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Abstract 

Lung cancer, known for its high morbidity and mortality rates, remains one of the most critical health challenges glob-
ally. Conventional treatment options, such as chemotherapy and surgery, are often limited by high costs, significant 
side effects, and often yield a poor prognosis. Notably, recent research has shed light on the potential therapeutic 
roles of exosomes, which essentially influence lung cancer’s development, diagnosis, treatment, and prognosis. 
Exosomes have been revealed for their exceptional properties, including natural intercellular communication, 
excellent biocompatibility, minimal toxicity, prolonged blood circulation ability, and biodegradability. These unique 
characteristics position exosomes as highly effective drug delivery systems, nanotherapeutics, and potential diag-
nostic and prognostic biomarkers in lung cancer. This review provides a comprehensive review of the physiological 
and pathological roles of exosomes in lung cancer, emphasizing their potential as innovative diagnostic biomarkers, 
therapeutics, and delivery platforms. By harnessing their unique properties, exosomes are poised to revolution-
ize the diagnosis and treatment of lung cancer, offering a promising avenue for more personalized and effective 
therapies.
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Graphical abstract

Introduction
Lung cancer, arising from the bronchial glands or mucosa, 
remains the leading cause of cancer-related mortality 
worldwide, with 2.48 million new cases reported in 2022, 
accounting for 12.4% of all cancer diagnoses globally [1, 
2]. Small cell lung cancer (SCLC) and non-small cell lung 
cancer (NSCLC) are two primary pathological subtypes 
of lung cancer, with NSCLC constituting 80–85% of cases 
[3]. Despite advancements in treatments such as surgery, 
chemotherapy, radiotherapy, immunotherapy, and tar-
geted therapies, these approaches are often hindered by 

drug resistance, recurrence, and metastasis, resulting in 
poor survival rates. It is urgently needed to develop indi-
vidualized strategies for the treatment of lung cancer.

Exosomes are nanovesicles composed of lipid bilayer 
membranes, which have emerged as key mediators in 
intercellular communication [4]. Derived from tumor, 
stromal, or plant cells, they transport bioactive sub-
stances, including proteins, mRNA, and miRNA, regu-
lating gene and protein expression [5, 6]. Existing studies 
have indicated that exosomes play a pivotal role in vari-
ous aspects of the tumor microenvironment (TME), 
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influencing lung cancer development, invasion, metasta-
sis, immune regulation, angiogenesis, and chemotherapy 
resistance [7, 8]. Notably, exosomal components such 
as proteins and miRNA have demonstrated significant 
potential as biomarkers for early lung cancer diagnosis 
[9]. This potential was underscored in 2016 when exo-
some diagnostics introduced the pioneering liquid biopsy 
product, ExoDX Lung, enabling the sensitive, accu-
rate, and real-time detection of EML4-ALK mutation 
in NSCLC patients through the isolation and analysis of 
exosome RNA from blood samples [10].

Exosomes also exhibit unique therapeutic advantages, 
including stability in biological fluids, biocompatibil-
ity, low immunogenicity, and potential for modification. 
They not only facilitate biological activity through their 
cargo but also serve as promising drug delivery vehicles 
[11–13]. Their dual functionality positions them as inno-
vative tools for lung cancer treatment, offering opportu-
nities for precision medicine [14, 15].

This review explores the biogenesis of exosomes and 
their multifaceted roles in lung cancer pathology. It fur-
ther highlights their emerging applications as biomark-
ers, therapeutic agents, and drug carriers, providing a 
comprehensive overview of their potential to revolution-
ize lung cancer diagnosis and treatment.

Exosome biogenesis and its role in lung cancer 
pathology
The biogenesis of the exosomes
Exosomes are lipid bilayer vesicles, ranging from 
30–150 nm in diameter, derived from late endosomes. 
They encompass a diverse range of biomolecules, 
including proteins, nucleic acids (DNA, mRNA, 
miRNA, non-coding RNA), and lipids [16]. Their bio-
genesis follows an ESCRT-dependent mechanism, 
involving four protein complexes (ESCRT-0 to −3) 
and Vps4, which drive the formation of multivesicu-
lar bodies that fuse with the plasma membrane to 
release exosomes [17, 18]. Exosomes mediate cell-to-
cell communication through three mechanisms: (1) 
receptor-ligand interactions trigger fusion and release 
of contents into target cells, influencing gene tran-
scription; (2) fusion with the cell membrane releases 
exosomal cargo into the cytoplasm; (3) exosomes are 
internalized via endocytosis. These complex mecha-
nisms and the specificity of exosome uptake contrib-
ute to their diverse functions in intercellular signaling 
[19]. The structure, production, and cellular uptake of 
exosomes are shown in Fig. 1. (Created in https://​BioRe​
nder.​com).

Fig. 1  The structure, production, and cellular uptake of exosomes

https://BioRender.com
https://BioRender.com
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Role of exosomes in lung cancer pathology
Exosomes play a critical role in lung cancer progression 
by promoting tumor growth, metastasis, immune eva-
sion, and chemotherapy-radiotherapy resistance [15, 20–
24]. The pathology of exosomes in the progress of lung 
cancer is summarized in Fig. 2. (Created in https://​BioRe​
nder.​com).

Exosomal miRNAs, such as miR-96, promote cell pro-
liferation by targeting LMO7 [25], while miR-193A-3p, 
miR-210-3p, and miR-5100, derived from hypoxic bone 
marrow-derived mesenchymal stem cells (BMSCs), 
enhance metastasis by activating STAT3-induced epi-
thelial-mesenchymal transition (EMT) [26–28]. Fur-
thermore, exosomal miRNA-21-5p from blood schwann 
cells targets the metalloproteinase inhibitor RECK in 
tumor cells, facilitating their proliferation, migration, 
and invasion. CircRNAs in cancer cell exosomes, such as 
circSATB2, have also been found to promote the prolifer-
ation and invasion of NSCLC cells [29, 30]. Interestingly, 
some studies have revealed a new scene between tumor 
cells and macrophages: TRIM59 is directly transferred 
from cancer cells to macrophages through the exosomal, 
which promotes the degradation of ABHD5 proteasome, 
induces NLRP3 histone to activate the inflammatory 
body, and promotes the secretion of IL-1β, thereby pro-
moting the proliferation and invasion of cancer cells [31]. 

While numerous studies highlight the role of exosomes 
in tumor metastasis and progression, further research is 
needed to fully elucidate their mechanisms of intercel-
lular communication and their potential as therapeutic 
targets.

Exosomes also influence angiogenesis, a critical pro-
cess for tumor growth and metastasis [32]. They regu-
late endothelial cell migration, phenotypic changes, and 
vascular sprouting by transmitting growth factors and 
angiogenin [33, 34]. Hypoxia-induced exosomal miR-
23A enhances vascular permeability by targeting proline 
hydroxylases PHD1 and PHD2, leading to HIF-1α accu-
mulation in endothelial cells and promoting lung cancer 
vascularization [35]. Additionally, the exosomal sorting 
protein Sortilin, derived from A549 cells, plays a key role 
in endothelial cell activation and migration, further driv-
ing angiogenesis in lung cancer [36].

The TME, composed of immune cells, blood vessels, 
extracellular matrix, fibroblasts, lymphocytes, and bone 
marrow-derived inflammatory cells, is heavily influenced 
by exosomes [37]. Exosomes regulate the behavior of 
fibroblasts and immune cells to support tumor growth 
and mediate metabolic reprogramming within the TME 
[38–40]. For example, exosomes from chemotherapy-
resistant lung cancer patients remodel metabolism in a 
PKM2-dependent manner to sustain resistance [41].

Fig. 2  The roles of exosomes in the pathology of lung cancer

https://BioRender.com
https://BioRender.com
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Meanwhile, exosomes also contain immunostimulatory 
and immunosuppressive factors that regulate immune 
responses in the TME by modulating gene expression 
and signaling pathways in recipient cells [42]. NSCLC-
derived exosomes can evade immune detection by inhib-
iting T cell activation, inducing regulatory T cells and 
myeloid suppressor cells, and impairing NK and CD8 + T 
cell function [43, 44]. Exosomal miR-433 has been shown 
to inhibit NSCLC tumorigenesis by increasing CD4 + T 
and CD8 + T cell infiltration [45]. Additionally, 80% of 
exosomes from lung cancer biopsies contain epidermal 
growth factor receptor (EGFR), which can induce toler-
ant dendritic cells (DC) and suppress tumor antigen-
specific CD8 + T cells, leading to immune evasion [40, 
46]. NSCLC-derived exosomal PD-L1 is related to the 
efficacy and prognosis of tumor immunotherapy and may 
become a new target for immunotherapy [47]. In con-
clusion, modulating the release of exosomes to alter the 
anti-tumor immune response in the TME is a potential 
strategy to enhance lung cancer immunotherapy efficacy.

Exosomes as versatile therapeutic tools for lung 
cancer
The treatments of NSCLC mainly include surgery, 
chemotherapy, radiotherapy, molecular targeted therapy 
(EGFR inhibitors, anaplastic lymphoma kinase (ALK) 
inhibitors, angiogenesis inhibitors), and immunotherapy 
[48, 49]. In addition, traditional Chinese medicine can be 
used as an adjunct treatment for NSCLC or can be used 
alone in the treatment of NSCLC, which has a signifi-
cant impact on the survival, quality of life, and toxicity of 
patients [50]. Despite advancements in targeted molecu-
lar therapies, NSCLC continues to have high morbidity 
and mortality rates, highlighting the need for precision 
and personalized treatment approaches. Exosomes are 
now recognized as valuable tools for developing diagnos-
tic methods and advancing therapeutic strategies [51].

Exosomes as diagnostic or prognostic biomarkers for lung 
cancer
It is of great significance for the diagnosis and treatment 
of lung cancer to find effective early screening methods 
[52]. At present, the main screening methods for lung 
cancer include chest X-ray, low-dose CT, sputum shed-
ding cytology, bronchoscopy, and lung biopsy. Each of 
these methods has certain limitations in its current clini-
cal application.

Exosomes, as key components of body fluid biopsy, can 
effectively reflect the characteristics of their parent [53, 
54]. The proteins and nucleic acids they carry are simi-
lar to tumor cells and participate in the communication 
between tumor cells and host cells, with the advantages 
of repeatability and low cost [55]. Their stable lipid bilayer 

enables them to circulate under physiological conditions 
and withstand the harsh TME, ensuring high biological 
stability and long-term storage for detection purposes 
[56]. Additionally, exosomes have the advantages of less 
trauma, easy sample acquisition, and dynamic monitor-
ing, making them highly promising as diagnostic markers 
for lung cancer. Figure 3 demonstrates the main screen-
ing methods for lung cancer, the benefits of exosomes in 
liquid biopsy, and the process of fluid biopsy. (Created in 
https://​BioRe​nder.​com).

Studies have shown that exosomal proteins and nucleic 
acid derived from body fluids have strong potential as 
lung cancer biomarkers [57]. For instance, the research-
ers used an ultra-ex vitro method to isolate exosomes 
from the serum of SCLC patients and healthy individu-
als, and identified a panel of three serum exosomal miR-
NAs (miR-200b-3p, miR-3124-5p and miR-92b-5p) as 
diagnostic and prognostic markers for SCLC. Exosomes 
isolated from the plasma of NSCLC patients and healthy 
people can be used as biomarkers to achieve a non-inva-
sive and repeatable detection method [58, 59] (Fig.  4). 
Some exosomal miRNAs, like miR-200b, are associated 
with PD-L1 expression and can influence tumor treat-
ment responses. For instance, low expression of miR-
200b correlates with poor prognosis in NSCLC and its 
negative correlation with PD-L1 suggests it may serve 
as a biomarker for PD-L1 expression and a predictor of 
immunotherapy efficacy [47].

In addition to miRNAs, circRNA also plays a large role 
in the diagnosis of lung cancer. Tang et  al.proved that 
hypoxia-induced exosome circPLEKHM1 drives NSCLC 
metastasis by polarizing macrophages into M2 type. The 
results revealed a new mechanism by which cancer cells 
interact with macrophages in the tumor-hypoxic micro-
environment to promote metastasis, highlighting the 
importance of exosomal circPLEKHM1 as a prognostic 
biomarker and therapeutic target for lung cancer metas-
tasis [60]. Despite these promising findings, the clinical 
application of exosomes depends on their abundance, 
isolation techniques, and purity, with advancements in 
exosome separation technology being crucial for enhanc-
ing their clinical use [61].

Exosomes as nanotherapeutics for lung cancer therapy
Exosomes, primarily owing to their biocompatibility 
and immunologically inert nature, exhibiting consider-
able promise in therapeutic applications [62]. Studies 
have shown that targeting signaling pathways involved 
in tumor exosome secretion or production can effec-
tively inhibit exosome release, thereby reducing car-
cinogenesis. Fabbri et al. demonstrated that GW4869, a 
neutral inhibitor of sphingomyelinase, blocks ceramide 
biosynthesis and inhibits exosome inward budding, 

https://BioRender.com
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leading to reduced exosome production and decreased 
lung cancer metastasis [63]. Furthermore, exosomes 
can be further divided into tumor cell-derived 
exosomes (TDEs), stromal cell-derived exosomes 
(SDEs), and plant-derived exosomes (PDEs), which 
exhibit therapeutic potential in lung cancer treatment 
due to their bioactive components, such as proteins, 
lipids, and nucleic acids. Table 1 highlights the applica-
tions of exosomes as nanotherapeutics in lung cancer 
therapy [64].

TDEs as nanotherapeutics
TDEs are capable of conveying regulatory signals that 
modulate cellular behaviors imparting considerable 
versatility, particularly within the domain of therapeu-
tic interventions in cancer [6, 76]. Studies have demon-
strated that TDEs can modulate immune responses and 
serve as potential therapeutic tools. Fu et  al. demon-
strated that the CAR-containing exosomes express a high 
level of cytotoxic molecules as tumor attackers, reducing 
toxicity risk and offering potential as an "off-the-shelf" 

Fig. 3  The main screening methods for lung cancer, the benefits of exosomes in liquid biopsy, and the process of fluid biopsy
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treatment [65]. Similarly, Wang et  al. found that 
exosomes derived from 3LL tumor cells modified by 
CD40L gene enhanced antigen presentation and immu-
nogenicity, exerting potent anti-tumor effects [67]. Exo-
somal miRNAs from tumor cells are closely associated 
with cancer progression. For example, cisplatin-induced 
accumulation of miR-29a-3p in lung tumor exosomes 
downregulates type I collagen expression, thereby inhib-
iting lung metastasis (Fig. 5) [68].

Additionally, exosomes can mediate the transfer of drug 
resistant-related molecules between cancer cells, thereby 
mediating the tolerance of antineoplastic drugs. Studies 
have shown that cisplatin can induce NSCLC cells to pro-
duce two kinds of exosomes enriched in APE1p33-Exo 
and APE1p37-Exo, but only APE1p33-Exo has complete 
DNA repair activity. These results suggest that NSCLC 
may develop drug resistance through APE1p33-Exo-
mediated DNA repair [66]. Xie et al. demonstrated that 
exosome-mediated transmission of circVMP1 promoted 
NSCLC progression and DDP resistance by targeting the 
miR-524-5p-METTL3/SOX2 axis [77]. TDEs also include 

p-glycoproteins from their donor cells, which can effec-
tively bind to drug-sensitive recipient cells and transfer 
functional p-glycoproteins to the latter, and are critical in 
signaling pathways that induce drug resistance in recipi-
ent cells [78].

SDEs as nanotherapeutics
Exosomes secreted by stromal cells, such as BMSCs, 
cancer-associated fibroblasts, and human umbilical 
cord mesenchymal stem cells (HUCMSCs), significantly 
influence the TME by promoting tumor progression, 
modulating immune responses, and offering therapeutic 
opportunities [79].

BMSCs-derived exosomes have been shown to inhibit 
NSCLC proliferation, migration, and invasion while pro-
moting apoptosis by upregulating miR-193a and down-
regulating LRRc1 [69]. The enhanced expression of let-7 
in stromal-derived exosomes has also been identified as 
beneficial for NSCLC therapy [80]. Moreover, Xie’s team 
has shown that exosomes derived from HUCMSCcan 
carry miR-320a and inhibit the growth of lung cancer 

Fig. 4  Specific exosomal miRNA, (miR-200b-3p, miR-3124-5p, and miR-92b-5p) may be used as diagnostic and prognostic markers for SCLC [58]
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cells through the Sox4/Wnt/β-Catenin axis. This illus-
trates the potential of exosomes expressing miR-320a as 
a treatment for lung cancer [70]. Furthermore, Li et  al. 
showed that Exo-MiR-613 reversed cisplatin resistance in 
NSCLC cells by down-regulating the expression of GJA1, 
TBP, and EIF-4E in TC [81]. These findings underscore 
the dual roles of stromal exosomes in offering avenues for 
therapeutic intervention.

Exosomes derived from both tumor and stromal cells 
are integral to the pathophysiology of lung cancer. Tumor 
exosomes primarily drive oncogenesis, immune evasion, 
and drug resistance, while stromal exosomes influence 
the TME and provide therapeutic potential. This dual-
ity has positioned exosomes as promising candidates as 
diagnostic tools, therapeutic agents, and drug delivery 
systems in the treatment of lung cancer.

PDEs as nanotherapeutics
Increasingly studies have shown that PDEs also have 
great potential in the therapeutic application of lung 
cancer [82, 83]. These exosomes, derived from sources 
such as ginseng [20, 84], brucea javanica [6], strawberry 

[85], ginger [86], carrot [87], honeysuckle [88], and grape 
[89], have been identified as efficient regulators of gene 
expression [85, 90, 91]. Meanwhile, extensive studies have 
shown that miRNAs in PDE can play a certain regulatory 
role in the human body across species [20, 86].

Exosomes extracted from ginger can inhibit early 
tumorigenesis to a certain extent by reducing proin-
flammatory cytokines and inhibiting the proliferation 
and apoptosis of intestinal epithelial cells [71]. In addi-
tion, citrus lemon-derived exosomes are able to inhibit 
in  vivo tumor development in chronic myeloid leuke-
mia through tumor targeting, oxidative stress reduction, 
and promoting cell apoptosis by inducing TNF-related 
apoptosis-inducing ligands [72]. Similarly, edible tea 
flower-derived exosomes can increase intracellular 
ROS content, cause mitochondrial damage, arrest the 
cell cycle, and exert anti-proliferation, anti-migration, 
and anti-invasion effects on cancer cells in vitro (Fig. 6) 
[73]. Ginseng-derived exosomes exhibit strong target-
ing effects and stability against tumors [74], while grape-
derived exosomes could not only be used as a biosafe and 
non-toxic nanocaptor, but also prolong the circulation in 

Table 1  Exosomes as nanotherapeutics for lung cancer

Classification Donor cells Cargo Exosomes function Molecular mechanisms

Tumor cell-derived Car-T CAR​ Reducing the risk of toxicity Don’t express Programmed cell PD1 
[65]

Tumor cell-derived Lung cancer cells APE1P33 Increasing cisplatin resistance Enhancing DNA base excision repair 
[66]

Tumor cell-derived 3LL tumor cells CD40L Inhibiting tumor growth Inducing DCs maturation and the secre-
tion of IL12, promoting the proliferation 
of tumor antigen-specific CD4 + cells 
proliferation and the cytotoxic T lym-
phocyte response [67]

Tumor cell-derived Lewis lung cancer cells miR-29a-3p Inhibiting colony formation, invasion, 
and proliferation as well as metastasis 
and tumorigenesis of LC cells

Reducing the secretion of collagen I 
[68]

Stromal cell-derived BMSCs miR-193a Increasing apoptosis, and inhibiting 
colony formation, proliferation, inva-
sion, migration, and tumor growth

Reducing LRRC1 level [69]

Stromal cell-derived HUCMSC miR-320a Inhibiting the growth of lung cancer 
cells

Sox4/Wnt/β-Catenin axis [70]

Plant-derived Ginger miRNA, proteins, lipids Inhibiting early tumorigenesis Reducing the level of cyclin D1mRNAs 
[71]

Plant-derived Lemon miRNA, proteins, lipids Suppressing tumor growth Activating TRAIL-mediated apoptotic 
cell processes [72]

Plant-derived Edible tea flowers miRNA, proteins, lipids Promoting apoptosis and inhibiting 
lung metastasis

ROS generation and microbiota modu-
lation [73]

Plant-derived Brucea javanica miRNA, proteins, lipids Inhibition of tumor cell growth 
and metastasis

Regulating PI3K/Akt/mTOR signaling 
pathway and promoting ROS/ CAPase-
mediated apoptosis [6]

Plant-derived Ginseng miRNA, proteins, lipids Inhibiting tumor progression 
and regulating tumor-associated 
macrophages

Silencing the c-MYC [74]

Plant-derived Grapefruit lipid Inhibiting tumor growth Tumor targets, enhance the ERP effect 
[75]
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tumors, enhance the ERP effect, and successfully inhibit 
tumor growth [75]. Besides these advances, clinical tri-
als are underway to explore PDEs for drug delivery, can-
cer treatment, and other applications [92]. For instance, 
a clinical trial (NCT01668849) was conducted to evalu-
ate the potential of grape-derived exosomes in prevent-
ing oral mucositis caused by chemoradiation therapy for 
head and neck cancer. However, the results remain una-
vailable [93].

PDEs possess significant advantages such as natural 
abundance, smaller particle size, higher biocompatibility, 
higher stability, longer biological half-life, and higher tis-
sue penetration. With the development of genetic engi-
neering and nanotechnology, PDEs hold great promise 
for revolutionizing cancer therapy by offering targeted, 
efficient, and less toxic treatment options, thereby align-
ing with the principles of precision medicine [94, 95].

Exosomes as the delivery platform for lung cancer therapy
Currently, many drug delivery systems such as polymers, 
liposomes, and stem cells, which have been developed 
for the treatment of lung cancer, have some limitations 
in terms of toxicity, immunogenicity, and size [96]. In 
contrast, exosomes offer superior biocompatibility, low 
immunogenicity, minimal toxicity, biodegradability, and 

strong penetration ability. The presence of conspecific 
adhesion molecules on the exosome membrane enables 
better homologous targeting, stability in circulation, and 
the ability to direct membrane fusion with cells [97–99]. 
Collectively, these characteristics position exosomes as 
promising carriers for drug transport [100].

Experiments have proved that exosomes are indeed 
an ideal drug carrier, which can carry chemical drugs, 
nucleic acid drugs, and plant extracts by active (ultra-
sound, electrical stimulation, or freeze–thaw cycle) or 
passive (co-incubation method) methods [101], and fur-
ther applied to drug delivery systems for various diseases 
[102]. Exosomes can transport various types of cargo, 
including DNA, RNA, lipids, metabolites, and proteins. 
Exosomes as drug delivery systems for delivering various 
therapeutic agents are listed in Table 2.

Exosomes for chemical medicine delivery
Exosomes have demonstrated significant potential in 
delivering chemotherapeutic drugs such as paclitaxel 
(PTX), doxorubicin (DOX), and gemcitabine (GEM) for 
lung cancer treatment, which can effectively improve the 
inhibitory effect of chemotherapeutic drugs on tumor 
growth and the selectivity of targeting tumor sites [114]. 
Li et al. loaded GEM into pancreatic cancer cell-derived 

Fig. 5  MiR-29a-3p delivered by TDEs inhibits tumor cell colonization in the lung by reducing the production of fibroblast-derived type I collagen 
[68]
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exosomes using incubation and sonication methods. 
The results showed that the cytotoxicity of GEM is sig-
nificantly increased, which could significantly inhibit the 
tumor growth and prolong the survival of tumor-bearing 
mice in a dose–effect relationship, while the damage to 
normal tissues was small [113]. Zheng et al. proposed a 
novel therapeutic strategy to target lung cancer in situ by 
aerosol inhalation of PTX-loaded CAR-Exos. Through 
the active recognition and passive inhalation movement 
of CAR-Exos, the treatment has shown better anti-tumor 
effects than free PTX. This strategy not only provides a 
nanocarrier to promote the efficacy of anticancer drugs 
but also reduces the adverse effects of current clinical 
PTX chemotherapy in NSCLC [115].

The membranes of exosomes can be modified by a vari-
ety of innovative methods to be used for NSCLC treat-
ment [116]. Tian et al. developed exosomes from mouse 
immature dendritic cells (ImDC) fused with αv integ-
rin-specific IRGD peptide to promote tumor targeting. 
These exosomes, loaded with Dox via electroporation, 

demonstrated specific delivery to tumor tissues, effec-
tively inhibiting tumor growth without significant tox-
icity, highlighting their clinical potential for targeted 
drug delivery [111]. Akhil et  al. invented an exosome-
gold nanoparticle (Exo-GNP) drug delivery system for 
the treatment of lung cancer. This system linked Dox 
to Exo-GNP via a pH-cleavable bond, resulting in pref-
erential cytotoxicity to tumor cells, reduced toxicity to 
normal tissues, and improved therapeutic efficacy [112]. 
Similarly, Zhu et al. designed hybrid nanovesicles by co-
extruded CAR-T cell-derived exosomes and lung-target-
ing liposomes, which can rapidly accumulate in the lung 
and were targeted to MSLN-positive tumor cells. After 
lysis of the cells, PTX induced immunogenic cell death 
and attracted more infiltrating lymphocytes to the tumor 
tissue, while PD-L1 blockade reduced the depletion of 
infiltrating T cells, enhancing anti-tumor response. These 
hybrid nanocapsules with cascade targeting capability 
may enable precise delivery of chemotherapeutic drugs 
and amplify immunogenic cell death effects, thereby 

Fig. 6  The anti-proliferation, pro-apoptosis, and anti-migration and invasion effects of edible tea flowers derived-exosome in vitro [73]
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further reducing side effects and promoting anti-tumor 
responses (Fig. 7) [107].

Exosomes for miRNAs and mRNAs delivery
miRNA and mRNA replacement therapy has become 
a promising therapeutic strategy for the treatment of 
malignant tumors [117]. Clinical studies have shown that 
tumor cells can release exosomes containing miRNAs 
and mRNAs, which can be taken by recipient cells [118, 
119], highlighting exosomes as a natural RNA drug deliv-
ery system [116]. Cheng’s team loaded IL-12 mRNA into 
human embryonic kidney cell (HEK)—derived exosomes 
(HEK-Exo) by electroporation to generate IL-12 mRNA-
loaded exosomes (IL-12-Exo). The nanosystem can be 
inhaled for local lung administration, which promotes 
IFNγ-mediated immune activation, systemic immu-
nity, and immune memory in a mouse model of lung 
cancer, successfully inhibits lung cancer and prevents 
tumor recurrence. Studies have shown that after inhala-
tion administration of IL-12-Exo, its biodistribution in 
the TME of lung cancer is better than that of liposome 
loaded with IL-12 mRNA, and has the smallest systemic 
toxicity (Fig. 8) [105].

Mark Katakowski et  al. demonstrated that exosomes 
derived from miR-146b-expressing MSCs could signifi-
cantly reduce glioma xenograft growth in a rat model of 

primary brain tumors [103]. Ohno et al. showed that exo-
some modified with GE11 targeting peptide can deliver 
let-7a miRNA to EGFR-expressing xenograft breast can-
cer tissues in RAG2−/.− mice [104]. Huifang Nie et  al. 
demonstrated that breast cancer cell-derived exosome 
(BCExo) can be specifically internalized by NSCLC cells 
through a specific interaction between highly expressed 
integrin β4(located on the exosome) and cancer cell sur-
factant protein C. They found that BCExo loaded with 
miRNA-126 significantly inhibited the proliferation 
and migration of A549 lung cancer cells by blocking the 
PTEN/PI3K/AKT signaling pathway [106].

The clinical application of exosomes in lung cancer therapy
It is worth noting that as of August 2024, 89 clinical 
studies worldwide have explored the use of exosomes in 
cancer, of which lung cancer treatment accounts for 18, 
representing a high proportion of all major cancers, as 
shown in Table  3 (https://​clini​caltr​ials.​gov). The major-
ity of ongoing clinical trials are leveraging the genetic 
information contained within exosomes to enable early 
screening for lung cancer, predict treatment efficacy, and 
prevent recurrence. Notably, the Gustave Roussy and 
Curie institutes have advanced an immunotherapeutic 
approach for lung cancer. This method involves the use 
of metronomic cyclophosphamide (mCTX) followed by 

Table 2  Exosomes as drug delivery systems for therapeutic agents

Exosomes donor Cargo Loading method Delivery method Therapeutic effects

MSC miR-146b Electroporation Intra-tumor injection Reduced glioma xenograft growth in brain tumors 
[103]

HEK Let-7a miRNA Transfection Intravenous injection Deliver miRNA to EGFR-expressing breast cancer cells 
[104]

HEK IL-12 Electroporation Inhalation Promote immune response, inhibit lung cancer, 
and prevent recurrence [105]

MDA-MB-231 miRNA-126 Incubation Intravenous injection Inhibiting the proliferation and migration of A549 
lung cancer cells and had a good lung homing effect 
[106]

CAR-T cells Paclitaxel Stirring Intravenous injection Better cell lysis and prolonged survival of tumor-
bearing mice [107]

HL60 cells Piceatannol Incubation Intraperitoneal (i.p.) injection Alleviated acute lung inflammation/injury and sepsis 
induced by LPS [108]

RAW 264.7 Paclitaxel Sonication Intravenous injection Possessed high loading capacity, profound ability 
to accumulate in cancer cells, and high anticancer 
efficacy in a mouse model of pulmonary metastases 
[109]

HEK Doxorubicin Incubation Intravenous injection Highly efficient targeting and Dox delivery, significant 
tumor growth inhibition [110]

ImDCs Doxorubicin Electroporation Intravenous injection Tumor growth was inhibited without significant 
toxicity [111]

H1299 and YRC9 cells Doxorubicin Co-incubated N/A Preferential cytotoxicity towards cancer cells 
and minimal activity on non-cancerous cells [112]

Panc-1 Gemcitabine Incubation and sonication Intravenous injection Significantly suppressed tumor growth with pro-
longed survival in a dose–response manner [113]

https://clinicaltrials.gov
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vaccinations utilizing tumor antigen-loaded dendritic 
cell-derived exosomes (Dex). The mCTX treatment 
serves to inhibit Treg cells, thereby restoring the effector 
functions of T and NK cells. Concurrently, Dex exosomes 
are capable of activating specific immune responses. This 
study has progressed to a Phase II Trial, underscoring the 
vast potential of exosomes in the treatment of lung can-
cer [120].

Clinical research on PDEs has primarily focused on 
their potential as drug delivery vehicles and therapeu-
tic agents. For instance, clinical trials have explored the 
encapsulation of chemotherapeutic agents, such as cur-
cumin and paclitaxel, within grape- (NCT01294072) and 
ginger-derived (NCT01668849) exosomes for enhanced 
delivery and efficacy in cancer treatment. Unfortunately, 
as of now, there is no clinical evidence supporting the use 
of PDEs in lung cancer treatment. The clinical application 

of exosomes faces challenges related to production, 
storage, and application efficiency [121]. Standardizing 
industry protocols for isolation, purification, and quality 
control is critical to ensuring consistency and reliability 
in production. Preservation techniques such as cryo-
preservation, freeze-drying, and spray-drying are vital 
for extending shelf life and maintaining biological activ-
ity [122]. Meanwhile, increasing research has focused on 
modifying the surface of PDEs with functional ligands, 
such as antibodies and peptides, to improve cellular 
uptake and enhance their therapeutic potential [123].

Discussions and conclusions
The potential of exosomes in lung cancer therapy is 
promising, given their diverse biological cargo, includ-
ing proteins and nucleic acids, which influence intercel-
lular communication and modulate crucial physiological 

Fig. 7  Schematic of hybrid nanovesicles of bispecific CAR-T cell-derived exosomes and liposomes for lung cancer therapy [107]
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processes such as cell proliferation, migration, invasion, 
metastasis, and apoptosis. Exosomes offer crucial diag-
nostic and prognostic insights through liquid biopsy, 
presenting a transformative approach to lung cancer 
monitoring and treatment. As adept therapeutic agents 
and delivery vehicles, exosomes demonstrate advantages 
such as prolonged blood circulation time, superior bio-
compatibility, and enhanced targeting capabilities. These 
features improve drug efficacy, minimize toxicity, and 
overcome drug resistance. Notably, PDEs, due to their 
natural origin and composition, evade immune detec-
tion, and enhance bioavailability, demonstrating consid-
erable therapeutic potential in lung cancer therapy. These 
advancements position exosomes as pivotal in shaping 
the future of lung cancer treatment, with the promise 
of improved patient outcomes. However, despite these 
advancements, challenges and limitations persist in their 
application for lung cancer therapy.

Due to the limited ability of exosomes alone to treat 
tumors, engineered exosomes can be used as a targeted 
delivery carrier for anticancer drugs, so that the treat-
ment can be directly, accurately, and efficiently delivered 
to lung tumors. It can be further combined with func-
tional peptides, small molecule drugs, and some new 
materials to improve its stability and targeting, and can 
be combined with other methods such as chemotherapy 
or immunotherapy to enhance the therapeutic effect of 
exosomes on tumors. Most importantly, the development 
of biomimetic or biomimetic exosomes provides clues 
for exosome-based drug delivery platforms in the clinical 
stage.

Despite these advancements, challenges such as the 
scalable production of exosomes, quantification of their 
cargo, and standardization of analytical methods persist. 
There are still no clear means, and there are still many 
different opinions on how to choose the appropriate 

Fig. 8  IL-12 mRNA was loaded into HEK-Exo by electroporation to generate an exosome loaded with IL-12 mRNA, IL-12-Exo, which was locally 
administered to the lungs by inhalation. a Schematic diagram of IL-12-Exo and atomized inhalation into the lungs of LL/2 tumor-bearing mice. b 
Schematic diagram of IL-12 expression evaluation in vitro (24 h) and in vivo (1 and 3 days) [105]
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exosomes for lung cancer treatment. Looking forward 
to the future, there is increasing evidence that exosomes 
have transformation potential, and exosomes as clinical 
drugs for the treatment of lung cancer are around the 
corner.

Abbreviations
SCLC	� Small cell lung cancer
NSCLC	� Non-small cell lung cancer
TME	� Tumor microenvironment
EMT	� Epithelial-mesenchymal transition
BMSCs	� Bone marrow-derived mesenchymal stem cells
DC	� Dendritic cells
EGFR	� Epidermal growth factor receptor
ALK	� Anaplastic lymphoma kinase
TDEs	� Tumor cell-derived exosomes
SDEs	� Stromal cell-derived exosomes
PDEs	� Plant-derived exosomes
HUCMSCs	� Human umbilical cord mesenchymal stem cells
ImDC	� Immature dendritic cells
PTX	� Paclitaxel
Dox	� Doxorubicin
GEM	� Gemcitabine
Exo-GNP	� Exosome-gold nanoparticle
HEK	� Human embryonic kidney cell
HEK-Exo	� Human embryonic kidney cell-derived exosomes
IL-12-Exo	� IL-12 mRNA-loaded exosomes
BCExo	� Breast cancer cell-derived exosome
Dex	� Dendritic cell-derived exosomes
mCTX	� Metronomic cyclophosphamide

Acknowledgements
We thank the supports from the Macau Science and Technology Develop-
ment Fund, Macau Special Administrative Region, China and Jinhua Institute 
of Zhejiang University.

Author contributions
LH-Peng conceived and designed the review topic and writing scheme. QY-
Xiao, MH-Tan, and G-Yan performed the literature sorting, wrote the original 
draft, and edited the manuscript; LH-Peng and QY-Xiao revised the manu-
script; All authors have read and approved the final manuscript.

Funding
The study was supported by the National Natural Science Foundation of 
China (82374043, U23A20505), the National Key Research and Development 
Program (2022YFC3501904), the Zhejiang Province Commonweal Projects 
(LGF22H280001), and the Macau Science and Technology Development Fund, 
Macau Special Administrative Region, China.

Availability of data and materials
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
We agree on the publication of any human face that might be detected in the 
images contained in this article. All authors have read the journal policies and 
submit this manuscript in accordance with thosepolicies. All authors agree to 
publish.

Competing interests
The authors declare no competing interests.

Author details
1 College of Pharmaceutical Sciences, Zhejiang University, 866# Yuhangtang 
Road, Hangzhou 310058, People’s Republic of China. 2 State Key Labora-
tory of Quality Research in Chinese Medicine, Macau University of Science 
and Technology, Macau, People’s Republic of China. 

Received: 28 September 2024   Accepted: 8 March 2025

References
	 1.	 Bray F, Laversanne M, Sung H, Ferlay J, Siegel RL, Soerjomataram I, Jemal 

A. Global cancer statistics 2022: GLOBOCAN estimates of incidence and 
mortality worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 
2024;74:229–63.

	 2.	 Jacobsen MM, Silverstein SC, Quinn M, Waterston LB, Thomas CA, Ben-
neyan JC, Han PKJ. Timeliness of access to lung cancer diagnosis and 
treatment: a scoping literature review. Lung Cancer. 2017;112:156–64.

	 3.	 Cao M, Chen W. Epidemiology of lung cancer in China. Thorac Cancer. 
2019;10:3–7.

	 4.	 Witwer KW, Buzas EI, Bemis LT, Bora A, Lasser C, Lotvall J, Nolte-’t Hoen 
EN, Piper MG, Sivaraman S, Skog J, et al. Standardization of sample col-
lection, isolation and analysis methods in extracellular vesicle research. 
J Extr Vesicles. 2013. https://​doi.​org/​10.​3402/​jev.​v2i0.​20360.

	 5.	 Colombo M, Raposo G, Thery C. Biogenesis, secretion, and intercellular 
interactions of exosomes and other extracellular vesicles. Annu Rev Cell 
Dev Biol. 2014;30:255–89.

	 6.	 Yan G, Xiao Q, Zhao J, Chen H, Xu Y, Tan M, Peng L. Brucea javanica 
derived exosome-like nanovesicles deliver miRNAs for cancer therapy. J 
Control Release. 2024;367:425–40.

	 7.	 Peng LH, Wang MZ, Chu Y, Zhang L, Niu J, Shao HT, Yuan TJ, Jiang ZH, 
Gao JQ, Ning XH. Engineering bacterial outer membrane vesicles as 
transdermal nanoplatforms for photo-TRAIL-programmed therapy 
against melanoma. Sci Adv. 2020;6:eaba735.

	 8.	 Wu S, Luo M, To KKW, Zhang J, Su C, Zhang H, An S, Wang F, Chen D, Fu 
L. Intercellular transfer of exosomal wild type EGFR triggers osimertinib 
resistance in non-small cell lung cancer. Mol Cancer. 2021;20:17.

	 9.	 Muluhngwi P, Valdes R Jr, Fernandez-Botran R, Burton E, Williams B, 
Linder MW. Cell-free DNA diagnostics: current and emerging applica-
tions in oncology. Pharmacogenomics. 2019;20:357–80.

	 10.	 Sheridan C. Exosome cancer diagnostic reaches market. Nat Biotechnol. 
2016;34:359–60.

	 11.	 Dad HA, Gu TW, Zhu AQ, Huang LQ, Peng LH. Plant exosome-like nan-
ovesicles: emerging therapeutics and drug delivery nanoplatforms. Mol 
Ther. 2021;29:13–31.

	 12.	 Fernandes M, Lopes I, Teixeira J, Botelho C, Gomes AC. Exosome-
like nanoparticles: a new type of nanocarrier. Curr Med Chem. 
2020;27:3888–905.

	 13.	 Radler J, Gupta D, Zickler A, Andaloussi SE. Exploiting the biogenesis of 
extracellular vesicles for bioengineering and therapeutic cargo loading. 
Mol Ther. 2023;31:1231–50.

	 14.	 Zhu L, Sun HT, Wang S, Huang SL, Zheng Y, Wang CQ, Hu BY, Qin W, Zou 
TT, Fu Y, et al. Isolation and characterization of exosomes for cancer 
research. J Hematol Oncol. 2020;13:152.

	 15.	 Genschmer KR, Russell DW, Lal C, Szul T, Bratcher PE, Noerager BD, 
Abdul Roda M, Xu X, Rezonzew G, Viera L, et al. Activated PMN 
exosomes: pathogenic entities causing matrix destruction and disease 
in the lung. Cell. 2019;176(113–126): e115.

	 16.	 Li MY, Liu LZ, Dong M. Progress on pivotal role and application of exo-
some in lung cancer carcinogenesis, diagnosis, therapy and prognosis. 
Mol Cancer. 2021;20:22.

	 17.	 Christ L, Raiborg C, Wenzel EM, Campsteijn C, Stenmark H. Cellular 
functions and molecular mechanisms of the ESCRT membrane-scission 
machinery. Trends Biochem Sci. 2017;42:42–56.

	 18.	 van Niel G, D’Angelo G, Raposo G. Shedding light on the cell biology of 
extracellular vesicles. Nat Rev Mol Cell Biol. 2018;19:213–28.

	 19.	 Kalluri R, LeBleu VS. The biology, function, and biomedical applications 
of exosomes. Science. 2020;367:6478.

	 20.	 Xu XH, Yuan TJ, Dad HA, Shi MY, Huang YY, Jiang ZH, Peng LH. Plant 
exosomes as novel nanoplatforms for MicroRNA transfer stimulate 

https://doi.org/10.3402/jev.v2i0.20360


Page 17 of 19Xiao et al. Journal of Nanobiotechnology          (2025) 23:232 	

neural differentiation of stem cells in vitro and in vivo. Nano Lett. 
2021;21:8151–9.

	 21.	 Sun W, Ren Y, Lu Z, Zhao X. The potential roles of exosomes in pancre-
atic cancer initiation and metastasis. Mol Cancer. 2020;19:135.

	 22.	 McAndrews KM, Kalluri R. Mechanisms associated with biogenesis of 
exosomes in cancer. Mol Cancer. 2019;18:52.

	 23.	 Wu M, Wang G, Hu W, Yao Y, Yu XF. Emerging roles and therapeutic 
value of exosomes in cancer metastasis. Mol Cancer. 2019;18:53.

	 24.	 Zha QB, Yao YF, Ren ZJ, Li XJ, Tang JH. Extracellular vesicles: an over-
view of biogenesis, function, and role in breast cancer. Tumour Biol. 
2017;39:1010428317691182.

	 25.	 Wu H, Zhou J, Mei S, Wu D, Mu Z, Chen B, Xie Y, Ye Y, Liu J. Circulating 
exosomal microRNA-96 promotes cell proliferation, migration and drug 
resistance by targeting LMO7. J Cell Mol Med. 2017;21:1228–36.

	 26.	 Zhang X, Sai B, Wang F, Wang L, Wang Y, Zheng L, Li G, Tang J, Xiang J. 
Hypoxic BMSC-derived exosomal miRNAs promote metastasis of lung 
cancer cells via STAT3-induced EMT. Mol Cancer. 2019;18:40.

	 27.	 Rm A. Lung cancer exosomes as drivers of epithelial mesenchymal 
transition. Oncotarget. 2016;7:54852–66.

	 28.	 Zhou Y, Zhang Y, Xu J, Wang Y, Yang Y, Wang W, Gu A, Han B, Shurin GV, 
Zhong R, et al. Schwann cell-derived exosomes promote lung cancer 
progression via miRNA-21-5p. Glia. 2024;72:692–707.

	 29.	 Zhang N, Nan A, Chen L, Li X, Jia Y, Qiu M, Dai X, Zhou H, Zhu J, Zhang 
H, Jiang Y. Circular RNA circSATB2 promotes progression of non-small 
cell lung cancer cells. Mol Cancer. 2020;19:101.

	 30.	 Zhang F, Jiang JJ, Qian H, Yan YM, Xu WR. Exosomal circRNA: emerging 
insights into cancer progression and clinical application potential. J 
Hematol Oncol. 2023. https://​doi.​org/​10.​1186/​s13045-​023-​01452-2.

	 31.	 Liang M, Chen X, Wang L, Qin L, Wang H, Sun Z, Zhao W, Geng B. 
Cancer-derived exosomal TRIM59 regulates macrophage NLRP3 inflam-
masome activation to promote lung cancer progression. J Exp Clin 
Cancer Res. 2020;39:176.

	 32.	 Mashouri L, Yousefi H, Aref AR, Ahadi AM, Molaei F, Alahari SK. 
Exosomes: composition, biogenesis, and mechanisms in cancer metas-
tasis and drug resistance. Mol Cancer. 2019;18:75.

	 33.	 Kholia S, Ranghino A, Garnieri P, Lopatina T, Deregibus MC, Rispoli P. 
Extracellular vesicles as new players in angiogenesis. Vasc Pharmacol. 
2016;86:64–70.

	 34.	 Yang H, Zhang H, Ge S, Ning T, Bai M, Li J, Li S, Sun W, Deng T, Zhang L, 
et al. RETRACTED: exosome-derived miR-130a activates angiogenesis 
in gastric cancer by targeting C-MYB in vascular endothelial cells. Mol 
Ther. 2018;26:2466–75.

	 35.	 Hsu YL, Hung JY, Chang WA, Lin YS, Pan YC, Tsai PH, Wu CY, Kuo PL. 
Hypoxic lung cancer-secreted exosomal miR-23a increased angiogen-
esis and vascular permeability by targeting prolyl hydroxylase and tight 
junction protein ZO-1. Oncogene. 2017;36:4929–42.

	 36.	 Wilson CM, Naves T, Vincent F, Melloni B, Bonnaud F, Lalloue F, Jauber-
teau MO. Sortilin mediates the release and transfer of exosomes in 
concert with two tyrosine kinase receptors. J Cell Sci. 2014;127:3983–97.

	 37.	 Weidle UH, Birzele F, Kollmorgen G, Ruger R. The multiple roles of 
exosomes in metastasis. Cancer Genomics Proteomics. 2017;14:1–15.

	 38.	 Arneth B. Tumor Microenvironment. Medicina (Kaunas). 2019;56:15.
	 39.	 Xu Z, Chen Y, Ma L, Chen Y, Liu J, Guo Y, Yu T, Zhang L, Zhu L, Shu Y. 

Role of exosomal non-coding RNAs from tumor cells and tumor-
associated macrophages in the tumor microenvironment. Mol Ther. 
2022;30:3133–54.

	 40.	 Yang E, Wang X, Gong Z, Yu M, Wu H, Zhang D. Exosome-mediated 
metabolic reprogramming: the emerging role in tumor microenvi-
ronment remodeling and its influence on cancer progression. Signal 
Transduct Target Ther. 2020;5:242.

	 41.	 Petanidis S, Domvri K, Porpodis K, Anestakis D, Freitag L, Hohenforst-
Schmidt W, Tsavlis D, Zarogoulidis K. Inhibition of kras-derived 
exosomes downregulates immunosuppressive BACH2/GATA-3 expres-
sion via RIP-3 dependent necroptosis and miR-146/miR-210 modula-
tion. Biomed Pharmacother. 2020;122: 109461.

	 42.	 Lobb RJ, Lima LG, Moller A. Exosomes: key mediators of metastasis and 
pre-metastatic niche formation. Semin Cell Dev Biol. 2017;67:3–10.

	 43.	 Whiteside TL. Tumor-derived exosomes and their role in tumor-induced 
immune suppression. Vaccines. 2016;4:35.

	 44.	 Pyzer AR, Cole L, Rosenblatt J, Avigan DE. Myeloid-derived suppres-
sor cells as effectors of immune suppression in cancer. Int J Cancer. 
2016;139:1915–26.

	 45.	 Boyang L. Exosome-derived microRNA-433 inhibits tumorigenesis 
through incremental infiltration of CD4 and CD8 cells in non-small cell 
lung cancer. Oncol Lett. 2021;22:607–607.

	 46.	 Huang SH, Li Y, Zhang J, Rong J, Ye S. Epidermal growth factor receptor-
containing exosomes induce tumor-specific regulatory T cells. Cancer 
Invest. 2013;31:330–5.

	 47.	 Seigo K. al e: MicroRNA-200b is a potential biomarker of the 
expression of PD-L1 in patients with lung cancer. Thoracic cancer. 
2020;11:2975–82.

	 48.	 Postmus PE, Kerr KM, Oudkerk M, Senan S, Waller DA, Vansteenkiste 
J, Escriu C, Peters S, Committee EG. Early and locally advanced non-
small-cell lung cancer (NSCLC): ESMO Clinical Practice Guidelines for 
diagnosis, treatment and follow-up. Ann Oncol. 2017;28:iv1–21.

	 49.	 Hirsch FR, Scagliotti GV, Mulshine JL, Kwon R, Curran WJ Jr, Wu YL, Paz-
Ares L. Lung cancer: current therapies and new targeted treatments. 
Lancet. 2017;389:299–311.

	 50.	 Kong F, Wang C, Zhao L, Liao D, Wang X, Sun B, Yang P, Jia Y. Traditional 
Chinese medicines for non-small cell lung cancer: therapies and 
mechanisms. Chin Herb Med. 2023;15:509–15.

	 51.	 Nam GH, Choi Y, Kim GB, Kim S, Kim SA, Kim IS. Emerging prospects of 
exosomes for cancer treatment: from conventional therapy to immuno-
therapy. Adv Mater. 2020. https://​doi.​org/​10.​1002/​adma.​20200​2440.

	 52.	 Lee CK, Kim S, Lee JS, Lee JE, Kim SM, Yang IS, Kim HR, Lee JH, Kim 
S, Cho BC. Next-generation sequencing reveals novel resistance 
mechanisms and molecular heterogeneity in EGFR-mutant non-small 
cell lung cancer with acquired resistance to EGFR-TKIs. Lung Cancer. 
2017;113:106–14.

	 53.	 Zhu L, Li J, Gong YL, Wu QB, Tan SY, Sun D, Xu XM, Zuo YL, Zhao Y, Wei 
YQ, et al. Exosomal tRNA-derived small RNA as a promising biomarker 
for cancer diagnosis. Mol Cancer. 2019. https://​doi.​org/​10.​1186/​
s12943-​019-​1000-8.

	 54.	 Yang Q, Cheng L, Hu L, Lou D, Zhang T, Li J, Zhu Q, Liu F. An integrative 
microfluidic device for isolation and ultrasensitive detection of lung 
cancer-specific exosomes from patient urine. Biosens Bioelectron. 
2020;163: 112290.

	 55.	 Shin H, Choi BH, Shim O, Kim J, Park Y, Cho SK, Kim HK, Choi Y. Single 
test-based diagnosis of multiple cancer types using Exosome-SERS-AI 
for early stage cancers. Nat Commun. 2023;14:1644.

	 56.	 Yu D, Li Y, Wang M, Gu J, Xu W, Cai H, Fang X, Zhang X. Exosomes as a 
new frontier of cancer liquid biopsy. Mol Cancer. 2022;21:56.

	 57.	 Yoneyama T, Gorry M, Sobo-Vujanovic A, Lin Y, Vujanovic L, Gaither-
Davis A, Moss ML, Miller MA, Griffith LG, Lauffenburger DA, et al. 
ADAM10 sheddase activity is a potential lung-cancer biomarker. J 
Cancer. 2018;9:2559–70.

	 58.	 Kim DH, Park H, Choi YJ, Im K, Lee CW, Kim D, Pack CG, Kim HY, Choi CM, 
Lee JC, et al. Identification of exosomal microRNA panel as diagnostic 
and prognostic biomarker for small cell lung cancer. Biomark Res. 
2023;11:80.

	 59.	 Marco G. Exosomal miRNA analysis in Non-small Cell Lung Cancer 
(NSCLC) patients’ plasma through qPCR: a feasible liquid biopsy Tool. J 
Vis Exp. 2016;27(111):53900.

	 60.	 Wang DL, Wang S, Jin MM, Zuo Y, Wang JP, Niu Y, Zhou Q, Chen JW, Tang 
XR, Tang WX, et al. Hypoxic exosomal circPLEKHM1-mediated crosstalk 
between tumor cells and macrophages drives lung cancer metastasis. 
Adv Sci. 2024. https://​doi.​org/​10.​1002/​advs.​20230​9857.

	 61.	 Li W, Liu JB, Hou LK, Yu F, Zhang J, Wu W, Tang XM, Sun F, Lu HM, Deng 
J, et al. Liquid biopsy in lung cancer: significance in diagnostics, predic-
tion, and treatment monitoring. Mol Cancer. 2022;21:25.

	 62.	 Wang MZ, Yan G, Xiao QY, Zhou N, Chen HR, Xia W, Peng LH. Iontopho-
resis-driven microneedle arrays delivering transgenic outer membrane 
vesicles in program that stimulates transcutaneous vaccination for 
cancer immunotherapy. Small Sci. 2023;3:2300126.

	 63.	 Fabbri MPA, Calore F, et al. MicroRNAs bind to Toll-like receptors to 
induce prometastatic inflammatory response. Proc Natl Acad Sci U S A. 
2012;109:E2110–6.

	 64.	 Marleau AM, Chen CS, Joyce JA, Tullis RH. Exosome removal as a thera-
peutic adjuvant in cancer. J Transl Med. 2012;10:134.

https://doi.org/10.1186/s13045-023-01452-2
https://doi.org/10.1002/adma.202002440
https://doi.org/10.1186/s12943-019-1000-8
https://doi.org/10.1186/s12943-019-1000-8
https://doi.org/10.1002/advs.202309857


Page 18 of 19Xiao et al. Journal of Nanobiotechnology          (2025) 23:232 

	 65.	 Fu WY, Lei CH, Liu SW, Cui YS, Wang CQ, Qian KW, Li T, Shen YF, Fan XY, 
Lin FX, et al. CAR exosomes derived from effector CAR-T cells have 
potent antitumour effects and low toxicity. Nat Commun. 2019;10:4355.

	 66.	 Mangiapane G, Parolini I, Conte K, Malfatti MC, Corsi J, Sanchez M, 
Pietrantoni A, D’Agostino VG, Tell G. Enzymatically active apurinic/
apyrimidinic endodeoxyribonuclease 1 is released by mammalian cells 
through exosomes. J Biol Chem. 2021;296: 100569.

	 67.	 Wang JL, Wang LM, Lin ZD, Tao LS, Chen M. More efficient induction of 
antitumor T cell immunity by exosomes from CD40L gene-modified 
lung tumor cells. Mol Med Rep. 2014;9:125–31.

	 68.	 Yan Y, Du C, Duan X, Yao X, Wan J, Jiang Z, Qin Z, Li W, Pan L, Gu Z, et al. 
Inhibiting collagen I production and tumor cell colonization in the lung 
via miR-29a-3p loading of exosome-/liposome-based nanovesicles. 
Acta Pharm Sin B. 2022;12:939–51.

	 69.	 Wu HB, Mu XQ, Liu L, Wu HJ, Hu XF, Chen LJ, Liu J, Mu Y, Yuan FF, Liu 
WJ, Zhao YQ. Bone marrow mesenchymal stem cells-derived exosomal 
microRNA-193a reduces cisplatin resistance of non-small cell lung 
cancer cells via targeting LRRC1. Cell Death Dis. 2020;11:801.

	 70.	 Xie H, Wang J. MicroRNA-320a-containing exosomes from human 
umbilical cord mesenchymal stem cells curtail proliferation and 
metastasis in lung cancer by binding to SOX4. J Recept Signal Transd. 
2022;42:268–78.

	 71.	 Zhang M, Viennois E, Prasad M, Zhang Y, Wang L, Zhang Z, Han MK, 
Xiao B, Xu C, Srinivasan S, Merlin D. Edible ginger-derived nanoparticles: 
a novel therapeutic approach for the prevention and treatment of 
inflammatory bowel disease and colitis-associated cancer. Biomaterials. 
2016;101:321–40.

	 72.	 Raimondo S, Naselli F, Fontana S, Monteleone F, Lo Dico A, Saieva 
L, Zito G, Flugy A, Manno M, Di Bella MA, et al. Citrus limon-derived 
nanovesicles inhibit cancer cell proliferation and suppress CML 
xenograft growth by inducing TRAIL-mediated cell death. Oncotarget. 
2015;6:19514–27.

	 73.	 Chen Q, Li Q, Liang Y, Zu M, Chen N, Canup BSB, Luo L, Wang C, Zeng 
L, Xiao B. Natural exosome-like nanovesicles from edible tea flowers 
suppress metastatic breast cancer via ROS generation and microbiota 
modulation. Acta Pharm Sin B. 2022;12:907–23.

	 74.	 Kim J, Zhu Y, Chen S, Wang D, Zhang S, Xia J, Li S, Qiu Q, Lee H, Wang J. 
Anti-glioma effect of ginseng-derived exosomes-like nanoparticles by 
active blood-brain-barrier penetration and tumor microenvironment 
modulation. J Nanobiotechnol. 2023;21:253.

	 75.	 Wang QL, Zhuang XY, Mu JY, Deng ZB, Jiang H, Zhang LF, Xiang XY, 
Wang BM, Yan J, Miller D, Zhang HG. Delivery of therapeutic agents 
by nanoparticles made of grapefruit-derived lipids. Nat Commun. 
2016;7:11347.

	 76.	 Fitts CA, Ji N, Li Y, Tan C. Exploiting exosomes in cancer liquid biopsies 
and drug delivery. Adv Healthc Mater. 2019;8: e1801268.

	 77.	 Xie H, Yao J, Wang Y, Ni B. Exosome-transmitted circVMP1 facilitates the 
progression and cisplatin resistance of non-small cell lung cancer by 
targeting miR-524-5p-METTL3/SOX2 axis. Drug Deliv. 2022;29:1257–71.

	 78.	 Bebawy M, Combes V, Lee E, Jaiswal R, Gong J, Bonhoure A. Membrane 
microparticles mediate transfer of P-glycoprotein to drug sensitive 
cancer cells. Leukemia. 2009;23:1643–9.

	 79.	 Hassanzadeh A, Rahman HS, Markov A, Endjun JJ, Zekiy AO, Chartrand 
MS, Beheshtkhoo N, Kouhbanani MAJ, Marofi F, Nikoo M, Jarahian M. 
Mesenchymal stem/stromal cell-derived exosomes in regenerative 
medicine and cancer; overview of development, challenges, and 
opportunities. Stem Cell Res Ther. 2021;12:297.

	 80.	 Yang G, Zhang W, Yu C, Ren J, An Z. MicroRNA let-7: Regulation, single 
nucleotide polymorphism, and therapy in lung cancer. J Cancer Res 
Ther. 2015;11(Suppl 1):C1-6.

	 81.	 Delong L, Debin M, Rungui N. Exosome-reversed chemoresistance to 
cisplatin in non-small lung cancer through transferring miR-613. Cancer 
Manage Res. 2020;12:7961–72.

	 82.	 Zhou W, Dong M, Wu H, Li HL, Xie JL, Ma RY, Su WW, Dai JY. Common 
mechanism of Citrus Grandis Exocarpium in treatment of chronic 
obstructive pulmonary disease and lung cancer. Chin Herb Med. 
2021;13:525–33.

	 83.	 Ma BN, Li XJ. Resveratrol extracted from Chinese herbal medicines: 
a novel therapeutic strategy for lung diseases. Chin Herb Med. 
2020;12:349–58.

	 84.	 Tan MH, Liu YD, Xu Y, Yan G, Zhou N, Chen HR, Jiang ZH, Peng LH. 
Plant-derived exosomes as novel nanotherapeutics contrive glycolysis 
reprogramming-mediated angiogenesis for diabetic ulcer healing. 
Biomater Res. 2024;28:0035.

	 85.	 Perut F, Roncuzzi L, Avnet S, Massa A, Zini N, Sabbadini S, Giampieri F, 
Mezzetti B, Baldini N. Strawberry-derived exosome-like nanoparticles 
prevent oxidative stress in human mesenchymal stromal cells. Biomol-
ecules. 2021;11(1):87.

	 86.	 Rutter BD, Innes RW. Extracellular vesicles isolated from the leaf apo-
plast carry stress-response proteins. Plant Physiol. 2017;173:728–41.

	 87.	 Teng Y, Ren Y, Sayed M, Hu X, Lei C, Kumar A, Hutchins E, Mu JY, Deng 
ZB, Luo C, et al. Plant-derived exosomal MicroRNAs shape the gut 
microbiota. Cell Host Microbe. 2018;24:637-652.e638.

	 88.	 Zhou LK, Zhou Z, Jiang XM, Zheng Y, Chen X, Fu Z, Xiao G, Zhang CY, 
Zhang LK, Yi Y. Absorbed plant MIR2911 in honeysuckle decoction 
inhibits SARS-CoV-2 replication and accelerates the negative conver-
sion of infected patients. Cell Discov. 2020;6:54.

	 89.	 Ju S, Mu J, Dokland T, Zhuang X, Wang Q, Jiang H, Xiang X, Deng ZB, 
Wang B, Zhang L, et al. Grape exosome-like nanoparticles induce intes-
tinal stem cells and protect mice from DSS-induced colitis. Mol Ther. 
2013;21:1345–57.

	 90.	 Bruno SP, Paolini A, D’Oria V, Sarra A, Sennato S, Bordi F, Masotti A. Extra-
cellular vesicles derived from citrus sinensis modulate inflammatory 
genes and tight junctions in a human model of intestinal epithelium. 
Front Nutr. 2021;8: 778998.

	 91.	 Zhao Q, Wang T, Wang H, Cao P, Jiang C, Qiao H, Peng L, Lin X, Jiang Y, 
Jin H, et al. Consensus statement on research and application of Chi-
nese herbal medicine derived extracellular vesicles-like particles (2023 
edition). Chin Herb Med. 2024;16:3–12.

	 92.	 Rezaie J, Feghhi M, Etemadi T. A review on exosomes application in 
clinical trials: perspective, questions, and challenges. Cell Commun 
Signal. 2022;20:145.

	 93.	 Chen YS, Lin EY, Chiou TW, Harn HJ. Exosomes in clinical trial and their 
production in compliance with good manufacturing practice. Tzu Chi 
Med J. 2020;32:113–20.

	 94.	 Chin AR, Fong MY, Somlo G, Wu J, Swiderski P, Wu X, Wang SE. Cross-
kingdom inhibition of breast cancer growth by plant miR159. Cell Res. 
2016;26:217–28.

	 95.	 Maitra S, Sarkar S, Dhara B. Modified plant-derived exosomes: precision 
medicine in cancer treatment. Clin Transl Discov. 2024. https://​doi.​org/​
10.​1002/​ctd2.​338.

	 96.	 Amiri A, Pourhanifeh MH, Mirzaei HR, Nahand JS, Moghoofei M, Saheb-
nasagh R, Mirzaei H, Hamblin MR. Exosomes and lung cancer: roles in 
pathophysiology, diagnosis and therapeutic applications. Curr Med 
Chem. 2021;28:308–28.

	 97.	 Riazifar M, Mohammadi MR, Pone EJ, Yeri A, Lässer C, Segaliny AI, McI-
ntyre LL, Shelke GV, Hutchins E, Hamamoto A, et al. Stem cell-derived 
exosomes as nanotherapeutics for autoimmune and neurodegenera-
tive disorders. ACS Nano. 2019;13:6670–88.

	 98.	 Qin X, Yu S, Zhou L, Shi M, Hu Y, Xu X, Shen B, Liu S, Yan D, Feng J. 
Cisplatin-resistant lung cancer cell-derived exosomes increase cisplatin 
resistance of recipient cells in exosomal miR-100-5p-dependent man-
ner. Int J Nanomed. 2017;12:3721–33.

	 99.	 Jing C, Cao H, Qin X, Yu S, Wu J, Wang Z, Ma R, Feng J. Exosome-medi-
ated gefitinib resistance in lung cancer HCC827 cells via delivery of 
miR-21. Oncol Lett. 2018;15:9811–7.

	100.	 Riazifar M, Mohammadi MR, Pone EJ, Yeri A, Lasser C, Segaliny AI. Stem 
cell-derived exosomes as nanotherapeutics for autoimmune and 
neurodegenerative disorders. ACS Nano. 2019;13:6670–88.

	101.	 Shahabipour F, Barati N, Johnston TP, Derosa G, Maffioli P, Sahebkar 
A. Exosomes: nanoparticulate tools for RNA interference and drug deliv-
ery. J Cell Physiol. 2017;232:1660–8.

	102.	 Gordon-Alonso M, Yanez-Mo M, Barreiro O, Alvarez S, Munoz-Fernandez 
MA, Valenzuela-Fernandez A, Sanchez-Madrid F. Tetraspanins CD9 
and CD81 modulate HIV-1-induced membrane fusion. J Immunol. 
2006;177:5129–37.

	103.	 Katakowski M, Buller B, Zheng X, Lu Y, Rogers T, Osobamiro O, Shu W, 
Jiang F, Chopp M. Exosomes from marrow stromal cells expressing miR-
146b inhibit glioma growth. Cancer Lett. 2013;335:201–4.

	104.	 Ohno S, Takanashi M, Sudo K, Ueda S, Ishikawa A, Matsuyama N, Fujita 
K, Mizutani T, Ohgi T, Ochiya T, et al. Systemically injected exosomes 

https://doi.org/10.1002/ctd2.338
https://doi.org/10.1002/ctd2.338


Page 19 of 19Xiao et al. Journal of Nanobiotechnology          (2025) 23:232 	

targeted to EGFR deliver antitumor MicroRNA to breast cancer cells. 
Mol Ther. 2013;21:185–91.

	105.	 Liu M, Hu S, Yan N, Popowski KD, Cheng K. Inhalable extracellular vesicle 
delivery of IL-12 mRNA to treat lung cancer and promote systemic 
immunity. Nat Nanotechnol. 2024;19(4):565–75.

	106.	 Nie H, Xie X, Zhang D, Zhou Y, Li B, Li F, Li F, Cheng Y, Mei H, Meng H, Jia 
L. Use of lung-specific exosomes for miRNA-126 delivery in non-small 
cell lung cancer. Nanoscale. 2020;12:877–87.

	107.	 Zhu T, Chen Z, Jiang G, Huang X. Sequential targeting hybrid nanovesi-
cles composed of chimeric antigen receptor T-cell-derived exosomes 
and liposomes for enhanced cancer immunochemotherapy. ACS Nano. 
2023;17:16770–86.

	108.	 Gao J, Wang S, Wang Z. High yield, scalable and remotely drug-loaded 
neutrophil-derived extracellular vesicles (EVs) for anti-inflammation 
therapy. Biomaterials. 2017;135:62–73.

	109.	 Kim MS, Haney MJ, Zhao Y, Yuan D, et al. Engineering macrophage-
derived exosomes for targeted paclitaxel delivery to pulmonary 
metastases: in vitro and in vivo evaluations. Nanomed Nanotechnol Biol 
Med. 2018;14:195–204.

	110.	 Wang C, Li N, Li Y, Hou S, Zhang W, Meng Z, Wang S, Jia Q, Tan J, Wang R, 
Zhang R. Engineering a HEK-293T exosome-based delivery platform for 
efficient tumor-targeting chemotherapy/internal irradiation combina-
tion therapy. J Nanobiotechnology. 2022;20:247.

	111.	 Tian Y, Li S, Song J, Ji T, Zhu M, Anderson GJ, Wei J, Nie G. A doxoru-
bicin delivery platform using engineered natural membrane vesicle 
exosomes for targeted tumor therapy. Biomaterials. 2014;35:2383–90.

	112.	 Srivastava A, Amreddy N, Babu A, Panneerselvam J, Mehta M, Muralid-
haran R, Chen A, Zhao YD, Razaq M, Riedinger N, et al. Nanosomes 
carrying doxorubicin exhibit potent anticancer activity against human 
lung cancer cells. Sci Rep. 2016;6:38541.

	113.	 Li YJ, Wu JY, Wang JM, Hu XB, Cai JX, Xiang DX. Gemcitabine loaded 
autologous exosomes for effective and safe chemotherapy of pancre-
atic cancer. Acta Biomater. 2020;101:519–30.

	114.	 Kim G, Lee Y, Ha J, Han S, Lee M. Engineering exosomes for pulmonary 
delivery of peptides and drugs to inflammatory lung cells by inhalation. 
J Control Release. 2021;330:684–95.

	115.	 Zheng W, Zhu TC, Tang LT, Li ZJ, Jiang GM, Huang X. Inhalable CAR-T 
cell-derived exosomes as paclitaxel carriers for treating lung cancer. J 
Transl Med. 2023;21:383.

	116.	 Alvarez-Erviti L, Seow Y, Yin H, Betts C, Lakhal S, Wood MJ. Delivery of 
siRNA to the mouse brain by systemic injection of targeted exosomes. 
Nat Biotechnol. 2011;29:341–5.

	117.	 Calin GA, Croce CM. MicroRNA signatures in human cancers. Nat Rev 
Cancer. 2006;6:857–66.

	118.	 Akao Y, Iio A, Itoh T, Noguchi S, Itoh Y, Ohtsuki Y, Naoe T. Microvesicle-
mediated RNA molecule delivery system using monocytes/mac-
rophages. Mol Ther. 2011;19:395–9.

	119.	 Kosaka N, Iguchi H, Yoshioka Y, Takeshita F, Matsuki Y, Ochiya T. Secretory 
mechanisms and intercellular transfer of MicroRNAs in living cells. J Biol 
Chem. 2010;285:17442–52.

	120.	 Besse B, Charrier M, Lapierre V, Dansin E, Lantz O, Planchard D, Le 
Chevalier T, Livartoski A, Barlesik F, Laplanche A, et al. Dendritic cell-
derived exosomes as maintenance immunotherapy after first line 
chemotherapy in NSCLC. Oncoimmunology. 2016. https://​doi.​org/​10.​
1080/​21624​02X.​2015.​10710​08.

	121.	 He W, Zheng S, Zhang H, Gao B, Jin J, Zhang M, He Q. Plant-derived 
vesicle-like nanoparticles: clinical application exploration and chal-
lenges. Int J Nanomed. 2023;18:5671–83.

	122.	 Sarasati A, Syahruddin MH, Nuryanti A, Ana ID, Barlian A, Wijaya CH, 
Ratnadewi D, Wungu TDK, Takemori H. Plant-derived exosome-like 
nanoparticles for biomedical applications and regenerative therapy. 
Biomedicines. 2023;11(4):1053.

	123.	 Xu Y, Yan G, Zhao JY, Ren YH, Xiao QY, Tan MH, Peng LH. Plant-derived 
exosomes as cell homogeneous nanoplatforms for brain biomac-
romolecules delivery ameliorate mitochondrial dysfunction against 
Parkinson’s disease. Nano Today. 2024;58:102438.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1080/2162402X.2015.1071008
https://doi.org/10.1080/2162402X.2015.1071008

	Revolutionizing lung cancer treatment: harnessing exosomes as early diagnostic biomarkers, therapeutics and nano-delivery platforms
	Abstract 
	Introduction
	Exosome biogenesis and its role in lung cancer pathology
	The biogenesis of the exosomes
	Role of exosomes in lung cancer pathology

	Exosomes as versatile therapeutic tools for lung cancer
	Exosomes as diagnostic or prognostic biomarkers for lung cancer
	Exosomes as nanotherapeutics for lung cancer therapy
	TDEs as nanotherapeutics
	SDEs as nanotherapeutics
	PDEs as nanotherapeutics

	Exosomes as the delivery platform for lung cancer therapy
	Exosomes for chemical medicine delivery
	Exosomes for miRNAs and mRNAs delivery

	The clinical application of exosomes in lung cancer therapy

	Discussions and conclusions
	Acknowledgements
	References


