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Lung injury and inflammation are complex pathological processes. The influence and crosstalk between various cells form a
characteristic microenvironment. Extracellular vesicles from different cell sources in the microenvironment carry multiple cargo
molecules, which affect the pathological process through different pathways. Here, we mainly discussed the mechanism of
crosstalk between alveolar epithelial cells and different immune cells through extracellular vesicles in lung inflammation and
reviewed the mechanism of extracellular vesicles released by blood and airways on lung inflammation. Finally, the role of
extracellular vesicles in viral infection of the lung was also described.

1. Introduction

The lung is an important part of the respiratory tract and the
organism, which is susceptible to inflammation and damage
caused by microbes or systemic diseases. It is not fully under-
stood how the inflammation and injury of the lungs, espe-
cially those caused by noninfectious stimuli, are initiated
and transmitted. Crosstalk between infected and stressed
lung epithelial cells and immune cells forms a characteristic
microenvironment. Stress signals are transmitted between
microenvironment cells and the system level, and they are
involved in the inflammatory process [1].

Extracellular vesicles (EVs) are actually the key messen-
gers of intercellular communication in these microenviron-
ments [2]. EVs contain different cargoes (such as proteins,
RNA, DNA, and lipids) for intercellular transmission at the
paracrine and systemic levels. EVs can be released due to cell
activation, hypoxia, radiation, damage, complement protein
exposure, and cellular stress [3, 4]. According to different
biological mechanisms, EVs include exosomes, shed micro-
vesicles (sMVS), and apoptotic bodies [5]. However, the sub-
types of different EVs cannot be completely separated
according to size or density, because of the overlapping phys-
ical characteristics [6]. Exosomes originate from the process

of endocytosis and are formed by releasing multivesicular
bodies (MVBs) into the extracellular environment [7]. sMVs
are formed by the rearrangement of the actin cytoskeleton
and buds directly from the plasma membrane [8]. Apoptotic
bodies are vesicular bodies formed by atrophy and fragmen-
tation of cells during apoptosis [9]. Although exosomes and
sMVs have different biogenesis and membrane origin, their
functions appear to be similar after they are released outside
the cell [10].

Many lung cell types, including epithelial cells and endo-
thelial cells, as well as infiltrating macrophages, can produce
EVs. In most cases, these EVs promote the inflammatory
process. However, the functions of extracellular vesicles are
complex and dynamic in the process of inflammation. This
review focuses on recent studies that have explored the role
of EVs in crosstalk between microenvironmental and sys-
temic levels during lung inflammation and injury.

2. Effects of Epithelial Cells Releasing EVs on
the Inflammatory Process in the
Lung Microenvironment

Under the action of stimulating factors, respiratory epithe-
lial cells release extracellular vesicles with pathological
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characteristics and participate in signal pathways of target
cells to stimulate the inflammatory response [11]. For exam-
ple, mouse lung epithelial cells release exosomes carrying
annexin A2, activate through the NF-κB pathway and pro-
duce proinflammatory cytokine IL-6, and participate in pul-
monary fibrosis and inflammation caused by the anticancer
drug Bleomycin reaction [12]. Experiments using A549 cell
transfection and phagocytosis confirmed that IFN-γ induced
p11 expression can promote the release of exosomes carrying
ANXA2. This process upregulated the expression of ANXA2
on the surface of lung epithelial cells, enhancing its phagocy-
tosis of apoptotic cells [13].

The process of lung inflammation is the result of intercel-
lular crosstalk in the microenvironment. Extracellular vesi-
cles as an information carrier are involved in the cellular
communication between pulmonary epithelial cells and alve-
olar macrophages and form an important part of lung injury.
Diffuse alveolar damage (DAD) and lung epithelial cell death
associated with pulmonary inflammation could prompt lung
epithelial cells to release vesicles to nearby or distant macro-
phages, thereby triggering or transmitting inflammatory
responses. After hyperoxic stress, lung epithelial cells pro-
duced a large amount of EV through ER stress. These EVs
encapsulate caspase-3, activate alveolar macrophages
through the ROCK1 pathway, and increase their secretion
of proinflammatory cytokines and macrophage inflamma-
tory protein 2 (MIP-2) to be involved in lung injury [14].
Combined with in vitro and in vivo experimental methods,
it was confirmed that IL-13 can promote the release of epi-
thelial cell-derived exosomes and induces proliferation and
chemotaxis of undifferentiated macrophages in the lung dur-
ing asthmatic inflammation [15]. LPS stimulation can induce
respiratory epithelial cells to release exosomes containing
prolyl endopeptidase (PE), which is an important regulator
of lung remodeling and airway inflammation. Transfected
cells with siRNA and knockout mice confirmed that this
pathway is achieved through the activation of Toll-like recep-
tor 4(TLR4) [16].

In addition to carrying protein peptides, EVs also contain
nucleic acids, such as microRNA, and they are associated
with lung injury and inflammation [17]. Hyperoxia stress
upregulates the expression of certain miRNAs in epithelial
EVs, such as miR-320a and miR-221. These EVs promote
macrophage activation, which mediates the inflammatory
response in the lungs [18]. Experiments confirmed that EVs
isolated from bronchoalveolar lavage fluid (BALF) were
derived from alveolar epithelial type I cells (ATIs). These
miRNA-containing ATI-EVs are delivered to alveolar mac-
rophages, activate inflammatory factors to polarize the mac-
rophages to M1, and participate in pneumonia caused by
Pseudomonas aeruginosa. It is worth noting that these
miRNA-rich EVs contained Caveolin-1, a lipid raft protein
that may be a biomarker of EV-miRNA enrichment [19]. In
addition to miRNA, it has been shown that mitochondrial
DNA fragments could be involved in the inflammation
through EVs. Low levels of oxidative stress caused by ciga-
rette smoke exposure can damage mtDNA in lung epithelial
cells. mtDNA fragments enter naive (nonoxidative stress)
epithelial cells through exosomes, activating the ZBP1(Z-

DNA binding protein 1)/TBKI(TANK-binding kinase
1)/IRF3(interferon regulatory factor 3) pathway to induce
inflammation [20].

3. Two-Way Regulation of Immune Cell-
Derived Exosomes on Inflammatory
Process in the Lung Microenvironment

The interaction of immune cells with alveolar epithelium
maintains the alveolar homeostasis. They communicate with
each other through cell surface receptors, gap junction chan-
nels, release, uptake of secreted EVs, and cytokine signaling
[21]. EVs crosstalk between innate immune cells and struc-
tural cells to promote inflammation. In chronic inflamma-
tion, activated neutrophils release CD63+/CD66b+
exosomes. These exosomes degrade the extracellular matrix
(ECM) through integrin Mac-1 and neutrophil elastase
(NE), causing chronic obstructive pulmonary disease
(COPD) [22]. The hemorrhagic shock (HS)mouse model
and the cell hypoxia-reoxygenation model confirmed that
exosomes released from HS-activated alveolar macrophage
(AMϕ) induce NADPH oxidase-derived reactive oxygen spe-
cies (ROS) production inside polymorphonuclear neutro-
phils (PMNs) and subsequent promotion of necroptosis.
This experiment revealed the mechanism of pulmonary
inflammation caused by HS [23].

EVs released by immune cells can also affect the inflam-
matory microenvironment through the included miRNAs.
After airway inflammation, infiltrating immune cells released
miR-223 and miR-142a-containing extracellular RNA (ex-
miRNA) and EVs in the inflamed tissue to change the local
microenvironment [24]. A lipopolysaccharide (LPS) induced
mouse model of acute septic lung injury confirmed that
exosomes released by bronchoalveolar lavage fluid (BAL)
in the lungs pack miRNAs and cytokines involved in reg-
ulating inflammation. Using a coculture model, these exo-
somes derived from macrophages disrupt the structural
barrier by influencing the expression of tight junction pro-
teins in bronchial epithelial cells and promote the inflam-
matory response [25].

It should be noted that the maintenance of alveolar
microenvironment homeostasis also depends on the two-
way regulation of immune cells. Some experiments have con-
firmed that alveolar macrophages secrete exosomes and par-
ticles that encapsulate SOCS1 and 3. The SOCS protein
family is the endogenous braking factor of JAK-STAT signal-
ing pathway. Alveolar epithelial cells can inhibit the activa-
tion of STAT after taking up the exosomes. This SOCS1
and -3 released into the extracellular space through vesicles,
by inhibiting intracellular STAT1 and STAT3 signaling, to
mediate the crosstalk between macrophages and epithelial
cells, is a new way to control inflammation and immune
response [26]. Lung epithelial cell (LEPC)-derived IL-25
can affect the expression of Rab27a and Rab27b in lung mac-
rophages (AMϕ), negatively regulate LPS-induced exosomes
released by AMϕ, and attenuate the expression of TNF-α
induced by exosomes [27]. It can be seen that the signal
transmission of lung epithelial cells and macrophages
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through extracellular vesicles maintains a dynamic balance
between microenvironments. However, this state may be dis-
turbed under stimulation such as smoking to advance the
inflammatory state.

4. Circulating Exosomes Participate in
Inflammatory Damage in
the Microenvironment

In addition to intercellular communication in the local
microenvironment, pulmonary inflammatory lesions are also
a local response to stress conditions in the body. Exosomes
released by the circulatory system activated immune cells
through their cargo molecules to participate in the inflamma-
tory response. Such as high oxygen stress will further pro-
mote the increase of serum circulating EVs and activate
systemic macrophages outside the alveoli, eventually mediat-
ing the inflammatory response and causing lung injury [3].
Exosomes from sera of sepsis mice induce cytokines to
induce Th1 and Th2 cell differentiation and enhance T lym-
phocyte proliferation and migration [28]. After acute lung
injury (ALI), serum-derived exosomes transfer miR-155 to
macrophages, activate nuclear factor κB (NF-κB), and pro-
duce tumor necrosis factor α (TNF-α) and interleukin-6,
which promotes macrophage proliferation and inflammatory
response [29]. miRNA-126 carried by serum exosomes in
patients with allergic asthma is involved in the infiltration
of inflammatory cells [30]. Taurocholic acid-induced lung
injury in rats with acute pancreatitis showed that circulating
exosomes after stress can effectively reach the alveolar com-
partment and activate lung macrophages as a proinflamma-
tory phenotype [31]. Cigarette smoke (CS) exposure can
release circulating exosomes with specific miRNAs to affect
the clearance of apoptotic cells by macrophages, participate
in endothelial damage and inflammation-related diseases in
smokers [32]. As an important part of the systemic circula-
tory system, lymphoid-derived exosomes are also involved
in pulmonary inflammation. Inflammatory disorders fol-
lowing hemorrhagic shock (HS) can cause acute lung injury
(ALI). The mechanism is driven by intestinal-derived
inflammatory mediators after HS, which promotes exo-
somes derived from the supernatant of mesenteric lymph
node extracts and triggers activation of alveolar macro-
phages by Toll-like receptor 4 to produce proinflammatory
cytokines [33].

The release of circulating exosomes is very important
for the inflammatory response. Studies have shown that
Rab27a and Rab27b double knockout (Rab27DKO) mice
have insufficient secretion of circulating exosomes, have a
chronic inflammatory phenotype, and have increased inflam-
matory cytokines and bone marrow proliferation. Rab27-
dependent release of circulating exosomes contributes to
homeostasis within the hematopoietic system and appropri-
ate responsiveness to inflammatory stimuli [34]. Overexpres-
sion of serum exosome miR-103-3p can attenuate the
inflammatory response induced by lipopolysaccharide.
Using luciferase reporter assay and immunoprecipitation
technology, it was confirmed that miR-103a-3p directly

binds to transducin β-like 1X-related protein 1 (TBL1XR1),
mediating the NF-κB signaling pathway, thereby regulating
the immune response [35].

In addition, circulating exosomes in the respiratory tract
are also involved in the inflammatory process. The exosomes
isolated from inflammation-mediated bronchoalveolar
lavage fluid (BALF) are complex and contain many cargo
molecules related to inflammation. Proteomics comparison
of BALF-derived exosomes from cystic fibrosis (CF) and
asthma patients found higher levels of antioxidant proteins
(superoxide dismutase, peroxidase, etc.) and those involved
in leukocyte chemotaxis. Exosomes regulate the inflamma-
tory process by carrying proteins, preventing excessive
inflammation [36]. BALF-derived exosomes from asthma
patients promote inflammation by increasing the production
of cytokines and leukotriene-4 in airway epithelium [37].
After exposure to house-dust mite (HDM), using miRNA
microarrays confirmed that airway-secreted EVs (AEVs) iso-
lated from BALF contained increased Th2 inhibitory miR-
NAs, which promoted airway secretion and be involved in
the allergic airway inflammation [38]. This miRNA secreted
into mouse BALF microvesicles has significantly upregulated
miR-223 and miR-142, activates lung macrophages through
Nlrp3 inflammatory bodies, and mediates pulmonary
inflammation [39]. Analysis of tracheal aspiration fluids
(TAs) in preterm infants with oxygenation and mechanical
ventilation showed that this AEVs originated frommast cells.
AEVs can mediate the release of β-hexosaminidase (β-hex)
associated with inflammation and participate in the inflam-
mation of the lungs of chronic preterm infants caused by
oxygen poisoning [40]. In a mouse model of congenital
inflammation lacking the Toll-like receptor TLR3-NFκB/
RelA, BALF-derived exosomes are rich in coagulation fac-
tors and are involved in inflammation through interstitial
fibrin deposition [41]. In addition, changes in the lipid
composition of AEVs, such as higher levels of sphingo-
myelin in exosomes derived from asthma patients, signifi-
cantly reduced phosphatidylglycerol, ceramide-phosphate,
and ceramide, are associated with chronic airway inflam-
mation [42].

5. Extracellular Vesicles Are Messengers and
Vectors of Virally Infected
Lung Inflammation

Airway and alveolar epithelial cells are targets for viral infec-
tions including rhinovirus, influenza virus, coronavirus, and
pneumonia virus. Infected epithelial cells issue an innate cel-
lular antiviral response, coordinating myeloid and lymphoid
cells to participate in the immune process, which can be
achieved by the EVs pathway. For example, human rhinovi-
rus (RV) infects bronchial epithelial cells, activates Toll-like
receptor (TLR)3, produces immunoregulatory extracellular
matrix protein proinflammatory tenascin-C and releases
small extracellular vesicles (sEV). These sEVs may enhance
airway inflammation and regulate immune response to infec-
tion [43]. Exosomes isolated from respiratory syncytial virus
(RSV)-infected cells can activate the innate immune response
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by inducing human monocytes and airway epithelial cells to
release cytokines and chemokines [21].

Extracellular vesicles are not only involved in the inflam-
matory process following a viral response but are also a pow-
erful vector for transmitting viral particles and viral genomes
in bulk between organisms [44]. Vesicles transport large
numbers of mature infectious virus particles between cells,
which can increase the infectivity to host cells [45]. Cluster
packaging of vesicles by multiple single-stranded RNA virus
particles, including rhinoviruses, allows multiple viral RNA
genomes to be collectively transferred to a single cell, pro-
moting genetic replication between viruses and quasispecies
[46]. This observation offers a new insight into the mecha-
nism of virus transmission.

6. Conclusions

Extracellular vesicles of different origins provide multiple
biological roles in complex lung inflammatory injury. Cell-
derived EVs of the lung microenvironment and the circula-
tory system disrupt the original microecological balance
and promote the inflammatory process by transmitting
inflammation-related proteins and nucleic acids (Figure 1).
An in-depth understanding of the structural characteristics
and biological functions of EVs is of great significance for
elucidating the pathogenesis of pulmonary inflammation,
the transmission of infection, and providing new treatment
strategies.

Conflicts of Interest

The authors declare no conflicts of interests on the
manuscript.

Acknowledgments

This work was financially supported by grants from Lanzhou
University Second Hospital Cuiying Technology Innovation
Program Project (grant no. CY2019-MS18), Key laboratory
of Biotherapy and Regenerative medicine, Gansu Province
(grant no. zdsyskfkt-201703), and the National Natural Sci-
ence Foundation of China (grant nos. 81872036, 31870335).

References

[1] T. Hussell and T. J. Bell, “Alveolar macrophages: plasticity in a
tissue-specific context,” Nature Reviews. Immunology, vol. 14,
no. 2, pp. 81–93, 2014.

[2] H. Lee, E. Abston, D. Zhang, A. Rai, and Y. Jin, “Extracellular
vesicle: an emerging mediator of intercellular crosstalk in lung
inflammation and injury,” Frontiers in Immunology, vol. 9,
p. 924, 2018.

[3] M. Mittelbrunn, C. Gutiérrez-Vázquez, C. Villarroya-Beltri
et al., “Unidirectional transfer of microRNA-loaded exosomes
from T cells to antigen- presenting cells,” Nature Communica-
tions, vol. 2, no. 1, p. 282, 2011.

[4] P. Kucharzewska and M. Belting, “Emerging roles of extra-
cellular vesicles in the adaptive response of tumour cells to
microenvironmental stress,” Journal of Extracellular Vesicles,
vol. 2, no. 1, 2013.

[5] C. Théry, K. W. Witwer, E. Aikawa et al., “Minimal informa-
tion for studies of extracellular vesicles 2018 (MISEV2018): a
position statement of the International Society for Extracellu-
lar Vesicles and update of the MISEV2014 guidelines,” Journal
of Extracellular Vesicles, vol. 7, no. 1, p. 1535750, 2018.

[6] M. Mathieu, L. Martin-Jaular, G. Lavieu, and C. Thery, “Spec-
ificities of secretion and uptake of exosomes and other extra-
cellular vesicles for cell-to-cell communication,” Nature Cell
Biology, vol. 21, no. 1, pp. 9–17, 2019.

Airway-secreted EVs
Antioxidant proteins[36]
CD63, CD81, CD36[37]
miR-223, miR-142[39]

miR-346[38]
Sphingomyelin[42]

Alveolar macrophage
Serum exosomes

miRNA-155[29]
miRNA-126[30]

Blood vessel

Type II alveolar epithelial cell
Type I alveolar epithelial cell

Alveolar epithelial cell

Stimulate

Alveolar macrophage

Annexin A2 [12,13]
Caspase-3 [14]

Prolyl endopeptidase [16]
Caveolin-1 [19]

miR-320a, miR-221 [18]
mtDNA fragment [20]

TLR4[33](b)

(a)

(c)

Alveolar macrophage

Endothelial cells

miR-191, miR-126, miR125a[33]

CD66b, CD63 [22]
SOCS1, 3 [26]

miR-223, miR-142a [24]
miR-155, miR-146a [25]

Figure 1: Information transfer and cargo carried by extracellular vesicles in the inflammatory microenvironment of the lungs. (a)
Communication and cargo molecules of extracellular vesicles derived from alveolar epithelial cells and alveolar macrophages. (b)
Information transmission of circulating extracellular vesicles. (c) The respiratory tract secretes cargo molecules of extracellular vesicles.

4 BioMed Research International



[7] R. C. Piper and D. J. Katzmann, “Biogenesis and function of
multivesicular bodies,” Annual Review of Cell and Develop-
mental Biology, vol. 23, no. 1, pp. 519–547, 2007.

[8] B. Li, M. A. Antonyak, J. Zhang, and R. A. Cerione, “RhoA
triggers a specific signaling pathway that generates transform-
ing microvesicles in cancer cells,” Oncogene, vol. 31, no. 45,
pp. 4740–4749, 2012.

[9] P. Hauser, S. Wang, and V. V. Didenko, “Apoptotic bodies:
selective detection in extracellular vesicles,”Methods in Molec-
ular Biology, vol. 1554, pp. 193–200, 2017.

[10] E. Cocucci and J. Meldolesi, “Ectosomes and exosomes: shed-
ding the confusion between extracellular vesicles,” Trends in
Cell Biology, vol. 25, no. 6, pp. 364–372, 2015.

[11] B. J. Benedikter, C. Volgers, P. H. van Eijck et al., “Cigarette
smoke extract induced exosome release is mediated by deple-
tion of exofacial thiols and can be inhibited by thiol-antioxi-
dants,” Free Radical Biology & Medicine, vol. 108, pp. 334–
344, 2017.

[12] Y. Lei, K. Wang, X. Li et al., “Cell-surface translocation of
annexin A2 contributes to bleomycin-induced pulmonary
fibrosis by mediating inflammatory response in mice,” Clinical
Science, vol. 133, no. 7, pp. 789–804, 2019.

[13] Y. T. Fang, C. F. Lin, C. Y. Wang, R. Anderson, and Y. S. Lin,
“Interferon-γ stimulates p11-dependent surface expression of
annexin A2 in lung epithelial cells to enhance phagocytosis,”
Journal of Cellular Physiology, vol. 227, no. 6, pp. 2775–2787,
2012.

[14] H.-G. Moon, Y. Cao, J. Yang, J. H. Lee, H. S. Choi, and Y. Jin,
“Lung epithelial cell-derived extracellular vesicles activate
macrophage- mediated inflammatory responses via ROCK1
pathway,” Cell Death & Disease, vol. 6, no. 12, article e2016,
2015.

[15] A. Kulshreshtha, T. Ahmad, A. Agrawal, and B. Ghosh, “Pro-
inflammatory role of epithelial cell-derived exosomes in aller-
gic airway inflammation,” The Journal of Allergy and Clinical
Immunology, vol. 131, no. 4, pp. 1194–1203.e14, 2013.

[16] T. Szul, P. E. Bratcher, K. B. Fraser et al., “Toll-like receptor 4
engagement mediates prolyl endopeptidase release from air-
way epithelia via exosomes,” American Journal of Respiratory
Cell and Molecular Biology, vol. 54, no. 3, pp. 359–369, 2016.

[17] A. S. Francisco-Garcia, E. M. Garrido-Martín, H. Rupani et al.,
“Small RNA Species and microRNA Profiles are Altered in
Severe Asthma Nanovesicles from Broncho Alveolar Lavage
and Associate with Impaired Lung Function and Inflamma-
tion,” Non-coding RNA, vol. 5, no. 4, p. 51, 2019.

[18] H. Lee, D. Zhang, Z. Zhu, C. S. Dela Cruz, and Y. Jin, “Epithelial
cell-derived microvesicles activate macrophages and promote
inflammation via microvesicle-containing microRNAs,” Scien-
tific Reports, vol. 6, no. 1, p. 35250, 2016.

[19] H. Lee, M. Groot, M. Pinilla-Vera, L. E. Fredenburgh, and
Y. Jin, “Identification of miRNA-rich vesicles in bronchoalve-
olar lavage fluid: insights into the function and heterogeneity
of extracellular vesicles,” Journal of controlled release : official
journal of the Controlled Release Society, vol. 294, pp. 43–52,
2019.

[20] B. Szczesny, M. Marcatti, A. Ahmad et al., “Mitochondrial
DNA damage and subsequent activation of Z-DNA binding
protein 1 links oxidative stress to inflammation in epithelial
cells,” Scientific Reports, vol. 8, no. 1, p. 914, 2018.

[21] H. S. Chahar, T. Corsello, A. S. Kudlicki, N. Komaravelli, and
A. Casola, “Respiratory syncytial virus infection changes cargo

composition of exosome released from airway epithelial cells,”
Scientific Reports, vol. 8, no. 1, p. 387, 2018.

[22] K. R. Genschmer, D. W. Russell, C. Lal et al., “Activated PMN
Exosomes: Pathogenic Entities Causing Matrix Destruction
and Disease in the Lung,” Cell, vol. 176, no. 1-2, pp. 113–
26.e15, 2019.

[23] Y. Jiao, Z. Li, P. A. Loughran et al., “Frontline science:
macrophage-derived exosomes promote neutrophil necropto-
sis following hemorrhagic shock,” Journal of Leukocyte Biol-
ogy, vol. 103, no. 2, pp. 175–183, 2018.

[24] H. H. Pua, H. C. Happ, C. J. Gray et al., “Increased Hema-
topoietic Extracellular RNAs and Vesicles in the Lung dur-
ing Allergic Airway Responses,” Cell Reports, vol. 26, no. 4,
pp. 933–944.e4, 2019.

[25] Z. Yuan, B. Bedi, and R. T. Sadikot, “Bronchoalveolar lavage
exosomes in lipopolysaccharide-induced septic lung injury,”
Journal of Visualized Experiments, vol. 135, no. 135, 2018.

[26] E. Bourdonnay, Z. Zasłona, L. R. K. Penke et al., “Transcellular
delivery of vesicular SOCS proteins from macrophages to epi-
thelial cells blunts inflammatory signaling,” The Journal of
Experimental Medicine, vol. 212, no. 5, pp. 729–742, 2015.

[27] Z.-G. Li, M. J. Scott, T. Brzóska et al., “Lung epithelial cell-
derived IL-25 negatively regulates LPS-induced exosome
release from macrophages,” Military Medical Research, vol. 5,
no. 1, p. 24, 2018.

[28] K. Gao, J. Jin, C. Huang et al., “Exosomes derived from septic
mouse serum modulate immune responses via exosome-
associated cytokines,” Frontiers in Immunology, vol. 10,
p. 1560, 2019.

[29] K. Jiang, J. Yang, S. Guo, G. Zhao, H. Wu, and G. Deng,
“Peripheral circulating exosome-mediated delivery of miR-
155 as a novel mechanism for acute lung inflammation,”
Molecular Therapy, vol. 27, no. 10, pp. 1758–1771, 2019.

[30] M. Zhao, Y. P. Li, X. R. Geng et al., “Expression level of
MiRNA-126 in serum exosomes of allergic asthma patients
and lung tissues of asthmatic mice,” Current Drug Metabolism,
vol. 20, no. 10, pp. 799–803, 2019.

[31] L. Bonjoch, V. Casas, M. Carrascal, and D. Closa, “Involve-
ment of exosomes in lung inflammation associated with exper-
imental acute pancreatitis,” The Journal of Pathology, vol. 240,
no. 2, pp. 235–245, 2016.

[32] K. A. Serban, S. Rezania, D. N. Petrusca et al., “Structural and
functional characterization of endothelial microparticles
released by cigarette smoke,” Scientific Reports, vol. 6, no. 1,
p. 31596, 2016.

[33] M. Kojima, J. A. Gimenes‐Junior, T. W. Chan et al., “Exosomes
in postshock mesenteric lymph are key mediators of acute lung
injury triggering the macrophage activation via Toll-like recep-
tor 4,” The FASEB Journal, vol. 32, no. 1, pp. 97–110, 2017.

[34] M. Alexander, A. G. Ramstead, K. M. Bauer et al., “Rab27-
Dependent Exosome Production Inhibits Chronic Inflamma-
tion and Enables Acute Responses to Inflammatory Stimuli,”
The Journal of Immunology, vol. 199, no. 10, pp. 3559–3570,
2017.

[35] R. Li, P. Liang, J. Yuan, and F. He, “Exosomal miR-103a-3p
ameliorates lipopolysaccharide-induced immune response in
BEAS-2B cells via NF‐κB pathway by targeting transducin β‐
like 1X related protein 1,” Clinical and Experimental Pharma-
cology and Physiology, vol. 47, no. 4, pp. 620–627, 2020.

[36] V. Rollet-Cohen, M. Bourderioux, J. Lipecka et al., “Compara-
tive proteomics of respiratory exosomes in cystic fibrosis,

5BioMed Research International



primary ciliary dyskinesia and asthma,” Journal of Proteomics,
vol. 185, pp. 1–7, 2018.

[37] P. Torregrosa Paredes, J. Esser, C. Admyre et al., “Bronchoal-
veolar lavage fluid exosomes contribute to cytokine and leuko-
triene production in allergic asthma,” Allergy, vol. 67, no. 7,
pp. 911–919, 2012.

[38] Y. Gon, S. Maruoka, T. Inoue et al., “Selective release of miR-
NAs via extracellular vesicles is associated with house-dust
mite allergen-induced airway inflammation,” Clinical and
experimental allergy : journal of the British Society for Allergy
and Clinical Immunology., vol. 47, no. 12, pp. 1586–1598,
2017.

[39] D. Zhang, H. Lee, X. Wang et al., “A potential role of
microvesicle-containing miR-223/142 in lung inflammation,”
Thorax, vol. 74, no. 9, pp. 865–874, 2019.

[40] A. Veerappan, M. Thompson, A. R. Savage et al., “Mast cells
and exosomes in hyperoxia-induced neonatal lung disease,”
American Journal of Physiology Lung Cellular and Molecular
Physiology, vol. 310, no. 11, pp. L1218–L1232, 2016.

[41] Y. Zhao, B. Tian, H. Sun et al., “Pharmacoproteomics reveal
novel protective activity of bromodomain containing 4 inhib-
itors on vascular homeostasis in TLR3-mediated airway
remodeling,” Journal of Proteomics, vol. 205, p. 103415, 2019.

[42] K. P. Hough, L. S. Wilson, J. L. Trevor et al., “Unique lipid sig-
natures of extracellular vesicles from the airways of asth-
matics,” Scientific Reports, vol. 8, no. 1, p. 10340, 2018.

[43] J. T. Mills, A. Schwenzer, E. K. Marsh et al., “Airway epithelial
cells generate pro-inflammatory tenascin-C and small extra-
cellular vesicles in response to TLR3 stimuli and rhinovirus
infection,” Frontiers in Immunology, vol. 10, p. 1987, 2019.

[44] N. Altan-Bonnet, C. Perales, and E. Domingo, “Extracellular
vesicles: vehicles of en bloc viral transmission,” Virus Research,
vol. 265, pp. 143–149, 2019.

[45] M. Santiana, S. Ghosh, B. A. Ho et al., “Vesicle-Cloaked Virus
Clusters Are Optimal Units for Inter-organismal Viral Trans-
mission,” Cell Host Microbe, vol. 24, no. 2, pp. 208–20.e8, 2018.

[46] Y.-H. Chen,W. L. Du, M. . C. Hagemeijer et al., “Phosphatidyl-
serine vesicles enable efficient en bloc transmission of entero-
viruses,” Cell, vol. 160, no. 4, pp. 619–630, 2015.

6 BioMed Research International


	Multiple Biological Roles of Extracellular Vesicles in Lung Injury and Inflammation Microenvironment
	1. Introduction
	2. Effects of Epithelial Cells Releasing EVs on the Inflammatory Process in the Lung Microenvironment
	3. Two-Way Regulation of Immune Cell-Derived Exosomes on Inflammatory Process in the Lung Microenvironment
	4. Circulating Exosomes Participate in Inflammatory Damage in the Microenvironment
	5. Extracellular Vesicles Are Messengers and Vectors of Virally Infected Lung Inflammation
	6. Conclusions
	Conflicts of Interest
	Acknowledgments

