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Abstract 

Sepsis, a severe systemic inflammatory response to infection, remains a leading cause of morbidity and mortality 
worldwide. Exosomes, as mediators of intercellular communication, play a pivotal role in the pathogenesis of sep‑
sis through modulating immune responses, metabolic reprogramming, coagulopathy, and organ dysfunction. This 
review highlights the emerging significance of exosomes in these processes. Initially, it provides an in‑depth insight 
into exosome biogenesis and characterization, laying the groundwork for understanding their diverse and intricate 
functions. Subsequently, it explores the regulatory roles of exosomes in various immune cells such as neutrophils, 
macrophages, dendritic cells, T cells, and B cells. This analysis elucidates how exosomes are pivotal in modulat‑
ing immune responses, thus contributing to the complexity of sepsis pathophysiology. Additionally, this review 
delves into the role of exosomes in the regulation of metabolism and subsequent organ dysfunction in sepsis. It 
also establishes a connection between exosomes and the coagulation cascade, which affects endothelial integrity 
and promotes thrombogenesis in sepsis. Moreover, the review discusses the dual role of exosomes in the progression 
and resolution of sepsis, exploring their complex involvement in inflammation and healing processes. Furthermore, 
it underscores their potential as biomarkers and therapeutic targets. Understanding these mechanisms presents new 
opportunities for novel interventions to mitigate the severe outcomes of sepsis, emphasizing the therapeutic promise 
of exosome research in critical care settings.
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Introduction
Sepsis, a life-threatening condition, is characterized by 
organ dysfunction stemming from a dysregulated host 
response to infection [1], which remains a predominant 
cause of mortality in intensive care units (ICUs) globally 
[2]. The progression of sepsis initially involves a transition 
from mild to severe stages, eventually culminating in sep-
tic shock. This sequential advancement triggers abnormal 
immune system responses, disrupts cellular and tis-
sue metabolism, causes coagulopathy, alters circulation, 
and ultimately results in multi-organ damage [3]. While 
sepsis is treatable and timely targeted interventions can 
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improve prognosis [4], the intricate mechanisms under-
lying its onset, progression, and varied patient outcomes 
are not fully understood.

Exosomes are small extracellular vesicles that play a 
vital role in the cellular landscape, particularly in the 
context of sepsis. Ranging from 30 to 150  nm in size, 
these vesicles serve as natural carriers for various signal-
ing molecules such as proteins, DNA, and microRNAs 
(miRNAs), which are small non-coding RNAs (ncRNAs) 
that hold a crucial position in regulating gene expres-
sion [5, 6]. Their unique ability to traverse bodily fluids 
without succumbing to enzymatic degradation makes 
them essential for the intercellular exchange of material 
and signaling. The cargo of exosomes, including proteins, 
lipids, and nucleic acids, is selectively packaged to deliver 
specific messages to target cells. Exosomes are crucial 
in intercellular communication as they carry specific 
molecules that reflect the state and nature of the parent 
cells. In sepsis, exosomes are pivotal in processes related 
to tissue and organ injury, inflammatory responses, 
and immune reactions [7]. They modulate the immune 
microenvironment by promoting cellular oxidative stress, 
immune cell aggregation, and the release of inflammatory 
cytokines. These actions ultimately affect the fate of cells 
and tissues [8, 9].

Under pathological conditions such as sepsis, the 
composition of exosomes varies significantly from that 
in normal physiological conditions. Cells of origin can 
precisely modulate the content of exosomes, selectively 
loading them with specific active substances. These 
loaded exosomes then transport these active substances 
to recipient cells, altering their phenotype and functions 
[9]. The clinical importance of exosomes in sepsis, spe-
cifically regarding their roles as biomarkers and media-
tors of ncRNAs, has been extensively reviewed in prior 
studies [10, 11]. Additionally, there has been research 
focusing on how the contents of exosomes influence cel-
lular signaling pathways in sepsis and contribute to organ 
injury [12]. However, our review primarily concentrates 
on providing a more in-depth mechanistic insight from 
a microscopic to a holistic perspective. We delve into the 
role of exosome-mediated intercellular crosstalk in caus-
ing organ damage, and the potential value of addressing 
these scientific questions to apply exosomes in the clini-
cal diagnosis and treatment of critically ill patients with 
infections.

This review offers a thorough examination of exosome 
biogenesis and its characteristics, laying the ground-
work for understanding their diverse and intricate 
functions. We will scrutinize the regulatory effects of 
exosomes on various immune cells, a process that aids 
in elucidating their critical role in modulating immune 
responses, thereby enhancing our understanding of sepsis 

pathophysiology. The cargo of exosomes is rich in bio-
active molecules that can induce metabolic alterations, 
characterized by the dysregulation seen in sepsis. They 
are also implicated in the coagulation cascade, impacting 
endothelial integrity, and promoting thrombogenesis. In 
the context of organ dysfunction, the role of exosome-
mediated intercellular communication is of paramount 
importance. Additionally, this review explores the dual 
role of exosomes in the progression and resolution of 
sepsis, examining their complex involvement in both 
inflammatory and healing processes. Moreover, the 
potential of exosomes as biomarkers and therapeutic tar-
gets is highlighted.

Exosome biogenesis and characterization
Exosomes are produced through a complex process that 
initiates within the cell’s endosomal system. It begins with 
the endocytosis of the plasma membrane, leading to the 
formation of early sorting endosomes. These structures 
evolve into late-sorting endosomes, which subsequently 
invaginate to generate multivesicular bodies (MVBs) 
containing intraluminal vesicles (ILVs) [13]. Depending 
on the cellular context, MVBs can either fuse with lys-
osomes for degradation or with the plasma membrane, 
releasing ILVs as exosomes into the extracellular milieu 
[14, 15]. Several molecular components work together to 
coordinate this complex process. For instance, Rab pro-
teins regulate vesicular traffic, while the endosomal sort-
ing complex required for transport and its constituents 
are essential for MVB and ILV formation. Tetraspanins, 
a group of transmembrane proteins, induce membrane 
curvature, facilitating vesicle formation [16]. Moreover, 
certain lipids, notably ceramides produced by enzymes 
like sphingomyelinase, play a fundamental role in this 
process [17]. The unique characteristics of exosome for-
mation and release render them pivotal in mediating 
inflammatory responses and intercellular communica-
tion in sepsis [10].

Many techniques have been applied to character-
ize exosomes [18]. For example, nanoparticle tracking 
analysis, dynamic light scattering, and tunable resistive 
pulse sensing primarily focus on determining the exo-
somal size [19]. On the other aspect, transmission elec-
tron microscopy, localized surface plasmon resonance, 
and atomic force microscopy biosensors provide detailed 
insights into the morphology of exosomes [20–22]. Flow 
cytometry is utilized to evaluate the surface proteins of 
exosomes, shedding light on their size and structure [23]. 
In addition, sequencing, microarray analysis, and digital 
droplet PCR allow for a comprehensive analysis of exoso-
mal cargo, including RNA [24].

Exosomes have emerged as promising candidates 
for biomarkers and therapeutic targets across a range 
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of diseases, including cancer, neurodegenerative dis-
orders, and cardiovascular conditions [25–28]. In 
sepsis, exosomes have shown significant potential as 
biomarkers [10], a topic we will explore extensively in 
subsequent sections. The molecular cargo of exosomes 
provides insight into the onset, progression, and poten-
tial treatments of disease by reflecting the status of the 
originating cells. The inherent stability of exosomes in 
bodily fluids, such as blood and urine, underscores their 
potential as non-invasive diagnostic tools. Exosomes 
have diverse biogenesis and clinical implications, and 
hold the promise to revolutionize medical research as 
their mysteries are uncovered.

Exosomal mechanisms in sepsis‑related immune 
regulation
Exosomes, as key mediators in the immune system, play 
a pivotal role in the immune response during sepsis - 
from the initial activation of the innate immune system 
to the later stages of immune regulation. These vesicles 
are indispensable for transmitting immune signals and 
exert a profound influence on the behavior of immune 
cells such as neutrophils (PMNs), macrophages, dendritic 
cells (DCs), T cells, and B cells (Fig. 1; Table 1). Through 
their diverse molecular cargoes, exosomes contribute to 
the regulation of immune responses, including the mod-
ulation of cytokine production, antigen presentation, and 
immune cell activation.

Fig. 1 Mechanisms of exosome regulation of immunity in sepsis. Exosomes derived from immune cells are instrumental in orchestrating a balance 
between immunoregulatory and autoimmune responses within a complex network of immune interactions. These vesicles are rich in bioactive 
molecules and play key roles in the inflammatory process by guiding PMN recruitment and migration, supporting the innate immune response, 
and influencing macrophage polarization towards either pro‑inflammatory M1 or anti‑inflammatory M2 states, thereby shaping the progression 
of inflammation. DC‑derived exosomes are crucial in engaging memory T cells, triggering their differentiation into Th1, Th2, or Treg cells 
and fostering a proliferative response essential for robust immunity. Additionally, these exosomes enhance adaptive immunity by aiding in B 
cell maturation and improving antigen presentation. Simultaneously, they significantly impact the activation and proliferation of  CD8+ T cells, 
highlighting their extensive involvement in modulating immune responses, particularly during sepsis. PMN neutrophil, DC dendritic cell, NET 
neutrophil extracellular traps, Th1 type 1 helper T cells, Th2 type 2 helper T cells, Ab antibody
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Exosomes regulation of PMN recruitment and migration
Exosomes derived from immune cells contain a variety 
of bioactive substances, playing multiple roles during the 
inflammatory process. Those released from macrophages 
and DCs are known to carry leukotriene biosynthetic 
enzymes and act as potent inducers of PMN migration, 
underscoring their chemotactic influence on inflamma-
tion [29]. Intriguingly, the platelet-derived exosomes 
can be internalized by PMNs, and through the synergis-
tic actions of 12-lipoxygenase and secretory phospholi-
pase A2-IIA, they manifest pro-inflammatory responses 
[30]. Furthermore, in the context of hemorrhagic shock, 
activated macrophages release exosomes which induce 
the production of reactive oxygen species (ROS) within 
PMNs, primarily sourced from nicotinamide adenine 
dinucleotide phosphate (NADPH) oxidase. The surge of 
ROS triggers PMN necroptosis and amplifies the inflam-
matory response [31].

A recent animal study has revealed a potential thera-
peutic strategy for sepsis. By systemically delivering 
super-repressor IκB-loaded exosomes (Exo-srIκB), it was 
observed that these exosomes significantly reduced PMN 
infiltration and suppressed macrophage release of inflam-
matory cytokines such as tumor necrosis factor (TNF)-α, 
interleukin (IL)-1β, and IL-6 [45]. Thus, manipulating the 
bioactive molecules carried by exosomes represents a 
potential to alter the overall immune response in sepsis.

Exosomes regulation of macrophage inflammatory 
responses
Macrophages are versatile immune cells and can exhibit 
both pro-inflammatory and anti-inflammatory charac-
teristics depending on the molecular signals they receive. 

Recent studies have highlighted the critical role of exoso-
mal miRNAs in regulating macrophage polarization and 
function. For example, mammary epithelial cell-derived 
exosomal miR-221 mediates M1 macrophage polariza-
tion via suppressor of cytokine signaling 1 (SOCS1)/
signal transducer and activator of transcription pro-
teins (STATs) to promote inflammatory response [46]. 
The exosomal miR-374b-5p from tubular epithelial cells 
(TECs) promotes M1 macrophage activation and wors-
ens renal ischemia/reperfusion injury [47]. PMN-derived 
exosomal miR-30d-5p induces M1 macrophage polariza-
tion and triggers macrophage pyroptosis in sepsis-related 
acute lung injury (ALI) [32]. Furthermore, exosomes 
from the serum of septic mice transfer miR-155 to mac-
rophages and therefore, promote M1 polarization by 
activating the nuclear factor-kappa B (NF-κB) pathway 
and suppressing SRC homology 2-containing inositol 
phosphatase 1 (SHIP1) and SOCS1, leading to increased 
macrophage proliferation [48]. Additionally, miR-155 
carried by serum exosomes, worsens inflammation in the 
nervous system by triggering the growth and activation 
of microglia and astrocytes in lipopolysaccharide (LPS)-
treated mice [49].

Mesenchymal stem cell-derived exosomes (MSC-
Exos) regulate the M2 polarization of macrophages and 
inflammatory response via miR-21-5p to promote repair 
after myocardial injury [33]. MSC-Exo treatment modu-
lated NF-κB and phosphoinositide 3-kinase/protein 
kinase B (PI3K/Akt) signaling pathways by inhibiting 
tumor TNF-associated factor 1 expression and enhanc-
ing macrophage M2 polarization [34]. These findings 
highlight the multifaceted roles of exosomal miRNAs in 
macrophage polarization and inflammatory responses, 

Table 1 The association between exosomes and function of different immune cells

DCs dendritic cells, PMNs neutrophils, MSCs mesenchymal stem cells, APCs antigen-presenting cells, tRNA transfer RNA, ROS reactive oxygen species, ALI acute lung 
injury, MHC major histocompatibility complex, NADPH nicotinamide adenine dinucleotide phosphate

Donor cells Exosomal cargo Recipient cells Function Reference

Macrophages, DCs Leukotriene biosynthetic enzymes PMNs Induction of PMN migration [29]

Platelets 12‑lipoxygenase, secretory phospholipase A2‑IIA PMNs Pro‑inflammatory responses [30]

Macrophages NADPH oxidase‑derived ROS PMNs Triggering PMN necroptosis, amplification 
of inflammation

[31]

PMNs miR‑30d‑5p Macrophages Induces macrophage pyroptosis in ALI [32]

MSCs miR‑21‑5p Macrophages Regulates inflammatory response, promotes 
repair after myocardial injury

[33, 34]

DCs MHC‑peptide complexes, co‑stimulatory mol‑
ecules

T cells, DCs Antigen presentation, activation of memory, 
and naive T cells

[35–38]

APCs Specific antigens T and B cells Stimulation of T and B cells, development 
of immune memory

[39, 40]

MSCs miRNAs T cells Modulates proliferation and activation, pheno‑
type shifts, cytokine reduction

[41, 42]

T cells tRNA fragments, immunoregulatory cytokines DCs, T cells Regulates immune response, activation of antivi‑
ral pathways, feedback inhibition

[43, 44]
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potentially leading to an increase in the M2-like 
phenotype.

In summary, exosomal miRNAs are significant regu-
latory molecules that modulate various signaling path-
ways in macrophages, a concept primarily demonstrated 
through animal model studies. Their impact on mac-
rophage function, which can either amplify or attenuate 
the inflammatory response, underscores their potential 
therapeutic implications in inflammatory conditions 
such as sepsis. It is important to note that much of the 
current understanding in this area is derived from animal 
studies. To date, there are limited human trials exploring 
the role of exosomal miRNAs in macrophage regulation, 
emphasizing a critical gap between experimental models 
and clinical application.

Role of DC‑derived exosomes in the regulation 
of immunity
DCs play a vital role in the immune system as antigen-
presenting cells (APCs) and bridge the gap between 
innate and adaptive immunity by capturing, process-
ing, and presenting antigens to T cells. DCs secrete 
exosomes that carry major histocompatibility complex 
(MHC)-peptide complexes, which can directly bind to 
and activate memory  CD4+ and  CD8+ T cells. However, 
to initiate the activation of naive T lymphocytes, the 
exosomes need to be first captured by other DCs. Inter-
estingly, these DCs are not required to express the cor-
responding MHC molecules themselves but can present 
the MHC-peptide complexes carried by the exosomes to 
specific T cells [35]. Additionally, DC-secreted exosomes 
are rich in MHC and T cell co-stimulatory molecules, 
which activate antigen-specific naive  CD4+ T cells [36]. 
The composition of the exosomes, which includes MHC 
I and MHC II molecules, adhesion molecules, co-stimu-
latory molecules, heat-shock proteins, and tetraspanins, 
endows them with extensive immunomodulatory abilities 
[37–39].

Furthermore, exosomes from mature DCs have shown 
to be more effective in inducing T cell activation in vitro 
and eliciting effector T cell and antibody responses 
in vivo, compared to those from immature DCs [35, 50]. 
In addition to these functions, exosomes released by DCs 
not only induce the maturation and differentiation of 
immature DCs and monocytes [51], but also facilitate the 
differentiation of T cells into various subtypes including 
type 1 helper T cells (Th1), type 2 helper T cells (Th2), 
and regulatory T (Treg) cells [40, 52]. The diverse func-
tions of DC-released exosomes underscore their central 
role in modulating immune responses and maintaining 
immune homeostasis.

Exosomes regulation of T cell responses
Exosomes can transport specific antigens that stimulate 
T and B cells, thereby leading to their activation and the 
development of long-term immune memory [39, 40]. 
This creates a state of readiness for a rapid and specific 
response to the same pathogens in future encounters. 
Traditional antigen presentation requires APCs to pro-
cess antigenic peptides into MHC-peptide complexes. 
These complexes, along with co-stimulatory molecules, 
bind to the T cell receptors, subsequently driving the 
activation and proliferation of T cells. Exosomes offer a 
more streamlined approach, as they are capable of pre-
senting antigens directly to T cells without the conven-
tional APC mediation or the need for reprocessing into 
MHC-peptide complexes [50]. This mode of action sig-
nificantly enhances the efficiency of antigen presentation, 
which is beneficial for initiating swift immune defenses 
against pathogens.

In the absence of active APCs, it has been observed that 
naive  CD8+ T cells can recognize exosomes that are shed 
from APCs. These exosomes, particularly those express-
ing intercellular adhesion molecule-1 and B7, are highly 
immunogenic. They can stimulate proliferative responses 
in  CD8+ T cells and promote their differentiation into 
effector T cells, which are critical for immediate immune 
responses [39]. Additionally, MSC-Exos have been 
reported to modulate the proliferation and activation of 
various T cell subsets. They can influence the immune 
response by inducing a shift from Th1 to Th2 phenotype, 
reducing the differentiation potential of T cells towards 
Th17 cells, and decreasing the release of pro-inflamma-
tory cytokines like interferon (IFN)-γ [41, 42].

The exosomes released from T cells also function as 
immunoregulatory entities in regulating DCs by activat-
ing the cyclic GMP-AMP synthase/stimulator of inter-
feron genes (cGAS/STING) pathway and triggering the 
activation of IFN regulatory factor 3 (IRF3)-dependent 
genes that regulate IFN [43, 44]. This activation strength-
ens the antiviral responses of DCs, highlighting the 
intricate communication between innate and adaptive 
immune cells [43]. Furthermore, activated T cells are 
capable of secreting exosomes containing specific trans-
fer RNA fragments. Under certain circumstances, these 
fragments can suppress further activation of T cells, pro-
viding a feedback mechanism that ensures the immune 
response remains within necessary levels [44]. The stabil-
ity of immunoregulatory cytokines encapsulated within 
T cell-derived exosomes is notably higher compared to 
their free counterparts, suggesting exosomes as promis-
ing vehicles for targeted drug delivery and potential ther-
apeutic tools.
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Exosomes regulation of B cell activation and antigen 
presentation
In the realm of B cell-mediated immunity, plasma 
exosomes have been identified as efficient antigen car-
riers. These exosomes exhibit a remarkable ability to 
bind with B cells, enhance antigen presentation, and 
avoid degradation that is typically associated with free 
proteins. This interaction can induce the production 
of autologous antibodies and trigger the activation of 
T cells, potentially serving as a decoy against comple-
ment-mediated cytotoxicity [53]. By directly present-
ing antigens to B cells, exosomes efficiently stimulate B 
cells to mature and differentiate into plasma cells that 
produce antibodies. These activated B cells, in turn, can 
act as APCs, presenting antigens to T cells, particularly 
 CD4+ T helper cells [54, 55]. Upon antigen recogni-
tion by  CD4+ T cells, a cascade of events leads to their 
activation and differentiation into Th1 cells, which are 
instrumental in directing the immune response towards 
a Th1-type profile. This differentiation process results 
in the production of cytokines such as IFN-γ, which is 
pivotal in enhancing the body’s ability to defend against 
intracellular pathogens [55].

Additionally, RNA exosomes have been identified 
as crucial within B cells for their involvement in RNA 
processing, gene expression regulation, genomic stabil-
ity, and in shaping B cell differentiation and maturation 
processes. These functions of RNA exosomes are essen-
tial in the formation of immune memory, thereby hav-
ing a fundamental impact on maintaining the normal 
function of the immune system [56–58]. Recent stud-
ies underscore the centrality of the RNA exosome in 
these processes [24, 59]. B cell receptor expression and 
subsequent antibody secretion rely on successful V(D)J 
[variable (V), diversity (D), and joining (J)] recombina-
tion. RNA exosomes contribute to this critical function 
by resolving ncRNAs and non-B DNA structures, while 
maintaining an open chromatin state that is conducive 
to recombination-activating gene (RAG) recombinase 
access and successful V(D)J recombination. Impair-
ment in RNA exosome function can lead to the accu-
mulation of ncRNAs and non-B DNA structures near 
the V(D)J locus, causing chromatin closure and hin-
dering RAG recombinase activity. This disruption can 
potentially block the D to JH recombination, trigger-
ing a p53-mediated apoptotic pathway, resulting in the 
death of pro-B cells, and ultimately, compromising the 
development and functionality of B cells [24, 59]. This 
interconnected network of exosome-mediated pro-
cesses exemplifies the complexity and sophistication of 
immune regulation.

Exosome modulation of sepsis‑induced metabolic 
alterations
During the acute phase of infection, there is a metabolic 
shift from oxidative phosphorylation (OXPHOS) to aero-
bic glycolysis (known as the Warburg effect) serves as a 
crucial mechanism of host defense [60]. Despite an ample 
supply of oxygen, cells in this phase favor energy produc-
tion through glycolysis over the more efficient OXPHOS. 
This preference for glycolysis, termed “metabolic repro-
gramming” or aerobic glycolysis, can be advantageous 
during the initial stages of inflammation as it boosts the 
production of metabolic intermediates necessary for 
cellular biosynthesis and bioenergetics, facilitating cell 
growth, proliferation, and differentiation [61]. Over time, 
however, if mitochondrial function is compromised, the 
cells may struggle to effectively restore OXPHOS and 
metabolic balance, leading to a state of “cellular patho-
genic hypoxia” where they are unable to optimally utilize 
oxygen [62].

Recent research has shown that immune cells in sep-
sis exhibit distinct metabolic characteristics that impact 
their immune function. The metabolic states of M1 and 
M2 differ from those of resting macrophages; such meta-
bolic reprogramming is vital for macrophage activation 
and function [63]. M1 macrophages increase glucose 
uptake and lactate secretion while reducing oxygen con-
sumption. In contrast, M2 macrophages are primarily 
reliant on the OXPHOS pathway [64].

Mitochondrial dysfunction plays a pivotal role in the 
metabolic reprogramming associated with sepsis [61]. 
Damage to mitochondria can shift cellular energy pro-
duction towards anaerobic glycolysis to meet ATP 
demands [62]. The exchange of mitochondrial elements 
through exosomes can thus profoundly influence the 
metabolic and functional states of target cells [65]. A 
study has shown the therapeutic potential of exosomes 
sourced from adipose-derived mesenchymal stem cells 
(AdMSC-Exos). These vesicles have been shown to miti-
gate mitochondrial ROS stress in macrophages stimu-
lated with LPS, enhancing mitochondrial integrity and 
the efficiency of OXPHOS, thereby orchestrating a meta-
bolic shift in macrophages—from the pro-inflammatory 
M1 phenotype towards the anti-inflammatory M2 phe-
notype [66].

Inhibition of the mitochondrial respiratory chain is 
associated with an increase in ROS production. This 
has elucidated the significant correlation between 
OXPHOS inhibition and ROS generation [67]. Fur-
ther research has shown that exosomes from adi-
pose-derived stem cells reduce ROS accumulation in 
macrophages by modulating the expression of nuclear 
factor erythroid 2-related factor 2/heme oxygenase-1 
(Nrf2/HO-1), thus promoting polarization towards an 
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M2 phenotype [68]. AdMSC-Exos also facilitate mac-
rophage polarization to the M2 phenotype through the 
activation of the sphingosine-1-phosphate/sphingosine 
kinase 1/sphingosine-1-phosphate receptor 1 (S1P/
SK1/S1PR1) signaling pathway, thus ameliorating car-
diac injury following myocardial infarction [69].

Exosomes affect cell metabolic reprogramming through 
their role in intercellular communication. Exosomes 
transport genomic and mitochondrial DNA, which func-
tion as signaling molecules involved in the cGAS/STING 
cytosolic DNA sensing pathway and modulate gene 
expression via inducing IFN-stimulated genes through 
an IRF3-dependent mechanism [43]. Consequently, this 
communication prompts a change in the metabolic pro-
gramming of DCs, boosting their capacity to combat viral 
infections and underscoring the importance of intercellu-
lar signaling in immune responses and pathogen defense.

By upregulating the expression of IL-1 receptor-asso-
ciated kinase-M, a negative regulator of the Toll-like 
receptor (TLR) signaling pathway, hypoxia-inducible 
factor-1α (HIF-1α) has been recognized as a pivotal reg-
ulator in modulating the transition of blood monocytes 
from a pro-inflammatory to an immunosuppressive state 
in septic patients [70]. Hypoxia induces the overexpres-
sion of HIF-1α in renal TECs, which then promotes the 
release of exosomal miR-23a, reprogramming mac-
rophages to a pro-inflammatory phenotype by inhibiting 
the ubiquitin-editing enzyme A20 [71]. Serum-derived 
exosomes, which carry miR-155 and target the suppres-
sors SHIP1 and SOCS1, facilitate glycolysis and inflam-
matory responses in septic mice by upregulating the 
STAT3/HIF-1α axis [48, 72]. Study indicates that aero-
bic glycolysis induced by the Akt-mammalian target of 
rapamycin (mTOR)-HIF-1α pathway is fundamental to 
the reprogramming of cellular metabolism [73]. During 
sepsis, platelet-derived exosomes carrying high mobil-
ity group box 1 (HMGB1) exacerbate vascular injury and 
myocardial dysfunction by promoting the formation of 
neutrophil extracellular traps (NETs) via the Akt/mTOR 
pathway [74].

In sepsis, there is a marked increase in lactate due at 
least in part to impaired clearance. Lactate serves as a 
classical biomarker of poor prognosis in sepsis, with 
its levels correlating significantly with disease severity, 
morbidity, and mortality [75]. Macrophages can take up 
extracellular lactate through monocarboxylate transport-
ers, and lactate-driven p300/ cAMP response element-
binding (CREB) protein-mediated acylation of HMGB1 
promotes the release of HMGB1-containing exosomes 
from macrophages, leading to endothelial dysfunction 
[76]. These findings suggest that exosome-mediated 
metabolic reprogramming is a key feature of immune cell 
activation.

These findings provide novel insights into the meta-
bolic alterations induced by sepsis and offer a fresh per-
spective for further research. The role of exosomes in 
metabolic regulation reveals the intricate mechanisms 
employed by immune cells in responding to infections. 
By modulating the metabolic states of immune cells, 
exosomes have the potential to become powerful tools in 
the future for treating sepsis.

Exosomes regulation of sepsis‑induced 
coagulopathy and endothelial dysfunction
In the initial phase of host-pathogen interaction, the acti-
vation of coagulation plays a key role in linking coagu-
lation and innate immunity, a process recently termed 
“immunothrombosis” [77]. Sepsis is particularly associ-
ated with intense activation of the coagulation system, 
which may lead to disseminated intravascular coagula-
tion (DIC), clinically manifested by microvascular throm-
bosis and hemorrhage, the latter being caused by the 
excessive consumption of clotting factors and platelets. 
Approximately 35% of sepsis patients experience DIC, 
and the current treatment primarily focuses on sympto-
matic support [77]. Despite numerous attempts, other 
treatment approaches have yet to show statistical success 
in large-scale clinical trials [78]. Exosome measurement 
could potentially aid in the early quantification of DIC 
risk, which is very useful for patients in the early stage 
of sepsis [79]. Figure  2 illustrates the various pathways 
that exosomes contribute to the development of sepsis-
induced coagulopathy.

The exposition of phosphatidylserine (PS) on the exo-
somal surface exhibits direct procoagulant activity. PS, 
a cellular membrane phospholipid, facilitates the func-
tionality of tissue factor (TF) and thrombin, acting as a 
primary initiator for the coagulation cascade. In sepsis, 
procoagulant exosomes predominantly originate from 
monocytes, endothelial cells, and platelets [80–82]. 
Given that TF is the main trigger of the coagulation cas-
cade and PS acts as a catalyst for coagulation component 
activation, this exosome subset is a plausible vector for 
propagating the procoagulant phenotype during sepsis. 
Hematogenous-derived TF-positive exosomes also impli-
cate the potentially overarching prothrombotic envi-
ronment of DIC [83]. Elucidating this mechanism could 
unveil novel therapeutic targets while intervening in the 
genesis or functionality of these exosomes might deline-
ate new trajectories for managing sepsis-accompanied 
DIC.

Noteworthy, PMN-derived exosomes play a pivotal 
role in thrombogenesis. These vesicles facilitate the 
transfer of arachidonic acid to platelets, which then 
utilize cyclooxygenase-1 to synthesize thromboxane 
A2, a potent vasoconstrictor and platelet aggregator. 
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This biochemical cascade is crucial for inducing PMN 
extravasation and promoting thrombus formation, 
highlighting a novel aspect of PMN-platelet crosstalk in 
thrombosis [84]. In sepsis, the administration of PMN-
derived exosomes to murine models has been shown 
to increase the bacterial load, diminish PMN recruit-
ment, upregulate IL-10 expression, and ultimately, 
higher mortality rates [85]. These suggest that PMN-
derived exosomes may have a detrimental effect on the 
host defense against sepsis, potentially by altering the 
immune response and disrupting the delicate balance 

required for effective pathogen clearance. Moreover, 
PMN-derived exosomes may induce endothelial cell 
senescence through redox-sensitive pathways, con-
tributing to a pro-inflammatory and pro-coagulant 
environment that exacerbates the severity of the host 
response [86]. Furthermore, these effects are further 
complicated by exosomal miR-146a mediated inter-
play between oxidized low-density lipoprotein-treated 
macrophages and PMNs, downregulating superoxide 
dismutase 2 expression in PMNs. This downregulation 
leads to an overproduction of ROS and the formation of 

Fig. 2 Exosomes regulation of sepsis‑induced coagulopathy. Exosomes intricately regulate the balance between immune and coagulation 
responses in the pathophysiology of sepsis‑induced coagulopathy. Macrophage‑derived exosomes directly exert procoagulant activity, thereby 
initiating the coagulation cascade. Furthermore, these vesicles significantly influence neutrophil (PMN) recruitment and neutrophil extracellular 
traps (NETs), effectively linking inflammatory and coagulation pathways. Additionally, platelet‑derived exosomes enhance both coagulation 
and inflammation, which may potentially lead to disseminated intravascular coagulation (DIC) and subsequent organ damage. Endothelial 
dysfunction can be notably impacted by exosomal signals from various cells, thereby contributing to ongoing inflammation and coagulation. 
Conversely, exosomes from endothelial progenitor cells (EPCs) play a crucial role in facilitating vascular repair and reducing endothelial permeability, 
effectively countering the vascular effects of sepsis. This underscores the significant role of exosomes in the development of coagulopathy 
during sepsis. PS phosphatidylserine, TF tissue factor, HMGB1 high mobility group box 1, ARA arachidonic acid, IL‑10 interleukin 10, MMP9 matrix 
metallopeptidase 9
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NETs, which significantly increases the risk of throm-
bosis [87].

Platelet‑derived exosomes link coagulation 
and inflammation
Overactivation of platelets is implicated in organ 
damage during sepsis through various mechanisms, 
including enhanced recruitment of immune cells and 
inflammation, promotion of microvascular bed thrombus 
formation, and direct cytotoxic effects mediated by plate-
let-derived microparticles. In  vitro studies have shown 
that exosomes generated from activated platelets con-
tain abundant activated factor IX, factor Va, and bind-
ing sites for factor VIII, as well as augment the activity 
of factor Xa and thrombin [88, 89]. Patients at increased 
risk of thromboembolic complications (e.g., those under-
going cardiac surgery) have elevated levels of circulat-
ing platelet-derived exosomes, which are positively 
correlated with myocardial infarction incidence [90]. In 
wound blood collected directly from the pericardial cav-
ity of patients undergoing cardiac surgery, levels of plate-
lets and erythrocyte-derived exosomes are elevated [91]. 
When added to normal plasma, these exosomes can pro-
mote thrombin generation through interaction with TF 
and factor VII, thus exhibiting procoagulant properties 
[92].

In sepsis, platelet-derived exosomes may promote vas-
cular cell apoptosis and increase the risk of thrombus 
formation through NADPH oxidase activity [93]. Plate-
let-derived exosomes induce caspase-3 activation and 
apoptosis in endothelial cells by generating superoxide, 
NO, and peroxynitrite, resulting in endothelial barrier 
dysfunction [94]. During septic shock, platelet-derived 
exosomes promote the formation of NETs through 
HMGB1, miRNAs (miR-15b-5p and miR-378a-3p), as 
well as Akt/mTOR autophagy pathway, exacerbating DIC 
and organ dysfunction [74]. Exosomes could serve as use-
ful biomarkers for DIC in sepsis patients. Early detec-
tion of specific exosomes, such as  CD31+ or  CD105+ 
exosomes, may help predict the occurrence of DIC, thus 
providing earlier and more effective management and 
treatment options for sepsis patients [79, 95].

In conclusion, exosomes significantly contribute to the 
development of sepsis-induced coagulopathy through 
various pathways. Their interaction with different cellular 
components and the subsequent modulation of inflam-
matory and coagulation responses underscores their piv-
otal role in the complex pathophysiology of sepsis. The 
multifaceted nature of exosomes, which are derived from 
various cell types including PMNs, endothelial cells, and 
platelets, plays a crucial role in either propagating or mit-
igating the coagulation abnormalities observed in sepsis.

Endothelial cell‑derived exosomes and endothelial 
dysfunction
During sepsis, endothelial cells amplify the immune 
response and activate the coagulation system. They are 
both a target and source of inflammation, bridging local 
and systemic immune responses [96]. Confronted with 
local infections, leukocytes and platelets adhere to the 
endothelial surface, migrating to sites with significant 
bacterial proliferation. In this defensive environment, 
exosomes secreted by endothelial cells are capable of 
engaging in adhesive interactions with circulating leuko-
cytes, setting the stage for inflammation and potentially 
immunological assaults against vascular injury [97, 98]. 
Dysfunctional exosomes from endothelial cells enhance 
the formation of inflammatory macrophages through 
NF-кB and IL-1β signalings [99].

The systemic and endothelial activation orchestrated 
by LPS and thrombin/CD40 ligand (CD40L) escalates 
the proportion of exosomes laden with CD40L and 
matrix metalloproteinase (MMP)10 both intravascu-
larly and extravascularly. A surge in circulating CD40L 
and MMP10, particularly in septic patients with elevated 
thrombin levels, correlates with a heightened mortal-
ity rate [82]. Mast cell-derived exosomes augment the 
secretion of plasminogen activator inhibitor-1 from 
endothelial cells, thereby modulating the coagulation and 
fibrinolytic mechanisms [100]. Additionally, endothelial 
cell-derived exosomes play an important role in preserv-
ing blood fluidity and modulating vascular bioactivity 
by catalyzing the conversion of plasminogen to plasmin 
[101]. However, exosomes derived from endothelial pro-
genitor cells (EPCs) hold a therapeutic promise, poten-
tially ameliorating microvascular dysfunction, curtailing 
vascular leakage, enhancing organ functionality, and bet-
tering sepsis outcomes through the delivery of miR-126 
and miR-21-5p [102, 103]. Moreover, the transference 
of miR-199a-3p by EPC-derived exosomes may prevent 
endothelial cell apoptosis as well as glutathione depletion, 
ROS production, lipid peroxidation, and iron accumula-
tion, thus opening a promising avenue for the alleviation 
of sepsis-induced endothelial dysfunction [104].

Exosome‑mediated intercellular crosstalk in organ 
dysfunction
In sepsis-related organ dysfunction, exosome-mediated 
intercellular crosstalk plays a critical role. Initially, spe-
cific immune cells release exosomes loaded with pro-
inflammatory signals, thereby exacerbating inflammation 
and leading to further organ damage [105, 106]. As the 
condition progresses, a different set of immune cells 
begins to produce exosomes with anti-inflammatory and 
reparative signals, aiding in the healing process [107]. 
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Moreover, injured tissue cells contribute to this cross-
talk by releasing their own exosomes, which help mod-
ulate the immune response and facilitate the shift from 
inflammation to repair [66]. This dynamic exchange of  
exosomes among varied cell types underscores their 
pivotal role in the complex interplay of inflammation and 
healing in sepsis-induced organ dysfunction.

In ALI
During episodes of ALI, exosomes released within the 
lung tissue exert a significant influence on the inflamma-
tory milieu. These exosomes play an important role in 
modulating the inflammatory response both locally and 
systemically by promoting the activation and recruitment 
of immune cells, as well as orchestrating the release of 
both pro-inflammatory and anti-inflammatory cytokines 
[108]. It is worth noting that these exosomes may be 
derived from diverse pulmonary cell types, including vas-
cular endothelial and alveolar epithelial cells [109]. Their 
functionality is likely contingent upon the informational 
molecules they carry and the state of the recipient cells 
(Fig. 3a).

Research has indicated a significant increase in the 
number of exosomes in bronchoalveolar lavage fluid fol-
lowing exposure to sterile and infectious stimuli [110, 
111]. In the case of sterile stimuli, alveolar type I epi-
thelial cells are the predominant source of exosomes, 
whereas, under infectious conditions, exosomes are pri-
marily derived from alveolar macrophages (AMs) [111]. 
In both non-infectious and infectious models of ALI, 
exosomes have been shown to enhance the recruitment 
of macrophages and differentially regulate the produc-
tion of cytokines by AMs, the release of inflammatory 
mediators, and the expression of TLRs [112, 113].

Conversely, some studies have identified a lung-pro-
tective role for exosomes released by EPCs through the 
modulation of immune cell phenotypes. Endotoxin-
induced release of exosomes from EPCs have been shown 
to carry lncRNAs that promote macrophage M2 polariza-
tion, thereby ameliorating organ damage caused by sepsis 
[114]. Exosomes from AdMSCs have been reported to 
mitigate ALI in septic mice by suppressing macrophage 
release of inflammatory factors [115]. Moreover, IL-25 
from pulmonary epithelial cells has been observed to 
inhibit the release of exosomes by macrophages, thus 
alleviating lung injury [116]. It is evident that the impact 
of exosomes on macrophages is dependent on the mol-
ecules they contain, the origin of the parent cells, as well 
as their pathological and physiological states.

Pro-inflammatory exosomes released by immune cells 
exacerbate ALI in sepsis. Macrophage-derived exosomal 
aminopeptidase N (APN/CD13) contributes to the aggra-
vation of sepsis-induced ALI by regulating necroptosis 

of lung epithelial cells [117]. AMs play a crucial role in 
the clearance of inhaled bacteria [118]. Following bacte-
rial infection, AMs are activated into a pro-inflammatory 
phenotype, which enables them to phagocytose bacte-
ria more effectively and release inflammatory cytokines, 
chemokines, and ROS [119]. Additionally, exosomes 
released by AMs facilitate communication between acti-
vated and resting AMs, further propagating the inflam-
matory cascade [120].

In addition, PMN-derived exosomes are rich in PMN 
elastase and can perform active proteolysis unimpeded 
by antiproteases, leading to damage and cell apoptosis of 
extracellular matrix (ECM), further exacerbating lung tis-
sue damage [121]. Furthermore, PMN-derived exosomes, 
which are abundant in MMP9, contribute to the cleavage  
of desmoglein-2 — a pivotal protein for cell-cell  
adhesion — and subsequent degradation at cell junctions.  
This process undermines cellular cohesion and disrupts 
the integrity of the tissue structure, resulting in exten-
sive tissue damage and impairment of epithelial barrier 
function [122].

In the complex milieu of pulmonary injury, exosomes 
serve as pivotal mediators of intercellular crosstalk 
between immune and tissue cells, thereby influencing 
the trajectory of organ tissue damage, either contribut-
ing to its exacerbation or facilitating its amelioration 
[108, 117]. This dichotomy presents a compelling ave-
nue for therapeutic intervention, modulating the phe-
notype of pro-inflammatory exosomes may attenuate 
the inflammatory cascade and tissue damage. Further-
more, the reduction of macrophage uptake of exosomes 
could also hold therapeutic potential. Such investiga-
tions are crucial to determine how the modulation of 
exosome phenotype or the regulation of their uptake 
by macrophages could potentially be employed in the 
treatment of lung injury.

In acute liver injury
In sepsis, exosomes secreted by differentiated mac-
rophages contribute to liver injury. A previous study 
showed that exosomes derived from LPS-induced mac-
rophages act on hepatocytes, activating the NOD-like 
receptor family, pyrin domain containing 3 (NLRP3) 
inflammasome pathway, subsequently leading to liver 
injury [123]. Exosomes from LPS-treated THP-1 mac-
rophages carrying miR-103-3p promote the prolifera-
tion of hepatic stellate cells (HSCs) and induce liver 
fibrosis [124]. Bone marrow-derived  Ly6Chi mac-
rophages dominate the macrophage population in 
the injured liver. This subtype of liver macrophages 
is pro-inflammatory and crucial for the activation of 
HSCs by producing pro-fibrotic factors such as trans-
forming growth factor-β (TGF-β) and platelet-derived 
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growth factor [125].  Ly6Chi macrophages undergo a 
phenotypic switch to a  Ly6Clo subset during the reso-
lution of fibrosis, characterized by upregulation of 
MMPs and downregulation of inflammatory cytokines 
[126]. Activated HSCs are the primary effector cells 
of liver fibrosis, inducing liver injury by producing 
ECM. Relaxin-activated macrophages release exosomes 

containing miR-30a-5p, which target and inhibit apop-
tosis signal-regulating kinase 1, thereby promoting 
the upregulation of peroxisome proliferator-activated 
receptor-gamma expression, enhancing the sensitivity 
of activated HSCs to relaxin-mediated inactivation, and 
thus counteracting fibrosis and promoting the restora-
tion of liver function [127].

Fig. 3 Exosome‑mediated intercellular crosstalk in organ dysfunction. Exosomes mediate crucial intercellular communication between releasing 
and recipient cells, playing a significant role in the progression of sepsis‑related organ dysfunction. a In acute lung injury, epithelial cells play 
a crucial role by releasing exosomes abundant in proteins and miRNAs, which induce macrophages to polarize towards the M1 phenotype, 
amplifying pulmonary inflammation. On the other hand, M1 macrophage‑derived exosomal APN/CD13 and TNF exacerbate lung injury 
by promoting programmed cell death in lung epithelial cells. b In acute liver injury, hepatocytes release exosomes containing miR‑192‑5p, 
prompting macrophages to adopt the M1 phenotype. This polarization leads to the release of inflammatory mediators like iNOS, IL‑6, and TNF‑α 
into the hepatic microenvironment, worsening hepatic cell dysfunction. Additionally, exosomes from M1 macrophages containing miR‑103‑3p 
promote the proliferation and activation of hepatic stellate cells, further contributing to liver injury. c In acute cardiac dysfunction, exosomes 
from M1 macrophages containing miR‑155 inhibit fibroblast proliferation, thus contributing to cardiac damage. Conversely, exosomes from M2 
macrophages containing miR‑148a suppress inflammasomes, reducing myocardial injury. MSCs further protect the heart by releasing exosomes 
laden with miR‑22 and miR‑221, which counteract cardiomyocyte apoptosis. d In acute kidney injury, tubular epithelial cells damaged by oxidative 
stress secrete exosomes with miR‑19b‑3p and miR‑23a, inducing macrophages to polarize into the M1 phenotype. This exacerbates renal 
inflammation and contributes to the progression of kidney damage. APN/CD13 aminopeptidase N, TNF tumor necrosis factor, miRNAs microRNAs, 
M1 type 1 macrophage, M2 type 2 macrophage, iNOS inducible nitric oxide synthase, IL‑6 interleukin 6, TNF‑α tumor necrosis factor‑α, MSCs 
mesenchymal stem cells, CASP3 caspase‑3, PDGF platelet‑derived growth factor, CCL2 C‑C motif chemokine ligand 2
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Hepatocytes can also release exosomes that activate 
or polarize macrophages in the liver. For instance, after 
lipotoxic injury, hepatocyte-secreted exosomes contain-
ing miR-192-5p can induce polarization of macrophages 
towards the M1 phenotype, releasing inducible nitric 
oxide synthase, IL-6, and TNF-α into the liver microenvi-
ronment and exacerbating hepatocyte dysfunction [128]. 
These hepatocyte-secreted exosomes also contain TNF-
related apoptosis-inducing ligands, which can promote the 
inflammatory phenotype of receptor macrophages [129].

The complexity of liver injury induced by sepsis, 
mediated through exosomes, underscores the intricate 
interplay between immune regulation and cellular com-
munication (Fig.  3b). Ongoing research in this field is 
imperative for developing targeted interventions that 
could significantly reduce the morbidity and mortality 
associated with sepsis and its hepatic complications.

In acute cardiac dysfunction
During cardiac inflammation, circulating monocytes 
are recruited to the heart tissue where they differen-
tiate into macrophages. These macrophages secrete 
exosomes that contribute to cardiac injury by impairing 
vascular remodeling and exacerbating myocardial dam-
age [130]. The macrophage-derived exosomes contain-
ing miR-155 inhibit fibroblast proliferation and promote 
fibroblast inflammation during cardiac injury, leading 
to impaired cardiac repair after myocardial infarction 
[131]. Exosomes from M2 macrophages, carrying miR-
148a, alleviate myocardial ischemia/reperfusion injury 
through downregulation of thioredoxin-interacting pro-
tein (TXNIP) and inhibition of the TLR4/NF-κB/NLRP3 
inflammasome signaling pathway [107].

A recent study has shown that MSCs can reduce 
ischemic myocardial cell injury through their exosomes 
containing miR-22, which targets methyl CpG binding 
protein 2, thereby reducing cell apoptosis [132]. Addi-
tionally, MSC-derived exosomes with miR-221 exert 
cardioprotective effects against myocardial apoptosis by 
inhibiting the expression of p53 upregulated modulator 
of apoptosis [133]. The exosomes derived from MSCs can 
increase ATP levels, reduce oxidative stress, and activate 
the PI3K/Akt pathway, thereby enhancing myocardial 
vitality and preventing adverse remodeling after myocar-
dial ischemia/reperfusion injury [134]. In case of septic 
shock, platelet-derived exosomes induce endothelial cell 
apoptosis and circulate in patients, consequently pro-
moting myocardial dysfunction [135].

These findings highlight the multifaceted roles of 
exosomes in the heart, wherein they can either exacer-
bate damage or offer protective mechanisms, depending 
on their source and the molecules they carry (Fig.  3c). 
Utilizing modulation of exosomal content or signaling 

pathways presents an opportunity to alleviate cardiac 
complications associated with sepsis. The identification 
of exosomal molecules that activate protective pathways 
in cardiac cells may lead to the development of targeted 
therapies aimed at reducing myocardial damage. How-
ever, realizing this potential necessitates a detailed under-
standing of the mechanisms by which exosomes mediate 
intercellular crosstalk at the molecular level. Further clin-
ical trials are also essential to validate these findings and 
translate them into effective therapeutic strategies.

In acute kidney injury (AKI)
TECs are the most abundant cell type in the kidney and 
play a crucial role in pathological renal injuries. Tubu-
lointerstitial inflammation is a hallmark of various acute 
and chronic kidney diseases, and emerging evidence 
suggests that TEC-derived exosomes communicate 
with renal macrophages, leading to kidney damage. For 
instance, exosomes from TECs carrying miR-19b-3p 
have been shown to induce polarization of M1 mac-
rophage, triggering renal inflammation (Fig.  3d) [136]. 
Additionally, TEC-derived exosomes containing C-C 
motif chemokine ligand 2 can activate macrophages and 
induce AKI [137].

Similarly, exosomes released from TECs under hypoxic 
conditions, enriched with miR-23a, have been found to 
induce M1 macrophage polarization and tubulointer-
stitial inflammation by promoting local inflammatory 
responses [71]. Taken together, the inflammation asso-
ciated with AKI is largely regulated by communication 
between TECs and renal resident macrophages. TEC-
derived exosomes induce polarization of M1 macrophage 
and inflammation, thereby initiating or exacerbating tis-
sue damage.

In central nervous system (CNS) dysfunction
In sepsis, CNS is considered both a critical trigger point 
and a victim of the condition. The brain, being a tar-
get in septic shock, is involved in the propagation of 
immune-inflammatory dysregulation and alterations in 
cerebral hemodynamics [138]. The potential mechanisms 
underlying sepsis-induced cerebral dysfunction include 
increased permeability of the blood-brain barrier and 
heightened activity of MMPs, loss of tight junction pro-
teins, and degeneration of endothelial cells [139]. This 
process facilitates the influx of inflammatory and toxic 
mediators, such as exosomes carrying inflammatory fac-
tors, into the brain ultimately leading to cerebrovascular 
damage [12].

Research indicates that circulating exosomes act as 
neuroinflammatory mediators in systemic inflamma-
tion. Transfusion of serum-derived exosomes from LPS-
challenged mice into other mice enhances the activation 
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of microglial and astrocytic, and increases the expression 
of inflammatory cytokines in the brain [140]. In sepsis, 
choroid plexus epithelial cells sense peripheral inflam-
mation and transmit signals to the CNS by releasing 
exosomes enriched with miR-146a and miR-155 into the 
cerebrospinal fluid, thereby transferring the pro-inflam-
matory message to recipient brain cells [141]. By mediat-
ing inflammatory responses and crossing the blood-brain 
barrier, exosomes serve as key facilitators of the neuro-
inflammatory processes that contribute to cerebral dys-
function in sepsis. Furthermore, their impact extends 
beyond the CNS, potentially influencing systemic 
immune responses and resulting in the broader immuno-
logical dysregulation observed in sepsis.

In summary, the intricate mechanisms of exosome-
mediated intercellular crosstalk underscore the complex-
ities of immune regulation and cellular communication 
in the context of sepsis-induced organ dysfunction. This 
crosstalk is pivotal in orchestrating the pathological state 
across various organs, including but not limited to the 
lung, heart, liver, and kidney. Exosomes serve as vectors 
for both pro-inflammatory and anti-inflammatory sig-
nals to modulate processes such as tissue repair, fibrosis, 
and immune cell activation. The ongoing research in this 
field is critical for the development of targeted therapeu-
tic interventions aimed at reducing the incidence and 
mortality associated with sepsis and its sequelae in organ  
function. Strategies that focus on modulating exosome 
release or modifying their cargo composition hold great 
promise for attenuating acute tissue damage and enhancing  
recovery. These may include the use of exosome inhibi-
tors, the creation of exosomes loaded with therapeu-
tic agents, or altering how cells absorb exosomes. Such 
approaches present novel opportunities for sepsis treat-
ment and management of its associated complications.

Therapeutic potentials of exosomes in sepsis
The potential value of exosomes as biomarkers
The clinical application potential of exosomes as diagnos-
tic and prognostic biomarkers has garnered increasing 
attention due to several key factors. (1) Exosomes exhibit 
high specificity as they contain a diverse array of pro-
teins, RNA, and other molecules that directly originate 
from their parent cells. This enables exosomes to accu-
rately reflect the physiological and pathological states of 
these cells, making them promising candidates for early 
disease diagnosis, prognosis assessment, and monitor-
ing treatment outcomes. (2) Exosomes possess the ability 
for early detection of disease, allowing timely interven-
tion. (3) Their non-invasive or minimally invasive sam-
pling method significantly reduces patient discomfort 
and complication risks compared to conventional tissue 
biopsies. (4) Exosomes exhibit stability and detectability 

in bodily fluids, showing resistant to enzymatic degrada-
tion. This makes them convenient for storage, transport, 
and utilization in clinical diagnosis settings. (5) By pro-
viding comprehensive biological information through 
their diverse biomolecules, exosomes contribute to a 
deeper understanding of disease mechanisms and guide 
personalized treatment. (6) Their potential for dynamic 
monitoring and therapeutic guidance through real-time 
tracking capabilities that inform physicians about disease 
progression and treatment efficacy, leading to more accu-
rate treatment plans for patients. Consequently, human-
derived exosomes isolated from bodily fluids (such as 
whole blood, plasma, urine, and ascites) and tissue biop-
sies are emerging as promising biomarkers for clinical 
diagnostics [142].

Beyond propelling exosomes towards mainstream 
clinical application, high-throughput methods for iso-
lating exosomes from liquid and solid biopsies may fur-
ther unveil the systemic and localized functions of these 
extracellular vesicles. The prognostic field of exosomes 
is a focal point in over 100 completed and ongoing clini-
cal trials, witnessing a rapid expansion [8]. Similarly, 
circulating exosomes have shown immense potential as 
diagnostic biomarkers for sepsis. A recent clinical study 
encompassing 220 patients revealed a significant cor-
relation between high levels of plasma exosomes and 
increased severity of organ failure as well as mortality 
in patients with critical sepsis [143]. Furthermore, stud-
ies have noted that the biological effects of exosomes 
on recipient cells largely depend on their cargo includ-
ing miRNAs or the proteins they carry [144, 145]. With 
advancements in proteomics technologies, they are now 
widely applied in the detection of circulating exosomal 
biomarkers, new possibilities are unveiled for under-
standing the variations and functions of exosomes in dif-
ferent disease states [19, 117].

Significant progress has been achieved in the field 
of sepsis by using the proteomic profiles of plasma 
exosomes. Through the acquisition and analysis of prot-
eomic mass spectrometry and targeted proteomics, sci-
entists have successfully identified exosomal proteins 
that are closely linked to the progression of sepsis, thus 
providing new biomarkers for its diagnosis and progno-
sis [117]. In another study, the assessment of circulating 
de novo DNA methyltransferase (DNMT) mRNA within 
exosomes in the plasma of patients admitted to the ICU 
has emerged as an innovative diagnostic method for sep-
tic shock. The findings suggest that the levels of circulat-
ing DNMT mRNA, with the total count of exosomes, can 
effectively diagnose septic shock and may also hold prog-
nostic significance [146].

Exosomal nucleic acids are also being explored as bio-
markers for sepsis. A study has shown that compared 



Page 14 of 20Gong et al. Military Medical Research           (2024) 11:24 

to healthy volunteers, patients with sepsis have elevated 
levels of specific miRNAs (miR-276-3p, miR-21-5p, and 
miR-193a-5p) in their plasma exosomes, which correlate 
with the severity of the disease [147]. Similarly, circulat-
ing exosomal miR-193a-5p and miR-542-3p can distin-
guish patients with community-acquired pneumonia or 
sepsis from healthy volunteers, and the expression level 
of exosomal miR-1246 is positively correlated with the 
severity of sepsis [148].

In summary, the exploration of exosomes as bio-
markers in sepsis opens a promising avenue in medical 
research. These findings not only enhance our under-
standing of the molecular mechanisms underlying sepsis 
but also lay a foundation for developing novel diagnostic 
and therapeutic strategies. Investigating the proteomic 
and miRNA content of exosomes holds the potential to 
identify clinically relevant biomarkers, which could offer 
more accurate guidance in managing and treating septic 
patients. However, current clinical research on this topic 
is relatively limited. Future studies should focus on larger-
scale, multicenter clinical trials to validate and further 
explore exosomal biomarkers. Such research is essential 
to advance personalized medicine and provides feasible 
options for precision treatment in clinical settings.

The therapeutic potential of exosomes
The therapeutic potential of exosomes is rapidly expand-
ing in the fields of regenerative medicine and drug deliv-
ery. MSCs actively promote regeneration in damaged 
tissues through enhancing in  situ cellular regeneration 
and immunomodulation, fostering angiogenesis, and 
inhibition of cell death by cell-to-cell contact effects as 
well as via exosomes [34]. Recently, over 900 clinical tri-
als globally have employed MSCs for the treatment of 
various diseases, including bone/cartilage repair, diabe-
tes, cardiovascular diseases, immune-related disorders, 
and neurological diseases [149]. However, the majority 
of intravenously injected MSCs are sequestered in fil-
tering organs, with insignificant homing to injury sites. 
Exosomes purified from MSCs overcome some limi-
tations associated with MSC-based therapies, such as 
allogeneic immune rejection and premature cell dif-
ferentiation. These results suggest that exosomes hold 
superior potential for the clinical treatment of sepsis 
and organ injury. Furthermore, MSC-derived exosomes 
can be engineered to carry specific proteins or genes 
that promote cellular functions and tissue repair, thus 
making them ideal candidates for regenerative medicine 
treatments.

Sepsis, in particular, may benefit from the application of 
exosome therapy. Exosomes can act as vehicles to deliver 
anti-inflammatory agents and repair molecules directly 

to the sites of tissue damage. This targeted approach may 
alleviate the detrimental inflammatory cascades and pro-
mote healing processes. Exosomes derived from MSC-
enhance angiogenesis due to their specific protein and 
transcript composition associated with vasculogenic and 
proliferative functions. It has been further elucidated that 
the protein content within MSC-derived exosomes medi-
ates angiogenesis by modulating the NF-κB signaling 
pathway [150]. Moreover, MSC-derived exosome miR-
NAs, such as miR-21, miR-23a, miR-125b, and miR-145, 
contribute to the suppression of myofibroblast formation 
by inhibiting TGF-β2/SMAD2 signaling, thereby reduc-
ing scar formation during the wound healing process 
[151]. Currently, several strategies aimed at enhancing 
the release of exosomes from MSCs are under explora-
tion. Hypoxia has been shown to promote exosome 
secretion from MSCs, thereby improving cardiac tissue 
repair in a mouse model of myocardial infarction [152].

The ability of MSC-derived exosomes to fuse with 
and deliver their cargo directly into recipient cells ren-
ders them a promising tool for modulating pathological 
processes at the cellular level. In AKI, specific miRNAs 
carried by MSC-derived exosomes, such as miR-15a, 
miR-15b, and miR-16, attenuate the accumulation of 
pro-inflammatory macrophages in the kidneys by inhib-
iting the expression of CX3C chemokine ligand 1 [153]. 
Concurrently, MSC-derived exosomes carrying miRNAs 
suppress TLR signaling, thereby preventing macrophages 
from being activated by mitochondria they have phago-
cytosed [154]. Additionally, MSC-derived exosomes 
can increase ATP production by augmenting enzymes 
required for glycolysis, reduce oxidative stress, improve 
cellular metabolism, and exert cardioprotective effects 
[134]. This modulation of immune response underscores 
a crucial mechanism by which MSC-derived exosomes 
exert their protective roles in acute organ injury. There-
fore, it is expected that MSC-derived exosomes will  
alleviate acute organ injury.

In conclusion, MSC-derived exosomes are at the fore-
front of regenerative medicine, with the potential to 
significantly transform the treatment approaches for 
a wide array of organ pathologies present in critically 
ill patients, including but not limited to sepsis, AKI, 
myocardial infarction, traumatic brain injury, and liver 
failure, etc. Their remarkable adaptability, low immu-
nogenicity, and inherent targeting properties establish 
them as a highly promising platform for the development 
of innovative therapeutic interventions. The ongoing 
advancement in research and clinical trials is progres-
sively uncovering the full capabilities of these exosomes, 
setting a solid foundation for their integration into critical 
care practices.
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Advantages of exosomes in therapeutic delivery systems
Compared to cell therapies, a principal advantage of 
exosomes is their suitability for specialized and large-
scale production. Several platforms are currently under 
development for scaled-up immunoprecipitation pro-
duction and purification of exosomes [155]. Recently 
described methodologies even allow for the rapid, auto-
mated collection and surface modification of exosomes 
on microfluidic devices [156]. For internal cargo modifi-
cation, several methods have been established, including 
sonication, electroporation, and passive loading [157].

Multiple advantages have propelled the clinical tran-
sition from cells to exosomes. Exosomes possess a 
phospholipid bilayer, ensuring convenient storage and 
exhibiting enhanced stability through freeze-thaw cycles, 
as well as preventing rapid degradation in  vivo [158]. 
They remain unaffected by the inflammatory microen-
vironment and evade immune polarization. Due to their 
biocompatibility, stability, targeting capability, and scal-
ability, exosomes are ideal candidates for drug devel-
opment and delivery. Rich in adhesion molecules and 
signaling entities, exosomes can target specific cells and 
stimulate uptake [159]. The presence of transmembrane 
CD47 allows exosomes to avoid immune rejection through 
the CD47-signal regulatory protein alpha (SIRPα) “don’t 
eat me” signal [160]. This immune evasion mechanism 
contributes to an extended circulation time for exosomes 
compared to free drugs or cell therapies that are more 
susceptible to immune clearance. Beyond their prolonged 
half-life, exosomes also exhibit stronger cellular targeting 
and absorption capabilities than free drug delivery [161]. 
Their nanoscale structure facilitates passage through  
biological barriers to reach distant injury sites. Moreover,  
their modifiable cargo makes them ideal vehicles for 
molecular delivery, with a lower likelihood of immune 
rejection, rendering them attractive therapeutic agents.

Utilizing exosomes as therapeutic agents and delivery 
vehicles offers several potential advantages over cells and 
traditional drug delivery systems such as liposomes and 
nanoparticles. (1) The smaller size of exosomes may min-
imize entrapment in small capillaries following systemic 
infusion, improving the targeted delivery of therapeutics 
to diseased sites. (2) Exosomes present a complex mix-
ture of factors targeting different therapeutic pathways 
and act synergistically to enhance therapeutic functions, 
as opposed to using single factors. (3) The natural cellu-
lar origin of exosomes enhances the ability to genetically 
modify the origin cells to produce exosomes with over-
expressed agents, resulting in improved efficacy, biocom-
patibility, and reduced immunogenicity [5, 25].

B cell-derived exosomes have been shown to act as 
vehicles for the delivery of exogenous miRNA-155 inhibi-
tors to macrophages, effectively reducing the secretion 

of the pro-inflammatory cytokine TNF-α [162]. Further-
more, the inherent epitope presentation on B cell-derived 
exosomes provides a more efficient and stable approach 
to activating the immune system. This enhances T-cell 
responses and antibody production, bolstering the body’s 
defense mechanisms against pathogens [53]. These 
insights pave new avenues for vaccine development and 
immunotherapy, utilizing exosomes as a platform for 
therapeutic intervention.

The potential of exosomes as drug delivery vehicles is a 
promising area of research and development in the field 
of drug delivery, with the potential to offer new, more 
effective ways of delivering therapeutic agents to specific 
cells or tissues, minimizing systemic exposure and asso-
ciated side effects. Although challenges remain in the 
large-scale production, isolation, and characterization 
of exosomes to ensure consistency and efficacy in their 
therapeutic use, advances in bioprocessing and analyti-
cal technologies are helping to address these obstacles, 
laying the groundwork for the broader adoption of  
exosome-based therapies in the clinic.

Conclusions
In this review, we extensively explored the critical role of 
exosomes in sepsis and inflammatory organ injury, par-
ticularly their involvement in intercellular communica-
tion and organ dysfunction. Our discussion highlights 
how exosomes modulate immune responses, metabolic 
reprogramming, coagulopathy, and endothelial integrity, 
thereby contributing to the complexity of sepsis patho-
physiology. This understanding bridges the gap between 
the biological functions of exosomes and their potential 
therapeutic applications.

While the current focus on the therapeutic potential of 
exosomes is promising, this conclusion aims to reconnect 
these applications with the fundamental rationale of the 
review. Exosomes, as intricate mediators in sepsis, offer 
a dual role in both exacerbating and alleviating the dis-
ease’s progression. Their involvement in various cellular 
processes makes them not only potential biomarkers for 
early diagnosis and prognosis of sepsis but also opens ave-
nues for novel therapeutic strategies. The exploration of 
exosomes as carriers for targeted drug delivery, for exam-
ple, is grounded in their natural ability to facilitate intercel-
lular communication, which is crucial in the pathogenesis 
of sepsis and other multiple organ system failure scenarios.

As research in this field continues to evolve, the poten-
tial of exosomes in the realm of sepsis treatment becomes 
increasingly evident. This review emphasizes the neces-
sity for further investigation into the multifaceted roles of 
exosomes, to harness their capabilities for more effective, 
targeted, and safe therapeutic interventions in sepsis and 
other inflammatory organ failure-related disorders.



Page 16 of 20Gong et al. Military Medical Research           (2024) 11:24 

Abbreviations
AdMSC‑Exos  Adipose‑derived mesenchymal stem cell‑derived exosomes
AKI  Acute kidney injury
Akt‑mTOR  Protein kinase B‑mammalian target of rapamycin
ALI  Acute lung injury
AMs  Alveolar macrophages
APCs  Antigen‑presenting cells
APN/CD13  Aminopeptidase N
cGAS/STING  Cyclic GMP‑AMP synthase/stimulator of interferon genes
CNS  Central nervous system
DCs  Dendritic cells
DIC  Disseminated intravascular coagulation
DNMT  DNA methyltransferase
ECM  Extracellular matrix
EPCs  Endothelial progenitor cells
HIF‑1α  Hypoxia‑inducible factor‑1α
HMGB1  High mobility group box 1
HSCs  Hepatic stellate cells
ICU  Intensive care unit
IFN  Interferon
IL  Interleukin
ILVs  Intraluminal vesicles
IRF3  Interferon regulatory factor 3
LPS  Lipopolysaccharide
MHC  Major histocompatibility complex
miRNAs  microRNAs
MMP  Matrix metalloproteinase
MSC‑Exos  Mesenchymal stem cell‑derived exosomes
MSCs  Mesenchymal stem cells
MVBs  Multivesicular bodies
NADPH  Nicotinamide adenine dinucleotide phosphate
ncRNAs  Non‑coding RNAs
NETs  Neutrophil extracellular traps
NF‑κB  Nuclear factor‑kappa B
NLRP3  NOD‑like receptor family, pyrin domain containing 3
Nrf2/HO‑1  Nuclear factor erythroid 2‑related factor 2/heme oxygenase‑1
OXPHOS  Oxidative phosphorylation
PI3K/Akt  Phosphoinositide 3‑kinase/protein kinase B
PMN  Neutrophils
PS  Phosphatidylserine
RAG   Recombination‑activating gene
ROS  Reactive oxygen species
S1P/SK1/S1PR1  Sphingosine‑1‑phosphate/sphingosine kinase 1/sphingo‑

sine‑1‑phosphate receptor 1
SHIP1  SRC homology 2‑containing inositol phosphatase 1
SIRPα  Signal regulatory protein α
SOCS1  Suppressor of cytokine signaling 1
STATs  Signal transducer and activator of transcription proteins
TECs  Tubular epithelial cells
TF  Tissue factor
TGF‑β  Transforming growth factor‑β
Th1  Type 1 helper T cells
Th2  Type 2 helper T cells
TLR  Toll‑like receptor
TNF‑α  Tumor necrosis factor‑α
TRAF1  Tumor necrosis factor receptor‑associated factor 1
Treg  Regulatory T
V(D)J  Variable (V), diversity (D), and joining (J)

Acknowledgements
Not applicable.

Author contributions
TG collected the data and drafted the manuscript. YTL conceived and 
designed the study. JF conceived and designed the study, and reviewed and 
finalized the manuscript. All authors read and approved the final manuscript.

Funding
This work was supported by the USA National Institutes of Health Grant 
(R01‑HL‑139547, to JF), the USA VA Grants (1I01BX004838 and IK6BX004211, to 

JF), the National Natural Science Foundation of China (82002087, to TG), and the 
Shenzhen Science and Technology Program (JCYJ20210324134602008, to TG).

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Received: 23 November 2023   Accepted: 2 April 2024

References
 1. Singer M, Deutschman C, Seymour C, Shankar‑Hari M, Annane D, Bauer 

M, et al. The third international consensus definitions for sepsis and 
septic shock (sepsis‑3). JAMA. 2016;315(8):801–10.

 2. Fleischmann‑Struzek C, Mellhammar L, Rose N, Cassini A, Rudd KE, 
Schlattmann P, et al. Incidence and mortality of hospital‑ and ICU‑
treated sepsis: results from an updated and expanded systematic 
review and meta‑analysis. Intensive Care Med. 2020;46(8):1552–62.

 3. Hotchkiss RS, Moldawer LL, Opal SM, Reinhart K, Turnbull IR, Vincent JL. 
Sepsis and septic shock. Nat Rev Dis Primers. 2016;2(1):1–21.

 4. Evans IV, Phillips GS, Alpern ER, Angus DC, Friedrich ME, Kissoon N, et al. 
Association between the New York sepsis care mandate and in‑hospital 
mortality for pediatric sepsis. JAMA. 2018;320(4):358–67.

 5. Kalluri R, McAndrews KM. The role of extracellular vesicles in cancer. 
Cell. 2023;186(8):1610–26.

 6. Sohail AM, Khawar MB, Afzal A, Hassan A, Shahzaman S, Ali A. Multifaceted 
roles of extracellular RNAs in different diseases. Mil Med Res. 2022;9(1):43.

 7. van Niel G, D’Angelo G, Raposo G. Shedding light on the cell biology of 
extracellular vesicles. Nat Rev Mol Cell Biol. 2018;19(4):213–28.

 8. Marar C, Starich B, Wirtz D. Extracellular vesicles in immunomodulation 
and tumor progression. Nat Immunol. 2021;22(5):560–70.

 9. Pluchino S, Smith JA. Explicating exosomes: reclassifying the rising stars 
of intercellular communication. Cell. 2019;177(2):225–7.

 10. Raeven P, Zipperle J, Drechsler S. Extracellular vesicles as markers and 
mediators in sepsis. Theranostics. 2018;8(12):3348–65.

 11. Hashemian SM, Pourhanifeh MH, Fadaei S, Velayati AA, Mirzaei H, Ham‑
blin MR. Non‑coding RNAs and exosomes: their role in the pathogen‑
esis of sepsis. Mol Ther Nucleic Acids. 2020;21:51–74.

 12. Murao A, Brenner M, Aziz M, Wang P. Exosomes in sepsis. Front Immu‑
nol. 2020;11:2140.

 13. Kalluri R, LeBleu VS. The biology, function, and biomedical applications 
of exosomes. Science. 2020;367(6478):eaau6977.

 14. Xu R, Rai A, Chen M, Suwakulsiri W, Greening DW, Simpson RJ. Extracel‑
lular vesicles in cancer ‑ implications for future improvements in cancer 
care. Nat Rev Clin Oncol. 2018;15(10):617–38.

 15. Ding JY, Chen MJ, Wu LF, Shu GF, Fang SJ, Li ZY, et al. Mesenchymal stem 
cell‑derived extracellular vesicles in skin wound healing: roles, opportu‑
nities and challenges. Mil Med Res. 2023;10(1):36.

 16. van Niel G, Charrin S, Simoes S, Romao M, Rochin L, Saftig P, et al. The 
tetraspanin CD63 regulates ESCRT‑independent and ‑dependent endo‑
somal sorting during melanogenesis. Dev Cell. 2011;21(4):708–21.

 17. Trajkovic K, Hsu C, Chiantia S, Rajendran L, Wenzel D, Wieland F, et al. 
Ceramide triggers budding of exosome vesicles into multivesicular 
endosomes. Science. 2008;319(5867):1244–7.

 18. Shao H, Im H, Castro CM, Breakefield X, Weissleder R, Lee H. New technolo‑
gies for analysis of extracellular vesicles. Chem Rev. 2018;118(4):1917–50.



Page 17 of 20Gong et al. Military Medical Research           (2024) 11:24  

 19. Riazifar M, Mohammadi MR, Pone EJ, Yeri A, Lässer C, Segaliny AI, et al. 
Stem cell‑derived exosomes as nanotherapeutics for autoimmune and 
neurodegenerative disorders. ACS Nano. 2019;13(6):6670–88.

 20. Rupert DL, Claudio V, Lässer C, Bally M. Methods for the physical 
characterization and quantification of extracellular vesicles in biological 
samples. Biochim Biophys Acta Gen Subj. 2017;1861(1):3164–79.

 21. Sepúlveda B, Angelomé PC, Lechuga LM, Liz‑Marzán LM. LSPR‑based 
nanobiosensors. Nano Today. 2009;4(3):244–51.

 22. Thakur A, Qiu G, Xu C, Han X, Yang T, Ng SP, et al. Label‑free sensing of 
exosomal MCT1 and CD147 for tracking metabolic reprogramming and 
malignant progression in glioma. Sci Adv. 2020;6(26):eaaz6119.

 23. Tian Y, Ma L, Gong M, Su G, Zhu S, Zhang W, et al. Protein profiling and 
sizing of extracellular vesicles from colorectal cancer patients via flow 
cytometry. ACS Nano. 2018;12(1):671–80.

 24. Laffleur B, Batista CR, Zhang W, Lim J, Yang B, Rossille D, et al. RNA exo‑
some drives early B cell development via noncoding RNA processing 
mechanisms. Sci Immunol. 2022;7(72):eabn2738.

 25. Gong N, Hamilton AG, Mitchell MJ. Exosome‑disrupting peptides for 
cancer immunotherapy. Nat Mater. 2023;22(5):530–1.

 26. Alvarez‑Erviti L, Seow Y, Yin H, Betts C, Lakhal S, Wood MJA. Delivery of 
siRNA to the mouse brain by systemic injection of targeted exosomes. 
Nat Biotechnol. 2011;29(4):341–5.

 27. Cacheux M, Akar FG. A novel exosome‑based therapy for post‑MI 
arrhythmias. Eur Heart. 2022;43(22):2157–9.

 28. Lopes D, Lopes J, Pereira‑Silva M, Peixoto D, Rabiee N, Veiga F, et al. 
Bioengineered exosomal‑membrane‑camouflaged abiotic nanocarri‑
ers: neurodegenerative diseases, tissue engineering and regenerative 
medicine. Mil Med Res. 2023;10(1):19.

 29. Esser J, Gehrmann U, D’Alexandri FL, Hidalgo‑Estévez AM, Wheelock CE, 
Scheynius A, et al. Exosomes from human macrophages and dendritic 
cells contain enzymes for leukotriene biosynthesis and promote granu‑
locyte migration. J Allergy Clin Immunol. 2010;126(5):1032–40.e4.

 30. Duchez AC, Boudreau LH, Naika GS, Bollinger J, Belleannée C, Cloutier 
N, et al. Platelet microparticles are internalized in neutrophils via the 
concerted activity of 12‑lipoxygenase and secreted phospholipase 
A2‑IIA. Proc Natl Acad Sci U S A. 2015;112(27):E3564–73.

 31. Jiao Y, Li Z, Loughran PA, Fan EK, Scott MJ, Li Y, et al. Frontline science: 
macrophage‑derived exosomes promote neutrophil necroptosis fol‑
lowing hemorrhagic shock. J Leukoc Biol. 2017;103(2):175–83.

 32. Jiao Y, Zhang T, Zhang C, Ji H, Tong X, Xia R, et al. Exosomal miR‑30d‑5p 
of neutrophils induces M1 macrophage polarization and primes 
macrophage pyroptosis in sepsis‑related acute lung injury. Crit Care. 
2021;25(1):1–15.

 33. Shen D, He Z. Mesenchymal stem cell‑derived exosomes regulate the 
polarization and inflammatory response of macrophages via mir‑21‑5p 
to promote repair after myocardial reperfusion injury. Ann Transl Med. 
2021;9(16):1323.

 34. Dong B, Wang C, Zhang J, Zhang J, Gu Y, Guo X, et al. Exosomes from 
human umbilical cord mesenchymal stem cells attenuate the inflam‑
mation of severe steroid‑resistant asthma by reshaping macrophage 
polarization. Stem Cell Res Ther. 2021;12(1):204.

 35. Segura E, Nicco C, Lombard B, Véron P, Raposo G, Batteux F, et al. 
ICAM‑1 on exosomes from mature dendritic cells is critical for efficient 
naive T‑cell priming. Blood. 2005;106(1):216–23.

 36. Théry C, Duban L, Segura E, Véron P, Lantz O, Amigorena S. Indirect 
activation of naïve  CD4+ T cells by dendritic cell‑derived exosomes. Nat 
Immunol. 2002;3(12):1156–62.

 37. Mallegol J, Van Niel G, Lebreton C, Lepelletier Y, Candalh C, Dugave 
C, et al. T84‑intestinal epithelial exosomes bear MHC class II/peptide 
complexes potentiating antigen presentation by dendritic cells. Gastro‑
enterology. 2007;132(5):1866–76.

 38. Utsugi‑Kobukai S, Fujimaki H, Hotta C, Nakazawa M, Minami M. MHC 
class I‑mediated exogenous antigen presentation by exosomes 
secreted from immature and mature bone marrow derived dendritic 
cells. Immunol Lett. 2003;89(2–3):125–31.

 39. Hwang I, Shen X, Sprent J. Direct stimulation of naive T cells by mem‑
brane vesicles from antigen‑presenting cells: distinct roles for CD54 and 
B7 molecules. Proc Natl Acad Sci U S A. 2003;100(11):6670–5.

 40. Tkach M, Kowal J, Zucchetti AE, Enserink L, Jouve M, Lankar D, et al. 
Qualitative differences in T‑cell activation by dendritic cell‑derived 
extracellular vesicle subtypes. EMBO J. 2017;36(20):3012–28.

 41. Krampera M, Glennie S, Dyson J, Scott D, Laylor R, Simpson E, et al. 
Bone marrow mesenchymal stem cells inhibit the response of naive 
and memory antigen‑specific T cells to their cognate peptide. Blood. 
2003;101(9):3722–9.

 42. Zappia E, Casazza S, Pedemonte E, Benvenuto F, Bonanni I, Gerdoni E, 
et al. Mesenchymal stem cells ameliorate experimental autoimmune 
encephalomyelitis inducing T‑cell anergy. Blood. 2005;106(5):1755–61.

 43. Torralba D, Baixauli F, Villarroya‑Beltri C, Fernández‑Delgado I, Latorre‑
Pellicer A, Acín‑Pérez R, et al. Priming of dendritic cells by DNA‑contain‑
ing extracellular vesicles from activated T cells through antigen‑driven 
contacts. Nat Commun. 2018;9(1):2658.

 44. Chiou NT, Kageyama R, Ansel KM. Selective export into extracellular 
vesicles and function of tRNA fragments during T cell activation. Cell 
Rep. 2018;25(12):3356–70.e4.

 45. Choi H, Kim Y, Mirzaaghasi A, Heo J, Kim YN, Shin JH, et al. Exosome‑
based delivery of super‑repressor IκBα relieves sepsis‑associated organ 
damage and mortality. Sci Adv. 2020;6(15):eaaz6980.

 46. Cai M, Shi Y, Zheng T, Hu S, Du K, Ren A, et al. Mammary epithelial cell 
derived exosomal miR‑221 mediates M1 macrophage polarization via 
SOCS1/STATs to promote inflammatory response. Int Immunopharma‑
col. 2020;83:106493.

 47. Ding C, Zheng J, Wang B, Li Y, Xiang H, Dou M, et al. Exosomal micro‑
RNA‑374b‑5p from tubular epithelial cells promoted M1 macrophages 
activation and worsened renal ischemia/reperfusion injury. Front Cell 
Dev Biol. 2020;8:587693.

 48. Jiang K, Yang J, Guo S, Zhao G, Wu H, Deng G. Peripheral circulating 
exosome‑mediated delivery of miR‑155 as a novel mechanism for acute 
lung inflammation. Mol Ther. 2019;27(10):1758–71.

 49. Cardoso AL, Guedes JR, Pereira de Almeida L, Pedroso de Lima MC. 
miR‑155 modulates microglia‑mediated immune response by down‑
regulating SOCS‑1 and promoting cytokine and nitric oxide produc‑
tion. Immunology. 2012;135(1):73–88.

 50. Montecalvo A, Shufesky WJ, Stolz DB, Sullivan MG, Wang Z, Divito SJ, et al. 
Exosomes as a short‑range mechanism to spread alloantigen between 
dendritic cells during T cell allorecognition. J Immunol. 2008;180(5):3081–90.

 51. Schierer S, Ostalecki C, Zinser E, Lamprecht R, Plosnita B, Stich L, et al. 
Extracellular vesicles from mature dendritic cells (DC) differentiate 
monocytes into immature DC. Life Sci Alliance. 2018;1(6):e201800093.

 52. Cai Z, Zhang W, Yang F, Yu L, Yu Z, Pan J, et al. Immunosuppressive 
exosomes from TGF‑β1 gene‑modified dendritic cells attenuate Th17‑
mediated inflammatory autoimmune disease by inducing regulatory T 
cells. Cell Res. 2012;22(3):607–10.

 53. Capello M, Vykoukal JV, Katayama H, Bantis LE, Wang H, Kundnani DL, 
et al. Exosomes harbor B cell targets in pancreatic adenocarcinoma and 
exert decoy function against complement‑mediated cytotoxicity. Nat 
Commun. 2019;10(1):254.

 54. Qazi KR, Gehrmann U, Domange Jordö E, Karlsson MC, Gabrielsson S. 
Antigen‑loaded exosomes alone induce Th1‑type memory through a B 
cell–dependent mechanism. Blood. 2009;113(12):2673–83.

 55. Colino J, Snapper CM. Exosomes from bone marrow dendritic cells 
pulsed with diphtheria toxoid preferentially induce type 1 antigen‑spe‑
cific IgG responses in naive recipients in the absence of free antigen. J 
Immunol. 2006;177(6):3757–62.

 56. Pefanis E, Basu U. RNA exosome regulates AID DNA mutator activity in 
the B cell genome. Adv Immunol. 2015;127:257–308.

 57. Lim J, Giri PK, Kazadi D, Laffleur B, Zhang W, Grinstein V, et al. Nuclear 
proximity of Mtr4 to RNA exosome restricts DNA mutational asymme‑
try. Cell. 2017;169(3):523–37.e15.

 58. Pefanis E, Wang J, Rothschild G, Lim J, Kazadi D, Sun J, et al. RNA 
exosome‑regulated long non‑coding RNA transcription controls super‑
enhancer activity. Cell. 2015;161(4):774–89.

 59. Yang K, Han J, Gill JG, Park JY, Sathe MN, Gattineni J, et al. The mamma‑
lian SKIV2L RNA exosome is essential for early B cell development. Sci 
Immunol. 2022;7(72):eabn2888.

 60. Van Wyngene L, Vandewalle J, Libert C. Reprogramming of basic meta‑
bolic pathways in microbial sepsis: therapeutic targets at last?. EMBO 
Mol Med. 2018;10:e8712.

 61. Cheng SC, Scicluna BP, Arts RJ, Gresnigt MS, Lachmandas E, Giamarel‑
los‑Bourboulis EJ, et al. Broad defects in the energy metabolism 
of leukocytes underlie immunoparalysis in sepsis. Nat Immunol. 
2016;17(4):406–13.



Page 18 of 20Gong et al. Military Medical Research           (2024) 11:24 

 62. Owen AM, Patel SP, Smith JD, Balasuriya BK, Mori SF, Hawk GS, et al. 
Chronic muscle weakness and mitochondrial dysfunction in the absence 
of sustained atrophy in a preclinical sepsis model. Elife. 2019;8:e49920.

 63. Rodríguez‑Prados JC, Través PG, Cuenca J, Rico D, Aragonés J, Martin‑
Sanz P, et al. Substrate fate in activated macrophages: a comparison 
between innate, classic, and alternative activation. J Immunol. 
2010;185(1):605–14.

 64. Pearce EL, Pearce EJ. Metabolic pathways in immune cell activation and 
quiescence. Immunity. 2013;38(4):633–43.

 65. Crewe C, Joffin N, Rutkowski JM, Kim M, Zhang F, Towler DA, et al. An 
endothelial‑to‑adipocyte extracellular vesicle axis governed by meta‑
bolic state. Cell. 2018;175(3):695–708.e13.

 66. Xia L, Zhang C, Lv N, Liang Z, Ma T, Cheng H, et al. AdMSC‑derived 
exosomes alleviate acute lung injury via transferring mitochondrial 
component to improve homeostasis of alveolar macrophages. Thera‑
nostics. 2022;12(6):2928–47.

 67. West AP, Brodsky IE, Rahner C, Woo DK, Erdjument‑Bromage H, Tempst 
P, et al. TLR signalling augments macrophage bactericidal activity 
through mitochondrial ROS. Nature. 2011;472(7344):476–80.

 68. Shen K, Jia Y, Wang X, Zhang J, Liu K, Wang J, et al. Exosomes from 
adipose‑derived stem cells alleviate the inflammation and oxidative 
stress via regulating Nrf2/HO‑1 axis in macrophages. Free Radic Biol 
Med. 2021;165:54–66.

 69. Deng S, Zhou X, Ge Z, Song Y, Wang H, Liu X, et al. Exosomes from 
adipose‑derived mesenchymal stem cells ameliorate cardiac damage 
after myocardial infarction by activating S1P/SK1/S1PR1 signaling 
and promoting macrophage M2 polarization. Int J Biochem Cell Biol. 
2019;114:105564.

 70. Shalova IN, Lim JY, Chittezhath M, Zinkernagel AS, Beasley F, Hernández‑
Jiménez E, et al. Human monocytes undergo functional re‑program‑
ming during sepsis mediated by hypoxia‑inducible factor‑1α. Immunity. 
2015;42(3):484–98.

 71. Li ZL, Lv LL, Tang TT, Wang B, Feng Y, Zhou LT, et al. HIF‑1α inducing 
exosomal microRNA‑23a expression mediates the cross‑talk between 
tubular epithelial cells and macrophages in tubulointerstitial inflamma‑
tion. Kidney Int. 2019;95(2):388–404.

 72. Piñeros Alvarez AR, Glosson‑Byers N, Brandt S, Wang S, Wong H, Stur‑
geon S, et al. SOCS1 is a negative regulator of metabolic reprogram‑
ming during sepsis. JCI Insight. 2017;2(13):e92530.

 73. Cheng SC, Quintin J, Cramer RA, Shepardson KM, Saeed S, Kumar V, 
et al. mTOR‑ and HIF‑1α‑mediated aerobic glycolysis as metabolic basis 
for trained immunity. Science. 2014;345(6204):1250684.

 74. Jiao Y, Li W, Wang W, Tong X, Xia R, Fan J, et al. Platelet‑derived 
exosomes promote neutrophil extracellular trap formation during 
septic shock. Crit Care. 2020;24(1):380.

 75. Nichol AD, Egi M, Pettila V, Bellomo R, French C, Hart G, et al. Relative 
hyperlactatemia and hospital mortality in critically ill patients: a retro‑
spective multi‑centre study. Crit Care. 2010;14(1):R25.

 76. Yang K, Fan M, Wang X, Xu J, Wang Y, Tu F, et al. Lactate promotes 
macrophage HMGB1 lactylation, acetylation, and exosomal release in 
polymicrobial sepsis. Cell Death Differ. 2022;29(1):133–46.

 77. Marcos‑Jubilar M, Lecumberri R, Páramo JA. Immunothrombosis: 
molecular aspects and new therapeutic perspectives. J Clin Med. 
2023;12(4):1399.

 78. Fogel DB. Factors associated with clinical trials that fail and opportuni‑
ties for improving the likelihood of success: a review. Contemp Clin 
Trials Commun. 2018;11:156–64.

 79. Delabranche X, Boisramé‑Helms J, Asfar P, Berger A, Mootien Y, Lavigne 
T, et al. Microparticles are new biomarkers of septic shock‑induced 
disseminated intravascular coagulopathy. Intensive Care Med. 
2013;39:1695–703.

 80. Lehner GF, Harler U, Haller VM, Feistritzer C, Hasslacher J, Dunzendorfer 
S, et al. Characterization of microvesicles in septic shock using high‑
sensitivity flow cytometry. Shock. 2016;46(4):373–81.

 81. Joop K, Berckmans RJ, Nieuwland R, Berkhout J, Romijn FP, Hack CE, 
et al. Microparticles from patients with multiple organ dysfunction syn‑
drome and sepsis support coagulation through multiple mechanisms. 
Thromb Haemost. 2001;85(05):810–20.

 82. de Lizarrondo SM, Roncal C, Calvayrac O, Rodríguez C, Varo N, Purroy 
A, et al. Synergistic effect of thrombin and CD40 ligand on endothelial 

matrix metalloproteinase‑10 expression and microparticle generation 
in vitro and in vivo. Arterioscler Thromb Vasc Biol. 2012;32(6):1477–87.

 83. Zifkos K, Dubois C, Schäfer K. Extracellular vesicles and thrombosis: 
update on the clinical and experimental evidence. Int J Mol Sci. 
2021;22(17):9317.

 84. Rossaint J, Kühne K, Skupski J, Van Aken H, Looney MR, Hidalgo A, 
et al. Directed transport of neutrophil‑derived extracellular vesicles 
enables platelet‑mediated innate immune response. Nat Commun. 
2016;7(1):13464.

 85. Johnson IIIBL, Midura EF, Prakash PS, Rice TC, Kunz N, Kalies K, et al. 
Neutrophil derived microparticles increase mortality and the counter‑
inflammatory response in a murine model of sepsis. Biochim Biophys 
Acta Mol Basis Dis. 2017;1863(10):2554–63.

 86. El Habhab A, Altamimy R, Abbas M, Kassem M, Amoura L, Qureshi AW, 
et al. Significance of neutrophil microparticles in ischaemia‑reperfusion: 
pro‑inflammatory effectors of endothelial senescence and vascular 
dysfunction. J Cell Mol Med. 2020;24(13):7266–81.

 87. Zhang YG, Song Y, Guo XL, Miao RY, Fu YQ, Miao CF, et al. Exosomes 
derived from oxLDL‑stimulated macrophages induce neutrophil extra‑
cellular traps to drive atherosclerosis. Cell Cycle. 2019;18(20):2674–84.

 88. Gilbert GE, Sims P, Wiedmer T, Furie B, Furie B, Shattil S. Platelet‑derived 
microparticles express high affinity receptors for factor VIII. J Biol Chem. 
1991;266(26):17261–8.

 89. Hoffman M, Monroe DM, Roberts HR. Coagulation factor IXa binding to 
activated platelets and platelet‑derived microparticles: a flow cytomet‑
ric study. Thromb Haemost. 1992;68(7):74–8.

 90. Abrams CS, Ellison N, Budzynski AZ, Shattil SJ. Direct detection of acti‑
vated platelets and platelet‑derived microparticles in humans. Blood. 
1990;75(1):128–38.

 91. Nieuwland R, Berckmans RJ, McGregor S, Böing AN, Romijn FP, 
Westendorp RG, et al. Cellular origin and procoagulant properties of 
microparticles in meningococcal sepsis. Blood. 2000;95(3):930–5.

 92. Nieuwland R, Berckmans RJ, Rotteveel‑Eijkman RC, Maquelin KN, 
Roozendaal KJ, Jansen PG, et al. Cell‑derived microparticles generated 
in patients during cardiopulmonary bypass are highly procoagulant. 
Circulation. 1997;96(10):3534–41.

 93. Janiszewski M, do Carmo AO, Pedro MA, Silva E, Knobel E, Laurindo 
FRM. Platelet‑derived exosomes of septic individuals possess proap‑
optotic NAD(P)H oxidase activity: a novel vascular redox pathway. Crit 
Care Med. 2004;32(3):818–25.

 94. Gambim MH, de Oliveira do Carmo A, Marti L, Veríssimo‑Filho S, Lopes 
LR, Janiszewski M. Platelet‑derived exosomes induce endothelial cell 
apoptosis through peroxynitrite generation: experimental evidence 
for a novel mechanism of septic vascular dysfunction. Crit Care. 
2007;11(5):R107.

 95. Delabranche X, Quenot JP, Lavigne T, Mercier E, François B, Severac 
F, et al. Early detection of disseminated intravascular coagulation 
during septic shock: a multicenter prospective study. Crit Care Med. 
2016;44(10):e930–9.

 96. Dolmatova EV, Wang K, Mandavilli R, Griendling KK. The effects of 
sepsis on endothelium and clinical implications. Cardiovasc Res. 
2021;117(1):60–73.

 97. Nomura S, Tandon NN, Nakamura T, Cone J, Fukuhara S, Kambayashi 
J. High‑shear‑stress‑induced activation of platelets and microparticles 
enhances expression of cell adhesion molecules in THP‑1 and endothe‑
lial cells. Atherosclerosis. 2001;158(2):277–87.

 98. He S, Wu C, Xiao J, Li D, Sun Z, Li M. Endothelial extracellular vesicles 
modulate the macrophage phenotype: potential implications in ath‑
erosclerosis. Scand J Immunol. 2018;87(4):e12648.

 99. Wang Y, Liu J, Chen X, Sun H, Peng S, Kuang Y, et al. Dysfunctional 
endothelial‑derived microparticles promote inflammatory macrophage 
formation via NF‑кB and IL‐1β signal pathways. J Cell Mol Med. 
2019;23(1):476–86.

 100. Al‑Nedawi K, Szemraj J, Cierniewski CS. Mast cell–derived exosomes 
activate endothelial cells to secrete plasminogen activator inhibitor 
type 1. Arterioscler Thromb Vasc Biol. 2005;25(8):1744–9.

 101. Lacroix R, Sabatier F, Mialhe A, Basire A, Pannell R, Borghi H, et al. 
Activation of plasminogen into plasmin at the surface of endothelial 
microparticles: a mechanism that modulates angiogenic properties of 
endothelial progenitor cells in vitro. Blood. 2007;110(7):2432–9.



Page 19 of 20Gong et al. Military Medical Research           (2024) 11:24  

 102. Zhou Y, Li P, Goodwin AJ, Cook JA, Halushka PV, Chang E, et al. 
Exosomes from endothelial progenitor cells improve the outcome of a 
murine model of sepsis. Mol Ther. 2018;26(5):1375–84.

 103. Hu H, Wang B, Jiang C, Li R, Zhao J. Endothelial progenitor cell‑derived 
exosomes facilitate vascular endothelial cell repair through shut‑
tling mir‑21‑5p to modulate thrombospondin‑1 expression. Clin Sci. 
2019;133(14):1629–44.

 104. Li L, Wang H, Zhang J, Chen X, Zhang Z, Li Q. Effect of endothelial pro‑
genitor cell‑derived extracellular vesicles on endothelial cell ferroptosis 
and atherosclerotic vascular endothelial injury. Cell Death Discov. 
2021;7(1):235.

 105. Khan SR, Canales BK, Dominguez‑Gutierrez PR. Randall’s plaque and 
calcium oxalate stone formation: role for immunity and inflammation. 
Nat Rev Nephrol. 2021;17(6):417–33.

 106. Liu S, Chen J, Shi J, Zhou W, Wang L, Fang W, et al. M1‑like macrophage‑
derived exosomes suppress angiogenesis and exacerbate cardiac 
dysfunction in a myocardial infarction microenvironment. Basic Res 
Cardiol. 2020;115(2):22.

 107. Dai Y, Wang S, Chang S, Ren D, Shali S, Li C, et al. M2 macrophage‑derived 
exosomes carry microRNA‑148a to alleviate myocardial ischemia/reperfu‑
sion injury via inhibiting TXNIP and the TLR4/NF‑κB/NLRP3 inflamma‑
some signaling pathway. J Mol Cell Cardiol. 2020;142:65–79.

 108. Feng Z, Zhou J, Liu Y, Xia R, Li Q, Yan L, et al. Epithelium‑ and endothe‑
lium‑derived exosomes regulate the alveolar macrophages by target‑
ing RGS1 mediated calcium signaling‑dependent immune response. 
Cell Death Differ. 2021;28(7):2238–56.

 109. Hu Q, Zhang S, Yang Y, Yao JQ, Tang WF, Lyon CJ, et al. Extracellular vesi‑
cles in the pathogenesis and treatment of acute lung injury. Mil Med 
Res. 2022;9(1):61.

 110. Yuan Z, Bedi B, Sadikot RT. Bronchoalveolar lavage exosomes in lipopol‑
ysaccharide‑induced septic lung injury. J Vis Exp. 2018;(135):57737. 
https:// doi. org/ 10. 3791/ 57737.

 111. Lee H, Zhang D, Laskin DL, Jin Y. Functional evidence of pulmonary 
extracellular vesicles in infectious and noninfectious lung inflammation. 
J Immunol. 2018;201(5):1500–9.

 112. Lee H, Zhang D, Zhu Z, Dela Cruz CS, Jin Y. Epithelial cell‑derived 
microvesicles activate macrophages and promote inflammation via 
microvesicle‑containing microRNAs. Sci Rep. 2016;6(1):35250.

 113. Moon H, Cao Y, Yang J, Lee J, Choi H, Jin Y. Lung epithelial cell‑derived 
extracellular vesicles activate macrophage‑mediated inflammatory 
responses via ROCK1 pathway. Cell Death Dis. 2015;6(12):e2016.

 114. Ma W, Zhang W, Cui B, Gao J, Liu Q, Yao M, et al. Functional delivery of 
lncRNA TUG1 by endothelial progenitor cells derived extracellular vesicles 
confers anti‑inflammatory macrophage polarization in sepsis via impair‑
ing miR‑9‑5p‑targeted SIRT1 inhibition. Cell Death Dis. 2021;12(11):1056.

 115. Wang X, Liu D, Zhang X, Yang L, Xia Z, Zhang Q. Exosomes from 
adipose‑derived mesenchymal stem cells alleviate sepsis‑induced lung 
injury in mice by inhibiting the secretion of IL‑27 in macrophages. Cell 
Death Discov. 2022;8(1):18.

 116. Li ZG, Scott MJ, Brzoska T, Sundd P, Li YH, Billiar TR, et al. Lung epithelial 
cell‑derived IL‑25 negatively regulates LPS‑induced exosome release 
from macrophages. Mil Med Res. 2018;5(1):24.

 117. Gong T, Zhang X, Peng Z, Ye Y, Liu R, Yang Y, et al. Macrophage‑derived 
exosomal aminopeptidase N aggravates sepsis‑induced acute lung 
injury by regulating necroptosis of lung epithelial cell. Commun Biol. 
2022;5(1):543.

 118. Soni S, Wilson MR, O’Dea KP, Yoshida M, Katbeh U, Woods SJ, et al. 
Alveolar macrophage‑derived microvesicles mediate acute lung injury. 
Thorax. 2016;71(11):1020–9.

 119. Zhu Z, Zhang D, Lee H, Menon AA, Wu J, Hu K, et al. Macrophage‑derived 
apoptotic bodies promote the proliferation of the recipient cells via 
shuttling microRNA‑221/222. J Leukoc Biol. 2017;101(6):1349–59.

 120. Zhang D, Lee H, Wang X, Groot M, Sharma L, Cruz CSD, et al. A potential 
role of microvesicle‑containing miR‑223/142 in lung inflammation. 
Thorax. 2019;74(9):865–74.

 121. Genschmer KR, Russell DW, Lal C, Szul T, Bratcher PE, Noerager BD et al. 
Activated PMN exosomes: pathogenic entities causing matrix destruc‑
tion and disease in the lung. Cell. 2019;176(1–2):113–26.e15.

 122. Butin‑Israeli V, Houser MC, Feng M, Thorp EB, Nusrat A, Parkos CA, et al. 
Deposition of microparticles by neutrophils onto inflamed epithelium: 

a new mechanism to disrupt epithelial intercellular adhesions and 
promote transepithelial migration. FASEB J. 2016;30(12):4007–20.

 123. Wang G, Jin S, Ling X, Li Y, Hu Y, Zhang Y, et al. Proteomic profiling of 
LPS‑induced macrophage‑derived exosomes indicates their involve‑
ment in acute liver injury. Proteomics. 2019;19(3):e1800274.

 124. Chen L, Yao X, Yao H, Ji Q, Ding G, Liu X. Exosomal mir‑103‑3p from LPS‑
activated THP‑1 macrophage contributes to the activation of hepatic 
stellate cells. FASEB J. 2020;34(4):5178–92.

 125. Pellicoro A, Ramachandran P, Iredale JP, Fallowfield JA. Liver fibrosis and 
repair: immune regulation of wound healing in a solid organ. Nat Rev 
Immunol. 2014;14(3):181–94.

 126. Ramachandran P, Pellicoro A, Vernon MA, Boulter L, Aucott RL, Ali A, 
et al. Differential Ly‑6C expression identifies the recruited macrophage 
phenotype, which orchestrates the regression of murine liver fibrosis. 
Proc Natl Acad Sci U S A. 2012;109(46):E3186–95.

 127. Hu M, Wang Y, Liu Z, Yu Z, Guan K, Liu M, et al. Hepatic macrophages 
act as a central hub for relaxin‑mediated alleviation of liver fibrosis. Nat 
Nanotechnol. 2021;16(4):466–77.

 128. Liu XL, Pan Q, Cao HX, Xin FZ, Zhao ZH, Yang RX, et al. Lipotoxic hepat‑
ocyte‑derived exosomal microRNA 192‑5p activates macrophages 
through Rictor/Akt/forkhead box transcription factor O1 signaling in 
nonalcoholic fatty liver disease. Hepatology. 2020;72(2):454–69.

 129. Hirsova P, Ibrahim SH, Krishnan A, Verma VK, Bronk SF, Werneburg NW, 
et al. Lipid‑induced signaling causes release of inflammatory extracel‑
lular vesicles from hepatocytes. Gastroenterology. 2016;150(4):956–67.

 130. Pinto AR, Godwin JW, Rosenthal NA. Macrophages in cardiac homeo‑
stasis, injury responses and progenitor cell mobilisation. Stem Cell Res. 
2014;13(3):705–14.

 131. Wang C, Zhang C, Liu L, Xi A, Chen B, Li Y, et al. Macrophage‑derived 
mir‑155‑containing exosomes suppress fibroblast proliferation and 
promote fibroblast inflammation during cardiac injury. Mol Ther. 
2017;25(1):192–204.

 132. Feng Y, Huang W, Wani M, Yu X, Ashraf M. Ischemic preconditioning 
potentiates the protective effect of stem cells through secretion of 
exosomes by targeting Mecp2 via miR‑22. PLoS One. 2014;9(2):e88685.

 133. Yu B, Gong M, Wang Y, Millard RW, Pasha Z, Yang Y, et al. Cardiomyocyte 
protection by GATA‑4 gene engineered mesenchymal stem cells is 
partially mediated by translocation of miR‑221 in microvesicles. PLoS 
One. 2013;8(8):e73304.

 134. Arslan F, Lai RC, Smeets MB, Akeroyd L, Choo A, Aguor EN, et al. Mes‑
enchymal stem cell‑derived exosomes increase ATP levels, decrease 
oxidative stress and activate PI3K/Akt pathway to enhance myocardial 
viability and prevent adverse remodeling after myocardial ischemia/
reperfusion injury. Stem Cell Res. 2013;10(3):301–12.

 135. Azevedo LCP, Janiszewski M, Pontieri V, Pedro MA, Bassi E, Tucci PJF, et al. 
Platelet‑derived exosomes from septic shock patients induce myocar‑
dial dysfunction. Crit Care. 2007;11(6):1–10.

 136. Lv LL, Feng Y, Wu M, Wang B, Li ZL, Zhong X, et al. Exosomal miRNA‑
19b‑3p of tubular epithelial cells promotes M1 macrophage activation 
in kidney injury. Cell Death Differ. 2020;27(1):210–26.

 137. Lv LL, Feng Y, Wen Y, Wu WJ, Ni HF, Li ZL, et al. Exosomal CCL2 from 
tubular epithelial cells is critical for albumin‑induced tubulointerstitial 
inflammation. J Am Soc Nephrol. 2018;29(3):919–35.

 138. Semmler A, Hermann S, Mormann F, Weberpals M, Paxian SA, Okulla T, 
et al. Sepsis causes neuroinflammation and concomitant decrease of 
cerebral metabolism. J Neuroinflammation. 2008;5(1):1–10.

 139. Gu M, Mei XL, Zhao YN. Sepsis and cerebral dysfunction: BBB damage, 
neuroinflammation, oxidative stress, apoptosis and autophagy as key 
mediators and the potential therapeutic approaches. Neurotox Res. 
2021;39(2):489–503.

 140. Li JJ, Wang B, Kodali MC, Chen C, Kim E, Patters BJ, et al. In vivo evidence 
for the contribution of peripheral circulating inflammatory exosomes to 
neuroinflammation. J Neuroinflammation. 2018;15(1):8.

 141. Balusu S, Wonterghem EV, Rycke RD, Raemdonck K, Stremersch S, 
Gevaert K, et al. Identification of a novel mechanism of blood‑brain 
communication during peripheral inflammation via choroid plexus‑
derived extracellular vesicles. EMBO Mol Med. 2016;8(10):1162–83.

 142. Lim CZJ, Zhang Y, Chen Y, Zhao H, Stephenson MC, Ho NRY, et al. Sub‑
typing of circulating exosome‑bound amyloid β reflects brain plaque 
deposition. Nat Commun. 2019;10(1):1144.

https://doi.org/10.3791/57737


Page 20 of 20Gong et al. Military Medical Research           (2024) 11:24 

 143. Im Y, Yoo H, Lee JY, Park J, Suh GY, Jeon K. Association of plasma 
exosomes with severity of organ failure and mortality in patients with 
sepsis. J Cell Mol Med. 2020;24(16):9439–45.

 144. Bonora M, Morganti C, van Gastel, Ito K, Calura E, Zanolla I, et al. A mitochon‑
drial NADPH‑cholesterol axis regulates extracellular vesicle biogenesis to 
support hematopoietic stem cell fate. Cell Stem Cell. 2024;31(3):359–77.e10.

 145. Gao H, Jin Z, Bandyopadhyay G, Rocha KCE, Liu X, Zhao H, et al. MiR‑690 
treatment causes decreased fibrosis and steatosis and restores specific 
Kupffer cell functions in NASH. Cell Metab. 2022;34(7):978–90.e4.

 146. Dakhlallah DA, Wisler J, Gencheva M, Brown CM, Leatherman ER, Singh 
K, et al. Circulating extracellular vesicle content reveals de novo DNA 
methyltransferase expression as a molecular method to predict septic 
shock. J Extracell Vesicles. 2019;8(1):1669881.

 147. Reithmair M, Buschmann D, Märte M, Kirchner B, Hagl D, Kaufmann I, 
et al. Cellular and extracellular miRNAs are blood‑compartment‑specific 
diagnostic targets in sepsis. J Cell Mol Med. 2017;21(10):2403–11.

 148. Hermann S, Brandes F, Kirchner B, Buschmann D, Borrmann M, Klein M, 
et al. Diagnostic potential of circulating cell‑free microRNAs for com‑
munity‐acquired pneumonia and pneumonia‐related sepsis. J Cell Mol 
Med. 2020;24(20):12054–64.

 149. Fan XL, Zhang Y, Li X, Fu QL. Mechanisms underlying the protective 
effects of mesenchymal stem cell‑based therapy. Cell Mol Life Sci. 
2020;77(14):2771–94.

 150. Anderson JD, Johansson HJ, Graham CS, Vesterlund M, Pham MT, 
Bramlett CS, et al. Comprehensive proteomic analysis of mesenchymal 
stem cell exosomes reveals modulation of angiogenesis via nuclear 
factor‑kappab signaling. Stem Cells. 2016;34(3):601–13.

 151. Fang S, Xu C, Zhang Y, Xue C, Yang C, Bi H, et al. Umbilical cord‑derived 
mesenchymal stem cell‑derived exosomal microRNAs suppress 
myofibroblast differentiation by inhibiting the transforming growth 
factor‑β/SMAD2 pathway during wound healing. Stem Cells Transl Med. 
2016;5(10):1425–39.

 152. Gong XH, Liu H, Wang SJ, Liang SW, Wang GG. Exosomes derived 
from SDF1‑overexpressing mesenchymal stem cells inhibit ischemic 
myocardial cell apoptosis and promote cardiac endothelial microvas‑
cular regeneration in mice with myocardial infarction. J Cell Physiol. 
2019;234(8):13878–93.

 153. Zou X, Zhang G, Cheng Z, Yin D, Du T, Ju G, et al. Microvesicles derived 
from human Wharton’s jelly mesenchymal stromal cells ameliorate 
renal ischemia‑reperfusion injury in rats by suppressing CX3CL1. Stem 
Cell Res Ther. 2014;5:1–13.

 154. Phinney DG, Di Giuseppe M, Njah J, Sala E, Shiva S, St Croix CM, et al. 
Mesenchymal stem cells use extracellular vesicles to outsource 
mitophagy and shuttle microRNAs. Nat Commun. 2015;6(1):8472.

 155. Watson DC, Bayik D, Srivatsan A, Bergamaschi C, Valentin A, Niu G, 
et al. Efficient production and enhanced tumor delivery of engineered 
extracellular vesicles. Biomaterials. 2016;105:195–205.

 156. Whitford W, Guterstam P. Exosome manufacturing status. Future Med 
Chem. 2019;11(10):1225–36.

 157. Luan X, Sansanaphongpricha K, Myers I, Chen H, Yuan H, Sun D. 
Engineering exosomes as refined biological nanoplatforms for drug 
delivery. Acta Pharmacol Sin. 2017;38(6):754–63.

 158. Zhou H, Yuen PS, Pisitkun T, Gonzales PA, Yasuda H, Dear JW, et al. 
Collection, storage, preservation, and normalization of human urinary 
exosomes for biomarker discovery. Kidney Int. 2006;69(8):1471–6.

 159. Hoshino A, Costa‑Silva B, Shen TL, Rodrigues G, Hashimoto A, Tesic Mark 
M, et al. Tumour exosome integrins determine organotropic metastasis. 
Nature. 2015;527(7578):329–35.

 160. Kamerkar S, LeBleu VS, Sugimoto H, Yang S, Ruivo CF, Melo SA, et al. 
Exosomes facilitate therapeutic targeting of oncogenic KRAS in pancre‑
atic cancer. Nature. 2017;546(7659):498–503.

 161. Sun H, Guo X, Zeng S, Wang Y, Hou J, Yang D, et al. A multifunctional 
liposomal nanoplatform co‑delivering hydrophobic and hydro‑
philic doxorubicin for complete eradication of xenografted tumors. 
Nanoscale. 2019;11(38):17759–72.

 162. Momen‑Heravi F, Bala S, Bukong T, Szabo G. Exosome‑mediated 
delivery of functionally active miRNA‑155 inhibitor to macrophages. 
Nanomedicine. 2014;10(7):1517–27.


	Exosomal mediators in sepsis and inflammatory organ injury: unraveling the role of exosomes in intercellular crosstalk and organ dysfunction
	Abstract 
	Introduction
	Exosome biogenesis and characterization
	Exosomal mechanisms in sepsis-related immune regulation
	Exosomes regulation of PMN recruitment and migration
	Exosomes regulation of macrophage inflammatory responses
	Role of DC-derived exosomes in the regulation of immunity
	Exosomes regulation of T cell responses
	Exosomes regulation of B cell activation and antigen presentation

	Exosome modulation of sepsis-induced metabolic alterations
	Exosomes regulation of sepsis-induced coagulopathy and endothelial dysfunction
	Platelet-derived exosomes link coagulation and inflammation
	Endothelial cell-derived exosomes and endothelial dysfunction

	Exosome-mediated intercellular crosstalk in organ dysfunction
	In ALI
	In acute liver injury
	In acute cardiac dysfunction
	In acute kidney injury (AKI)
	In central nervous system (CNS) dysfunction

	Therapeutic potentials of exosomes in sepsis
	The potential value of exosomes as biomarkers
	The therapeutic potential of exosomes
	Advantages of exosomes in therapeutic delivery systems

	Conclusions
	Acknowledgements
	References


