al. The mechanisms of Yu Ping Feng San in tracking the cisplatin-resistance by regulating ATP-binding cassette 
transporter and glutathione S-transferase in lung cancer cells. Front Pharmacol. 2021;12:678126. doi:10.3389/fphar.2021.678126

81. Ma Q, Xu Y, Tang L, et al. Astragalus polysaccharide attenuates cisplatin-induced acute kidney injury by suppressing oxidative damage and 
mitochondrial dysfunction. Biomed Res Int. 2020;2020:2851349. doi:10.1155/2020/2851349

82. Sung H, Ferlay J, Siegel RL, et al. Global cancer statistics 2020: GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers in 
185 countries. Ca-Cancer j Clin. 2021;71(3):209–249. doi:10.3322/caac.21660

83. Gijtenbeek RG, de Jong K, Venmans BJ, et al. Best first-line therapy for people with advanced non-small cell lung cancer, performance status 2 
without a targetable mutation or with an unknown mutation status. Cochrane Database Syst Rev. 2023;7:Cd013382. doi:10.1002/14651858. 
CD013382.pub2

84. Skowron MA, Oing C, Bremmer F, et al. The developmental origin of cancers defines basic principles of cisplatin resistance. Cancer Lett. 
2021;519:199–210. doi:10.1016/j.canlet.2021.07.037

85. Gifford JB, Hill R. GRP78 influences chemoresistance and prognosis in cancer. Curr Drug Targets. 2018;19(6):701–708. doi:10.2174/ 
1389450118666170615100918

86. Liu S, Yang P, Wang L, et al. Targeting PAK4 reverses cisplatin resistance in NSCLC by modulating ER stress. Cell Death Discov. 2024;10(1):36. 
doi:10.1038/s41420-024-01798-7

Cancer Management and Research                                                                                                   Dovepress 

Publish your work in this journal 
Cancer Management and Research is an international, peer-reviewed open access journal focusing on cancer research and the optimal use 
of preventative and integrated treatment interventions to achieve improved outcomes, enhanced survival and quality of life for the cancer 
patient. The manuscript management system is completely online and includes a very quick and fair peer-review system, which is all easy to 
use. Visit http://www.dovepress.com/testimonials.php to read real quotes from published authors.  

Submit your manuscript here: https://www.dovepress.com/cancer-management-and-research-journal

Cancer Management and Research 2024:16                                                                                 DovePress                                                                                                                         919

Dovepress                                                                                                                                                          Li et al

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.21037/jtd-20-2098
https://doi.org/10.1002/ddr.21878
https://doi.org/10.1016/j.jep.2018.12.003
https://doi.org/10.1007/s12307-015-0174-x
https://doi.org/10.1038/srep44822
https://doi.org/10.1016/j.intimp.2015.04.052
https://doi.org/10.1155/2019/9206951
https://doi.org/10.3892/or.2021.7955
https://doi.org/10.1038/s41401-021-00620-9
https://doi.org/10.1016/j.canlet.2023.216509
https://doi.org/10.3389/fphar.2021.678126
https://doi.org/10.1155/2020/2851349
https://doi.org/10.3322/caac.21660
https://doi.org/10.1002/14651858.CD013382.pub2
https://doi.org/10.1002/14651858.CD013382.pub2
https://doi.org/10.1016/j.canlet.2021.07.037
https://doi.org/10.2174/1389450118666170615100918
https://doi.org/10.2174/1389450118666170615100918
https://doi.org/10.1038/s41420-024-01798-7
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
https://www.dovepress.com
https://www.dovepress.com

	Introduction
	The Active Ingredients and Pharmacological Effects of Astragalus membranaceus
	APS
	Astragaloside (AS)
	Astragalus Flavone
	Vanillic Acid and Lupeol

	Pharmacological Activity of Astragalus membranaceus in NSCLC
	Astragalus membranaceus Inhibits NSCLC Cell Proliferation and Promotes Apoptosis
	Astragalus membranaceus Inhibits NSCLC Cell Invasion and Metastasis
	Astragalus membranaceus Inhibits Angiogenesis in NSCLC
	Astragalus membranaceus Regulates Cell Autophagy
	Astragalus membranaceus Regulates Immune Function
	Astragalus membranaceus Enhances Sensitivity to Cisplatin and Prevents Cisplatin-Induced Acute Renal Injury

	Discussion
	Conclusion and Future Perspectives
	Data Sharing Statement
	Author Contributions
	Funding
	Disclosure

