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Abstract 

Background In recent years, cardiovascular disease in particular myocardial infarction (MI) has become the pre-
dominant cause of human disability and mortality in the clinical setting. The restricted capacity of adult cardiomyo-
cytes to proliferate and restore the function of infarcted sites is a challenging issue after the occurrence of MI. The 
application of stem cells and byproducts such as exosomes (Exos) has paved the way for the alleviation of cardiac 
tissue injury along with conventional medications in clinics. However, the short lifespan and activation of alloreactive 
immune cells in response to Exos and stem cells are the main issues in patients with MI. Therefore, there is an urgent 
demand to develop therapeutic approaches with minimum invasion for the restoration of cardiac function.

Main body Here, we focused on recent data associated with the application of Exo-loaded hydrogels in ischemic car-
diac tissue. Whether and how the advances in tissue engineering modalities have increased the efficiency of whole-
based and byproducts (Exos) therapies under ischemic conditions. The integration of nanotechnology and nanobiol-
ogy for designing novel smart biomaterials with therapeutic outcomes was highlighted.

Conclusion Hydrogels can provide suitable platforms for the transfer of Exos, small molecules, drugs, and other 
bioactive factors for direct injection into the damaged myocardium. Future studies should focus on the improvement 
of physicochemical properties of Exo-bearing hydrogel to translate for the standard treatment options.
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Graphical Abstract

Introduction
It has been well-established that a small fraction of 
injured cardiomyocytes is replaced following pathologi-
cal conditions especially myocardial infarction (MI) due 
to the minimum regenerative potential of surrounding 
healthy cardiomyocytes [1]. Thus, myocardial regenera-
tion is a challenging issue in the clinical setting. Along 
with several medication strategies, cell transplantation 
using mature and stem cell types has been developed for 
the restoration of injured myocardium and replacement 
of damaged cells [2] (Table 1). In contrast to the systemic 
approach, direct injection of stem cells into the infarcted 
myocardium is an effective strategy to deliver an approxi-
mately appropriate number of cells into the damaged 
area without the need for target delivery and homing [3].

Among different stem cell types, mesenchymal stem 
cells (MSCs) are the main cell source used for the healing 
of injured myocardium [29]. These cells can be isolated 

and expanded easily from different tissues without the 
necessity of specific conditions that are required for the 
cultivation of other cell types [30]. Due to its appropri-
ate differentiation properties toward cardiovascular cells, 
and anti-fibrotic and immunomodulatory properties with 
angiogenic potential, the application of MSCs is at the 
center of attention for several pathological conditions 
occurring within the cardiac tissue [31]. Along with the 
differentiation of MSCs into cardiomyocytes, the release 
of cytokines and growth factors via paracrine manner 
can also promote the regeneration of injured cardiac 
tissue [32]. Upon the administration of MSCs into the 
ischemic cardiac tissue, the function of the left ventricle 
is improved because of the stimulation of cardiomyocyte 
proliferation, angiogenesis, and inhibition of oxidative 
stress, excessive immune cell responses, and fibrosis [33].

Regardless of cell type and the injection method, 
the regenerative outcome and restoration of cardiac 
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tissue function are not satisfactory because of the low-
rate engraftment capacity of transplant cells after admin-
istration into the target sites [34]. Thus, the most of 
studies related to cardiac cell therapy are restricted to 
experimental evaluation in animal models and clinical 
trials [35]. Of note, most of the blinded randomized tri-
als have indicated uncertainty and inconsistent data in 
the improvement of cardiac tissue function [36]. Besides, 
strategies based on the administration of whole-cell 
therapies face some limitations that restrict the applica-
tion of cells for different regenerative purposes. A large 

fraction of cells should be prepared before injection into 
the target site which needs prolonged culture and several 
passages [37]. These features can increase the probability 
of infections, and morphological and genetic alterations 
in in  vitro setting [38]. Of note, administrated cells can 
be also eliminated because of the lack of an appropriate 
microenvironment, excessive mechanical stress during 
the administration, and activation of all-reactive immune 
cells [39].

In comparison with whole-cell-based therapies, the 
application of cell secretory vesicles like Exos is at the 

Table 1 Completed clinical trials evaluating different stem cells for myocardial ischemia (MI)

Clinical trial Completed date Cell source Delivery pathway Outcome(s)

TOPCARE-AMI [4] 2002 Peripheral progenitor cells/bone 
marrow MSCs

Intracoronary Ejection fraction↑, infarct size↓

TOPCARE-AMI [5] 2004 Peripheral progenitor cells/ bone-
marrow MSCs

Intracoronary LVEF↑, infarct size↓

BOOST [6] 2004 Autologous bone marrow MSCs Intracoronary LVEF↑
MAGIC [7] 2004 Peripheral progenitor cells Intracoronary Myocardial perfusion↑, LVEF↑
IACT [8] 2005 Autologous mononuclear bone 

marrow cells
Intracoronary LVEF↑, infarct size↓, wall movement 

velocity↑
Acute Myocardial Infarction [9] 2006 Autologous bone marrow MSCs Intracoronary Exercise time↑, peak heart rate↑
REPAIR-AMI [10] 2006 Autologous bone marrow MSCs Intracoronary LVEF↑, infarct size↓, revascularization↑
HEBE [11] 2007 Peripheral progenitor cells/bone 

marrow MSCs
Intracoronary Non-significant changes in left ven-

tricular volumes, mass, and infarct size

MYSTAR [12] 2008 Autologous bone marrow MSCs Intra-myocardial 
and intracoronary

LVEF↑, infarct size↓

REGENT [13] 2008 Autologous bone marrow MSCs Intracoronary No significant improvement in LV 
ejection fraction

Patients with acute MI [14] 2009 Autologous bone marrow MSCs Intra-myocardial LVEF↑, infarct size↓
SEED-MSC [15] 2010 Autologous bone marrow MSCs Intracoronary LVEF↑
Apollo [16] 2010 Adipose tissue MSCs Intracoronary No significant improvement in LV 

ejection fraction and infarct size

CADUCEUS [17] 2011 Autologous cardiosphere-derived 
stem cells

Intracoronary Infarct size↓

Patients with acute MI [18] 2012 Human Wharton’s jelly-derived MSCs Intracoronary LVEF↑, infarct size↓
The Late TIME Study [19] 2012 Autologous bone marrow mononu-

clear cells
Intracoronary No significant improvement in LV 

ejection fraction and infarct size

COMPARE CPM-RMI [20] 2012 Autologous bone marrow  CD133+ 
cells

Intra-myocardial LVEF↑, infarct size↓, viability↑

SCAMI [21]. 2013 Autologous bone-marrow MSCs Intracoronary LVEF↑
SCIPIO [22] 2013 Cardiac stem cells Intracoronary LVEF↑, infarct size↓
REPAIR-AMI [23] 2014 Autologous bone marrow MSCs Intracoronary Unknown death or rehospitalization↓
MyStromalCell [24] 2014 Autologous VEGF-A165-stimulated 

adipose tissue MSCs
Intra-myocardial No significant outcome

PoseidonDCM [25] 2016 Autologous and allogeneic bone-
marrow MSCs

Transendocardially Cardiac function↑ in the allogeneic-
treated group

CAREMI [26] 2016 Allogeneic human cardiac stem cells Intracoronary No significant improvement in LV 
volumes, ejection fraction, or regional 
wall motion

PreSERVE-AMI [27] 2017 Autologous bone marrow MSCs Intracoronary LVEF↑, infarct size↓
Patients with elevated ST [28] 2018 Autologous bone marrow mononu-

clear cells
Intracoronary No significant improvement in LVEF 

and infarct size
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center of the debate. It was suggested that Exos are 
more stable for long periods after introduction into 
the target sites and exhibit appropriate biodistribution 
and immune tolerability [40]. Based on previous stud-
ies, Exos from both allogeneic and xenogeneic sources 
can be applied for the alleviation of several pathologies 
with the minimum immune cell response compared to 
whole cell-based therapies [41]. The existence of several 
uptake mechanisms such as direct fusion, ligand-based, 
clathrin- and caveolin-mediated endocytosis, macropi-
nocytosis, and phagocytosis for Exos can increase deliv-
ery outcomes into the target sites [42]. Exos can harbor 
different therapeutic molecules such as proteins, lipids, 
and nucleic acids with the ability to restore the function 
of the injured myocardium. Besides, factors related to the 
modulation of apoptosis, fibrosis, and angiogenesis are 
normally present in exosomal cargo [43]. Activation of 
certain signaling pathways inside the injured cardiomyo-
cytes such as ERK1/2, p38MAPK, and TLR4 can increase 
cell resistance against the insulting conditions. These fea-
tures make Exos as valid therapeutic tool for the accelera-
tion of the healing process in injured myocardium [44].

Despite putative advantages, the application of Exos 
in regenerative medicine encounters some fundamen-
tal limitations [38]. At present, several isolation meth-
ods are used for the isolation and purification of Exos 
from different sources [45]. Most conventional isolation 
methods are expensive, laborious, and time-consuming 
without standard guidelines [46]. The systemic (intrave-
nous) administration, subcutaneous, and intraperitoneal 
injections of Exos can increase the possibility of off-tar-
get delivery and leads to inappropriate delivery of Exos 
into the injured myocardium [47]. Using a sophisticated 
imaging system, the most fraction of administrated Exos 
are eliminated by the reticuloendothelial system located 
in hepatic and splenic tissues [3]. Surface modifications 
and different ex  vivo manipulations can alter the phys-
icochemical properties of Exos because of the formation 
of protein corona and absorbance of the external protein 
layer [48]. Commensurate with these descriptions, the 
advent and development of de novo delivery approaches 
are mandatory to yield better regenerative outcomes.

In recent decades, the application of hydrogels has 
been increased for in situ delivery of stem cells and nano-
sized particles like Exos into the injured sites [33]. It is 
postulated that hydrogels provide an extracellular matrix 
(ECM)-like milieu with relatively similar physicochemi-
cal values while can control the recruitment and activity 
of different immune cell types [49]. Compared to several 
synthetic nanocarriers, Exos with appropriate biocom-
patibility, less toxicity, immunogenicity, and stability are 
at the center of debate for cardiovascular diseases [50]. 
Exo-loaded hydrogels could be considered a relevant 

innovative treatment strategy for the regeneration and 
functional improvement of injured myocardium. The 
incorporation of Exos with biomaterial-based hydrogels 
creates an appropriate supporting niche for sustained 
release that can compensate for the drawbacks associ-
ated with direct Exo administration [51]. Here, in this 
review article, recent advances in the application of Exo-
loaded hydrogels were discussed in terms of cardiac tis-
sue injuries.

Exo biogenesis
In multicellular organisms, intercellular communication 
can be done in a paracrine manner via the unidirectional 
or bidirectional transfer of signaling molecules in addi-
tion to close physical cell–to–cell connection [52]. To 
date, different studies have highlighted the critical role 
of extracellular vesicles (EVs) including exosomes (Exos), 
microvesicles, and apoptotic bodies in paracrine interac-
tion between the cells. Exos are important EV types with 
an average diameter of 30–150 nm and circulate in bioflu-
ids [53]. These nano-sized vesicles can easily transfer the 
signaling biomolecules, cytokines, and other compounds 
from donor cells to recipient cells and can indicate the 
real-time proteomic and genomic changes in the par-
ent cells (Fig. 1) [53]. Exos are produced by the activity of 
several factors belonging to the endosomal system where 
several signaling molecules are sequestrated into the exo-
somal lumen [54]. The phenomenon of cargo transfer 
from one cell to another cell can contribute to the modu-
lation of numerous biological events. In this regard, Exos 
can partake in antigen presentation [55], coagulation [56], 
proliferation [57], differentiation [58, 59], immune cell 
signaling [60], angiogenesis [61–63], wound healing [64, 
65], regeneration [66], growth and organ development 
[67, 68], and pathological changes [69–71]. These features 
indicate that Exos can be considered a theranostic tool in 
several pathologies [53, 71–74].

Upon the activation of the endosomal system, the mem-
brane of early and late endosomes is invaginated into the 
lumen, leading to the formation of numerous intralu-
minal vesicles (ILVs). In the latter steps, late endosomes 
mature into multivesicular bodies (MVBs) [75]. Simul-
taneous with the invagination of the endosomal mem-
brane, several signaling molecules are ubiquitinated and 
directed into the ILV lumen in ESCRT-dependent and 
ESCRT-independent manner [76]. ESCRT machinery 
is composed of four complexes, 0, -I, -II-, and –III with 
associated factors such as VPS4, VTA1, and ALIX [77]. 
Along with this system, the Syndecan-Syntenin-Alix-
ESCRT axis is thought of as an accessory ESCRT path-
way involved in the sorting of un-ubiquitinated target 
molecules into ILVs [78, 79]. Likewise, the ESCRT-inde-
pendent pathway composed of neutral sphingomyelinase 
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2 (nSMase 2) and tetraspanins also sorts the un-ubiqui-
tinated cargos into the ILVs [79–81]. It is suggested that 
tetraspanins such as CD63, CD9, and CD81, etc. pos-
sess membrane microdomains and accelerate the ILV 
budding into the lumen of endosomes (Fig. 2) [79]. The 
conversion of sphingomyelin to ceramides by nSMase 2 
activity is associated with the sequestration of flotillins 
and LC3 into the ILVs [82, 83]. Following the formation 
of ILVs and maturation of endosomes, the participation 
of GTPases belonging to the Rab family can transfer the 
endosomes and toward trans-Golgi apparatus (Rab9) 
[84, 85], lysosomes (Rab7) [86, 87], and cell membrane 
Rab27a and b [88–90] where tethering and the physical 
contact of MVBs with cell membrane leads to the release 
of ILVs into ECM where they are hereafter known as Exos 
[83]. Other Rabs such as Rab11 and Rab35 are involved in 
the endosomal recycling pathway [91]. The recruitment 
of Rab11, Rab35, and Rab27 can contribute to the stabi-
lization of actin and activation of the SNARE complex 
which promotes the MVB-cell membrane fusion [70].

Despite the advantage of Exo application in regen-
erative medicine, several issues such as isolation 

modalities and purity rate limit the extensive applica-
tion of Exos for the alleviation of different pathological 
conditions. For instance, it is highly recommended to 
isolate pure, homogeneous Exo pellets by using stand-
ard methods [92]. Several isolation methods such as 
differential magnetically activated cell sorting, ultra-
centrifugation, density gradient centrifugation, ultra-
filtration, immunoaffinity capture, size-exclusion 
chromatography, microfluidics, and polymer-based 
precipitation have been used until yet [92–94]. Most of 
the exosomal separation approaches are based on phys-
ical and chemical properties like size, shape, charge, 
density, and composition of the membrane surface. It 
is thought that the sample source and isolation method 
can affect the purity of the final Exos. Besides, most 
conventional methods alter the exosomal morphology, 
size, content, and surface markers [95–97] (Table  2). 
Moreover, The stability and retention of Exos are the 
main obstacles to clinical applications [98]. They are 
cleared rapidly through the immune system or accu-
mulate in the different organs and tissues like the liver, 

Fig. 1 The structure of exosomes (Exos) with the lipid bilayer. Exos can transfer specific cargo (protein and genetic contents) from donor cells 
to recipient cells in a paracrine manner. The type and levels of specific signaling molecules can induce/inhibit certain molecular pathways 
inside the target cells
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spleen, and lungs through blood circulation in  vivo 
[99]. On the other hand, the difficulty and high cost 
of their purification prevent their usage in high doses 
at the site of interest [100]. To overcome limitations 
associated with the short half-life and maintain the 
bioactivity of Exos, combining Exos with different bio-
materials such as hydrogels has become a considerable 
interest of investigation on Exo-based treatments [101]. 
Embedding Exos in a composite system increases their 
durability and stability and can control their delivery 
kinetics according to the ideal release schedule [102]. 
In addition, it creates an appropriate extracellular 

environment for the adhesion, proliferation, and migra-
tion of target cells [33].

Biomaterials and myocardial regeneration
In recent years, we witnessed progress in cardiac tis-
sue engineering to overcome limitations associated with 
whole-cell-based therapy approaches [103]. Cardiac tis-
sue engineering aims to apply natural, synthetic, and 
semisynthetic biomaterials with multiple growth fac-
tors to improve the delivery outcome, survival rate, and 
function of transplant cells into infarcted sites [104]. 
Considering the distinct physicochemical properties of 
cardiac tissue, the development, and selection of suitable 

Fig. 2 Molecular pathways associated with Exo generation and release. An endosomal system composed of early, and late endosomes 
and multi-vesicular bodies (MVBs) plays a key role in the production of Exos. Inside the endosomes, numerous ILVs are formed by the invagination 
of the membrane. Upon secretion into the ECM, ILVs are named Exos. Different factors such as ESCRT complex (ESCRT-0, -I, -II, and -III) 
and tetraspanins sequestrate the signaling molecules into the ILVs. In the latter steps, the SNARE system in collaboration with several GTPases 
directs the MVBs toward the cell membrane to release the Exos
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biomaterials for cardiac regeneration are of great impor-
tance [105, 106].

Recently, Exos have gained the main focus in the diag-
nosis and treatment of cardiovascular diseases owing to 
their capability to reflect the physiological and patho-
logical changes inside cardiac tissue [107]. Since Exos 
can circulate freely through the circulation system and 
are capable of transferring their bioactive cargo between 
cells, they play an important role in cell–to–cell commu-
nication, information transfer, and cell function and they 
act as a messenger between the heart and other organs, 
which improve tissue repair. The different miRNAs car-
ried by Exos directly impact several aspects of cardiovas-
cular diseases such as angiogenesis, hypertrophy, fibrosis, 
apoptosis, injury, and repair (Fig.  3) [108]. The use of 
biomaterials allows to modify their structure if needed 
so that they have properties suitable for the target tissue. 
Hydrogels with controllable degradation properties can 
play an important role in protecting Exos [101]. There-
fore, not only the release profile of Exos loaded in hydro-
gel will be controllable but also this will create a suitable 

extracellular environment for the target cells to adhere, 
proliferate and migrate [33]. To this end, the selection of 
specific substrates and application of suitable process-
ing modalities for the development of 3D hydrogels with 
adjustable mechanical values can preserve the function 
and morphology of encapsulated transplant cells after 
injection to the target sites [109]. Using surface modifi-
cation strategies, it is possible to combine several natu-
ral and synthetic substrates to enhance the survival rate, 
proliferation, migration, and differentiation of cells [110]. 
According to previous experiments, natural substrates 
alone or in combination with synthetic materials with 
distinct cytocompatibility, degradation, and integration 
into cardiac tissue have been used for the regeneration 
of injured myocardium [111]. Hydrogels with suitable 
biocompatibility, hydrophilicity, compositional versatil-
ity, injectability, conductivity, and tunability are interest-
ing platforms for mimicking cardiac ECM in in vitro and 
in vivo conditions [112]. Besides these features, hydrogels 
provide a favorable controllable delivery system depend-
ing on the type of substrates used in their structures. 

Fig. 3 Exo-loaded hydrogels for cardiac tissue regeneration
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Hydrogels have been used for the regeneration of cardiac 
tissues by several therapeutic approaches [113]. They can 
be used as injectable substrates and administrated directly 
into the injured myocardium or by coronary artery perfu-
sion [114]. Very recently, the application of hydrogels as 
cardiac muscle patches placed on the surface of injured 
areas with loaded cells, cytokines, drugs, therapeutics, 
and their combinations has been increased [115].

The advances in the technologies associated with the 
development of microgels, nanogels, and stimulus-respon-
sive, adhesive, self-assembled injectable hydrogels have led 
to yielding better regenerative outcomes [116]. Along with 
these features, decellularized and electroconductive hydro-
gels have been at the center of attention for the healing of 
injured myocardium [117]. Along with the administration 
of cell-loaded hydrogels, Exo-loaded polymer-based hydro-
gels such as hyaluronic acid (HA), collagen, silk, gelatin, 
chitosan, fibrin, and alginate were also applied for the accel-
eration of cardiac tissue regeneration [118].

Exo‑loading strategies into hydrogels
Several studies have used naked EVs, especially Exos, 
for the restoration of injured cardiac tissue. Despite the 
acceleration of the healing process within the cardiac tis-
sue after Exo injection, they are cleared from the target 
sites due to prolonged instability, heterogeneous deliv-
ery rates, and reactive phagocytic cells [119–122]. These 
data support the notion that a supporting niche is man-
datory to increase the Exo therapeutic outcomes [123]. 
The stability and retention are important values for the 
application of Exos in in  vivo conditions to yield better 
regenerative outcomes [1].

Hydrogels are carrier platforms for controlled and sus-
tained release of loaded Exos after introduction into the 
injured sites [29, 30]. Using an amalgamated system, 
hydrogels are the potential to support simultaneously the 
cell-to-cell interaction and release the loaded materials 
[111]. Hydrogels with passive hydrolytic degradation or 
cell-mediated enzymatic degradation, exhibit controllable 
degradation rate and can be used for optimized release of 
loaded Exos [32]. Currently, physical crosslinking and dif-
fusion are the most commonly utilized strategy for Exo 
loading. In specific, the dispersion of Exos mainly is influ-
enced by the pore size and crosslinking concentration of 
the hydrogel. Stronger interactions such as covalent con-
nections and electrostatic interactions between the matrix 
and Exos can create more productive protection and 
immobilization of Exo [124]. According to the previous 
experiments, three main strategies are used to support Exo 
maintenance inside the hydrogels as follows [34];

a) Exos and cross-linkers are mixed simultaneously with 
polymer-based hydrogels, and injected into the target 

sites using a dual-chamber syringe [33]. The pro-
motion of gelation is promoted within the hydrogel 
using ion change, irradiation, and alteration of phys-
icochemical values [35, 36]. It is thought that gelation 
can lead to suitable 3D conformation with irregular 
patterns while resulting in excellent integration and 
retention rates in the target sites [37–39]. The entrap-
ping of  CO2 bubbles increases the formation of inter-
connected porous networks within the hydrogels. 
These features help cell adhesion, migration, prolifer-
ation, and even ECM synthesis [40, 41]. A variety of 
mechanisms such as ion exchange, ultraviolet radia-
tion, temperature changes, and pH changes can be 
used for in-situ gelation [125]. Data have suggested 
that this strategy is very important in filling the criti-
cal size defects of complex 3D shapes, allowing the 
combined biomolecules to have good viability. This 
type of injectable scaffold has the required inherent 
tissue properties, so it can work alone without exter-
nal induction [126].

b) Exos are mixed with polymers before the addition 
of cross-linkers. The process is continued with the 
addition of cross-linkers to yield gelous hydrogels. 
For example, Qin and co-workers used thiolated 
HA, gelatin, and heparin for the encapsulation of 
bone marrow stem cell (BMSC) Exos with the addi-
tion of PEG-diacrylate (PEGDA) as a cross-linker 
[42]. It should not be forgotten that strategies based 
on covalent crosslinking can delay the retention and 
release rates of encapsulated Exos within the hydro-
gels. Despite these advantages, the remnants of unre-
acted residual cross-linkers may be toxic. Under such 
circumstances, finding appropriate gelling tempera-
tures and selecting non-toxic cross-linkers such as 
genipin are helpful [43–45].

c) In the last strategy, the gelation of polymer is initi-
ated with the addition of a cross-linker and before 
the Exo combination. In this method, swollen hydro-
gels are dehydrated followed by soaking in a solution 
containing Exos. It is postulated that super-water-
absorbent and swelling capabilities potentiate the 
hydrogel to adsorb Exos and trap it in porous struc-
tures [46]. To this end, one could hypothesize that 
pore size is a fundamental factor in the fabrication 
of Exo-loaded hydrogels. Inappropriate porosity can 
lead to weak physical interpolation and excessive and 
earlier release of Exos (Fig. 4).

Hydrogels as valid vehicles for Exo delivery 
to cardiac tissue
To date, various cell types have been used as a cell source 
for harvesting EVs however cargo type and quantity of 
isolated EVs can differ based on various factors such as 
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tissue origin, sex, age, and environmental alternations 
[127]. Compared to somatic cells, stem cells exhibit 
higher capacities to release higher contents of EVs [128]. 
Therefore, it is logical to postulate that using tissue-
derived stem cells such as cardiac stem cells can circum-
vent the factors affecting the quality of EVs [129]. Due to 
the ethical issues associated with the isolation, expansion, 
and cardiac stem cells, researchers tend to apply alterna-
tive cell populations for regenerative purposes. In an 
experiment conducted by Chen and co-workers, the rat 
endothelial progenitor cell (EPC) EVs were loaded onto 
injectable shear-thinning HA [9.33 ×  109/100 µl hydro-
gel] and injected into the border zone of ischemic cardiac 

tissue in a rat model of MI [130]. Based on the data, the 
infarct area was reduced in groups that received EV-
loaded HA compared to the infarct group. Besides, EV-
loaded HA induced angiogenesis by the increase of von 
Willebrand factor (vWF) and alpha-smooth muscle actin 
(α-SMA) cell density and CD11b cells in the peri-infarct 
[130]. They concluded that EV-loaded HA can improve 
the function of ischemic cardiac tissue by the promotion 
of angiogenesis and acceleration of ventricular geometry, 
leading to improved cardiac function.

Han et al. used self-assembled peptide amphiphile (PA) 
incorporated with cardiac protective peptides (GHRPS) 
and degradable amino acid sequence (GTAGLIGQ) for 

Fig. 4 Common strategies used to encapsulate Exos inside the hydrogels. Hydrogel construction is done by the promotion of polymer-polymer 
interactions with chemical, physical, and enzymatic crosslinking approaches. Exos are integrated into the hydrogel before, during, or after the 
crosslinking process
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the delivery of encapsulated xenogeneic human umbilical 
cord MSC Exos in a rat model of MI [131]. To increase 
self-assembly properties, the progelator naphthalene 
acetyl tail was attached to the N terminus of the pheny-
lalanine dipeptide. They found that the injection of 20 µl 
hydrogel containing 20  µg exosomal protein into the 
peri-infarct zone led to a reduction of fibrotic changes 
and down-regulation of TGF-β1 after 28 days [131]. 
Along with the reduction of apoptotic cardiomyocytes 
and increase of CD31 vascular cells, the number of CD68 
inflammatory cells was reduced. Liu  and co-workers used 
encapsulated induced pluripotent-stem-cell-derived car-
diomyocyte EVs (3 ×  1010 particles) in collagen Gelfoam 
mesh (7 mm) for the alleviation of ischemic cardiac tissue 
injury in athymic nude rats [129]. Immunofluorescence 
data revealed an appropriate release of PKH-67 labeled 
EVs in the first 24 h after hydrogel patch transplantation. 
In infarct rats that received a hydrogel patch, the infarct 
size and pathological hypertrophy were diminished after 
4 weeks, resulting in improved ejection fraction values.

It seems that the selection of EVs is an important fac-
tor in the control of inflammation and cell death rate in 
ischemic cardiac tissue along with the type and phys-
icochemical properties of hydrogels [129]. It was also 
demonstrated that cardiomyocyte EV-loaded hydrogel 
patches can reduce the Caspase and  TUNEL+ apop-
totic cardiomyocytes in infarct myocardium compared 
to the groups with induced pluripotent stem cell EV-
loaded hydrogel patches [129]. In a similar work, Zhang 
et  al. used dendritic cell Exos loaded alginate hydro-
gel (30 µg exosomal protein/15 µl alginate hydrogel) for 
the regulation of immune cell response in an MI mouse 
model [132]. In an experiment, DEXs were labeled with 
DIR and incorporated inside the hydrogel composed of 
2 and 1.5% (w/v) sodium and calcium alginate at a vol-
ume ratio of 1:1. DEXs alone and DEX-loaded hydrogel 
were injected into the ischemic region in mice model of 
MI. Based on the data, alginate hydrogel can preserve the 
loaded Exos for 14 days after injection into the infarct 
sites indicated by near-IR fluorescence images while in 
mice that received dendritic cell Exos, the injected par-
ticles were eliminated after 14 days post-infarct induc-
tion. The results indicated that incorporation within 
the hydrogels can last the stability and durability and 
presence of DEXs in in  vivo conditions (Fig.  5) [132]. 
On days 5–7, Exo-loaded alginate hydrogel caused the 
reduced infiltration of  iNOS+ M1 type macrophages into 
the injured sites. Along with these changes, the density 
of recruited  CD206+ macrophages and  Foxp3+ Treg 
cells was increased toward the ischemic region. Besides, 
the reduction of apoptotic cardiomyocytes and fibrotic 
changes were concurrent with enhanced regional vascu-
lar density  (CD31+ cells).

Advantages of hydrogels as factor delivery
In recent decades, the application of photopolymeriz-
able 3D-printed gelatin methacrylate hydrogel has been 
increased in the tissue engineering era for the induction 
of angiogenesis in in  vitro and in  vivo conditions [133]. 
The placement of adipose MSC conditioned media-
loaded gelatin methacrylate (GelMA) hydrogel increased 
the angiogenesis rate in aged cutaneous tissue via the 
modulation of the VEGF/Akt/mTOR and MAPK signal-
ing pathway. It seems that Exo-loaded GelMA hydrogel 
can be also applied to the promotion of angiogenesis in 
infarct areas while physicochemical properties should be 
improved and adapted to the cardiac tissue microenvi-
ronment [134]. In this regard, Chen and co-workers fab-
ricated GelMA/PEGDA [polyethylene (glycol) diacrylate] 
microsphere containing Thymosin β4 enriched Exos for 
induction of coronary collateralization in the MI mouse 
model [135]. The designed system was the potential 
to release the loaded Exos for 21 days in in vitro condi-
tions. It was suggested that incubation of coronary artery 
endothelial cells (ECs) with Thymosin β4-Exo loaded 
GelMA/PEGDA microspheres increased the migration 
and tubulogenesis activity. Likewise, PKH26 labeled Thy-
mosin β4-Exos were detected within the cardiac tissue 
about 21 days post-administration into the peri-infarct 
zone while direct injection of Thymosin β4-Exo into the 
injured myocardium without microspheres led to rela-
tively rapid clearance rate (about 14 days) (Fig. 6) [135]. 
As expected, Thymosin β4-Exo loaded GelMA/PEGDA 
microspheres promoted the healing of injured myocar-
dium via the induction of vascularization and reduction 
of apoptotic changes. In mice that received Exo-loaded 
microspheres, higher ejection fraction, and fraction 
shortening values were achieved compared to the other 
groups (Fig. 7) [135].

In an interesting study, HA was cross-linked with thi-
olated Exos anchoring a CP05 peptide using an epoxy/
thiol click reaction. For this purpose, hyperbranched 
epoxy macromere and aniline tetramer were to entrap 
the human umbilical cord MSC Exos [136]. In  vitro 
analyses indicated that the fabricated hydrogel pos-
sesses suitable electroconductive properties and appro-
priate shear-thinning injectability. It confirmed that 
the culture of HUVECs and HASMCs in the presence 
of HA-Exo-CP05 hydrogel enhances migration capac-
ity. In line with these data, the viability of rat H9C2 
cardiomyoblasts and mouse L929 fibroblasts was also 
induced. Injection of HA-Exo-CP05 hydrogel acceler-
ates the healing of cardiac tissue after ischemia/reper-
fusion injury in a rat model by the reduction of fibrosis 
and induction of vascularization (CD31↑, α-SMA↑, 
VEGFA↑, VEGF-B↑, vWF↑) and cardiogenesis (Con-
nexin-43↑, Ki67↑, SERCA2a↑) (Fig. 8).
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To potentiate the angiogenic properties of encapsu-
lated Exos inside the hydrogels, genetic manipulation 
of parent stem cells is a strategic approach to expe-
dite vascularization and healing efficiency [137]. In 
support of this notion, Wang and colleagues claimed 
that encapsulated HIF-1α expressing MSC Exos inside 

the arginine-glycine-aspartate (RGD)-biotin hydro-
gel were appropriately uptaken by human ECs and rat 
cardiomyocytes. The exposure of rat cardiomyocytes 
to RGD-biotin hydrogel bearing HIF-1α-Exos pro-
hibited the apoptotic changes (Caspases-3 and 7↓) in 
cardiomyocytes under normal and hypoxic conditions 

Fig. 5 Alginate-based hydrogel is an appropriate platform for the sustained release of dendritic cell Exos (DEXs) into the targeted tissue over 14 
days. Near-IR fluorescence indicated that the maximum flux values (a.u.) were high in mice that received DEX-loaded hydrogel compared to the DEX 
group after 14 days (a-c). Data indicated different a.u. values in several organs on days 3, 7, and 14 (d-f) (n = 3). Unpaired t-test. *p < 0.05, **p < 0.01, 
***p < 0.001 [132]. Copyright 2021. Journal of Nanobiotechnology
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[137]. Under such conditions, the in  vitro lumen for-
mation properties of human ECs increased, indicating 
the functionality of encapsulated Exos. It was suggested 
that the existence of specific miRNAs especially miR-
221 led to angiogenesis potential and survival activity 

in cardiomyocytes following the exposure to the insult-
ing conditions. In a similar work, two angiogenic 
miRNAs (microRNA-126 and microRNA-146a) were 
loaded in Exos and encapsulated inside the alginate 
hydrogel. The injection of miRNA-bearing Exo with 

Fig. 6 Hydrogels can release functional Exos for therapeutic purposes for long periods. The cumulative release of PKH-26-labeled 
Thymosin β4 (Tβ4)-Exos bearing GelMA/PEGDA microspheres has been documented for 21 days in in vitro conditions (a). Using confocal 
microscopy, fluorescence images at a 3D surface plot were prepared (b-c). Continuous delivery led to the reduction of fluorescence intensity 
inside the microspheres by increasing the release time. A fluorescence spectrophotometer indicates the cumulative release of PKH26-labeled 
Tβ4-Exos over 20 days after being injected into infarcted myocardium (e). Immunofluorescence images revealed an appropriate release of loaded 
Tβ4-Exos in in vivo conditions (f-g). Scale bar: 15 μm [135]. Copyright 2022. Bioactive Materials
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Fig. 7 Exo-bearing hydrogels can be used for the induction of vascularization in ischemic changes. The angiogenic potential of Tβ4-Exos bearing 
GelMA/PEGDA microspheres was examined in a mouse model of MI (a-f). Using immunofluorescence staining, the capillary intensity  (CD31+ 
vessels) was calculated in different groups including sham, infarct + PBS (PBS), GelMA/PEGDA microsphere alone (MS), Tβ4-Exos + GelMA/PEGDA 
microsphere (Tβ4-Exos), and Tβ4-Exo producing stem cells + GelMA/PEGDA microsphere (Tβ4-Exos + ASC) after 28 days (Scale bar: 75 μm) (a and b).
The number of α-SMA+ arterioles (c and d). Cross-section of cardiac tissue and monitoring entire CD31 expression (e). The gross appurtenance 
of hearts after microfilling (f). White star: RCA (right coronary artery); White triangle: LCA (left anterior descending); White arrow: (the ligation of LAD). 
Microspheres (MS); Phosphate-buffered saline (PBS). One-way analysis of variance (ANOVA). **p < 0.01; ***p < 0.001 [135]. Copyright 2022. Bioactive 
Materials
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alginate promoted the angiogenesis and reduced fibro-
sis in a rat model of cardiac infarction [138]. Based on 
previous findings, it was found that the administration 
of RGD-biotin hydrogel bearing HIF-1α-Exos improved 
the heart function (ejection fraction↑ and fractional 
shortening↑) and increased the thickness of left ventri-
cle by the reduction of type collagen I deposition [137].

It should not be forgotten that applied hydrogels should 
possess distinct physicochemical properties to provide 
timely the almost constant release of encapsulated Exos 
after introduction into the hypoxic cardiac niche. In 
this regard, Gil-Cabrerizo et  al. encapsulated adipose 

MSC Exos inside the injectable hydrogel composed of 
1% alginate, 0.5 mg/ml collagen, and 0.25% calcium glu-
conate [139]. Based on their findings, long-term reten-
tion with relative homogenous Exo release was proved 
after injection of alginate/collagen/gluconate hydrogel 
into the infarct myocardium in female rats. The high-
est retention was achieved in the group that received 
Exo-bearing hydrogel while the direct injection of naked 
Exos led to accumulation in non-specific organs such 
as the spleen and liver [139]. These data demonstrate 
that in  situ administration of Exos is at least an effec-
tive approach to inhibit rapid exosomal clearance and 

Fig. 8 Measuring the cardiogenic potential of Exo-bearing conductive thiolated hyaluronic acid hydrogel in an ischemic/reperfusion model of rat 
after 28 days. Masson’s-trichrome, Hematoxylin-Eosin, and Sirius red staining (a). Left ventricle thickness (b), Fibrosis size (c), and Sirius Red positive 
area (d). (n = 3; **p < 0.01 versus Sham group; #p < 0.05 and ##p < 0.01 vs. ischemic reperfusion model). (I: Sham; II: ischemic/reperfusion model; 
III: Free-Exo group; IV: EHBPE/HA-SH; V: AT-EHBPE/HA-SH; VI: AT-EHBPE/HA-SH@Exo; and VII: AT-EHBPE/HA-SH/CP05@. [136]. Copyright 2021. ACS 
Applied Materials & Interfaces
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trap in the reticuloendothelial system. The application of 
specific lineage Exos can also help us to dictate cardio-
myocyte-like phenotype in transplanted stem cells and 
enhance cardiogenic potential [140]. In an experiment, 
cardiomyocyte Exos were encapsulated inside 3D HA 
hydrogel functionalized with tyramine and horse rad-
ish peroxidase (HRP) [140]. The culture of human MSCs 
with cardiomyocyte Exo (50 µl exosomal protein)-loaded 
HA (6%) hydrogel promoted cell differentiation into car-
diomyocyte-like cells indicated with the up-regulation of 
Tbx5, GATA4, and Nkx2.5 [140].

Injectable hydrogels loaded with Exo‑like 
nanovectors
Like Exos, nanoparticles (NPs) are at the center of atten-
tion in terms of cardiovascular disease due to specific 
features such as surface energy, inherent surface topog-
raphies, and biological activities [141]. It has been indi-
cated that effective delivery and long-term maintenance 
of Exo-like nanovectors can result in improving the 
regenerative capacity of cardiomyocytes [142]. Despite 
the existence of numerous therapeutic activities of Exos, 
it was suggested that heterogeneity, metabolic status of 
parent cells, and complexity of exosomal cargo can con-
tribute to almost unpredictable reparative outcomes 
[143]. Besides, administrated Exos via systemic routes 
exhibit off-target delivery and are trapped in the liver, 
lungs, and spleen. Of note, repeated administration of 
Exos can also increase the risk of infection transmission, 
thrombosis, and asphyxiation [144]. The fluctuation of 
zeta potential is an important factor that affects the sta-
bility of Exos while in synthetic NPs zeta potential values 
vary making them more stable [145].

In an experiment, Yang and co-workers synthesized 
polymeric NPs composed of a fluorescent PFBT (poly-
mer based on fluorene and benzothiadiazole) core, 
1,2-Distearoyl-sn-glycero-3-phosphoethanolamine-Poly 
(ethylene glycol (DSPE-PEG) shell with attached miR-
199a-3p and penetrating amino acid TAT for induction 
of angiogenesis in cardiac tissue [146]. The NP structure 
was incorporated inside the cross-linked elastin-like pro-
tein (1%)-HA (1%) and injected into the ischemic site 
in the rat MI model [146]. It confirmed that about 90% 
of loaded miRNA was released into the ischemic site in 
the presence of MMP-9 after 5 days post-injection into 
the cardiac tissue, increasing angiogenesis, cardiac out-
put, and reduction of scar tissue. In an experiment, 
mesoporous silica NPs (MSNs) are loaded with miR-
21-5p and combined with a pH-responsive hydrogel, and 
injected into Yucatan mini pigs MI model [147]. This 
strategy accelerated the regeneration of ischemic cardiac 
tissue by simultaneous inhibition of inflammation and 
promotion of angiogenesis.

More recently, self-healing and shear-thinning hydro-
gels have been developed as a promising platform for 
therapeutic cargo delivery. These hydrogels can be 
injected into the target sites via minimally invasive sur-
gical approaches [148]. In this regard, a versatile and 
unique nanotechnology-based drug delivery platform 
with self-healing and shear-thinning properties contain-
ing PEG and silicate nanodisks, as an Exo-like nanovec-
tor, was fabricated for in situ delivery of dexamethasone 
into the epicardial surface [149]. Data indicated the sup-
pression of inflammatory response in a rabbit model of 
epicardial injury with the reduction of  CD3+ and  CD68+ 
and down-regulation of NF-κB [149]. Likewise, the treat-
ment of ECs with designed silicate nanodisks led to the 
inhibition of inflammatory surface molecules such as 
ICAM-1 and VCAM-1, and TNF-α in in  vitro settings 
[149]. Chen and co-workers fabricated an injectable and 
self-healing elastin-mimic hydrogel carrying salvianolic 
acid B-loaded polydopamine NPs for the regeneration of 
cardiac tissue in a rat MI model [150]. Micro-CT scan-
ning revealed the stability of injected hydrogel at the site 
of ischemia even after 20 days. Histological data con-
firmed the reduction of  TUNEL+ cardiomyocytes and 
the increase of  vWF+ and α-SMA+ vessels in the peri-
infarct zone [150].

The acceleration of tissue modeling is a strategic 
approach to expedite cardiac tissue regeneration after 
injuries. In this regard, Wei and colleagues fabricated 
MMP-sensitive and conductive hydrogel using oxidized 
alginate incorporated with tetraaniline. The hydro-
gel was loaded with nano-drug 1, 4-dihydrophenon-
throlin-4-one-3-carboxylic acid (DPCA) synthesized 
using polymerized dopamine. The oxidized alginate was 
cross-linked with thiolated HA and MMP-sensitive pep-
tide [151]. The injection of prepared hydrogel enhances 
regulation in rat ischemic heart by the suppression of 
inflammation (Caspase 3↓, and TNF-α↓) and reduction 
of fibrosis. Along with these changes, the protein levels 
of troponin T, and connexin-43 were induced, indicating 
the cardiogenic potential of developed hydrogel [151]. 
The scavenging of accumulated reactive oxygen species at 
the site of ischemia can help the injured cardiomyocytes 
to restore their function [152]. Using melanin NPs inside 
the alginate hydrogel, Zhou and co-workers investigate 
the cardiogenic potential of the designed hydrogel in a 
rat MI model [153]. The injection of melanin NP-loaded 
alginate hydrogel promoted the polarization of mac-
rophages toward the M2 phenotype (CD206↑, CD68↓) 
and increase cardiomyocyte resistance against oxidative 
stress induced by oxygen peroxide (Fig. 9) [153].

Stromal cell-derived factor 1 (SDF-1α) is known to 
play a central role in stem cell homing, retention, sur-
vival, proliferation, cardiomyocyte repair, angiogenesis, 
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and ventricular remodeling following MI. It acts as the 
unique ligand for its receptor CXCR4 and the SDF-1–
CXCR4 axis is up-regulated in both experimental 
and clinical studies of MI [154]. Transient delivery of 

SDF-1α either through the delivery of protein-encoding 
genes or the protein itself has demonstrated improved 
cardiac function in preclinical models [154]. How-
ever, poor retention when injected into the contracting 

Fig. 9 Monitoring regenerative potential of melanin nanoparticle-loaded alginate hydrogel (MNPs/Alg hydrogel) on reactive oxygen species 
(ROS) and immune response in a rat model of MI. A time-dependent healing process occurred within the ischemic area after MNPs/Alg 
hydrogel transplantation (a). Detection of apoptotic cells in the infarcted zone using TUNEL assay 1-day post-hydrogel administration (b). 
Immunofluorescence images related to O2•– levels using DHE staining 1 day after hydrogel injection (c). Detection of O2•– levels using ROS 
detection kit (DHE) on days 1 and 3 (d). The levels of CD86 and CD206 positive macrophages within the infarct zone were visualized using 
immunofluorescence images (e). Expression of pro-inflammatory (TNF-α and iNOS), and anti-inflammatory (TGF-β and Arg1) cytokines 1 day 
after injection (f). CD86 and CD206 positive macrophages after 3 days (g). Expression of pro-inflammatory, and anti-inflammatory cytokines on day 
3 (n = 3). Scale bar: 50 μm; Student’s t-test. *p < 0.05, **p < 0.01; and nsp > 0.05 [153]. Copyright 2021. Advanced Science. 2021
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myocardium and fast protein degradation, which needs 
prolonged activity to be therapeutically effective are 
restrictions of myocardial regeneration therapy with 
this method. To address these limitations, catheter-
based injectable gels have been designed to deliver 

SDF-1α encoding minicircles (MC). HA, and recom-
binant elastin-like protein have been used for the syn-
thesis of this biocompatible gel with shear-thinning and 
self-healing capacities for in situ delivery of SDF-1a-en-
coding MC in rat MI model [155].

Fig. 10 Regenerative potential of Exo-loaded hyaluronic acid hydrogel in a rat model of transverse aortic constriction (TAC). H & E staining 
was performed 28 days after hydrogel administration (a; Scale bar: 200 μm). Different functional parameters, including were LVIDd, LVIDs, LVFS, 
LVEDV, LVESV, and LVEF were measured using echocardiography before TAC (b) and 28 days after TAC induction (c). The levels of fibrotic changes 
were evaluated using Masson’s Trichrome staining in rats that received PBS, hydrogel alone (HA), and Exo-loaded hydrogel (ExoGel) 28 days 
after transplantation (d; Scale bar: 400 μm). LV chamber area (e; n = 5); LV wall thickness (f; n = 5); Interstitial fibrosis rate (g). One-Way ANOVA 
analysis with post hoc Bonferroni test. *p < 0.05; **p < 0.01; ****p < 0.0001. HA: heart failure; LV: left ventricle; LV internal diameter end diastole: LVIDd; 
End-systole: LVIDs; LV fractional shortening: LVFS; LV end-diastolic volume: LVEDV; LV end-systolic volume: LVESV; and LV ejection fraction: LVEF. 
Copyright 2022 [165]. Journal of Molecular and Cellular Cardiology
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Advantages and limitations of Exos for cardiac 
tissue
In recent years, the development of hydrogel-bearing 
Exos as a de novo delivery system has been at the center 
of attention in restoring and improving the function of 
cardiac tissue with MI [156]. According to a plethora of 
scientific documents, direct injection of Exos directly 
without supporting hydrogel can lead to the rapid elimi-
nation of these nanoparticles before enhancing car-
diomyocyte proliferation and regeneration [51]. Such 
limitations in the effective delivery of Exos to target 
sites have yet to be overcome [157]. Hydrogels can pro-
vide an ideal microenvironment to protect the integrity 
of Exos against harsh in vivo conditions with long-term 
release into tissue following injection [33]. Besides, the 
physicochemical properties of hydrogels can be modu-
lated by varying their constituent components [158]. To 
prepare targeted Exo-loaded hydrogels, the influence of 
some factors such as the swelling rate, surface charge, 
porosity, and degradation rate of hydrogels on the load-
ing and release of Exos should be carefully analyzed. 
The loose and porous network structure of hydrogel is 
one of the most significant requirements for achieving 
efficient loading and prolonged release of Exos [159]. 
The concentration of polymer, cross linker and external 
stimuli such as light, pH, and temperature should not be 
neglected [160]. The large pores permit Exos to be easily 
loaded into the hydrogel, but cause Exos to be released in 
a cascade way, which often does not efficiently delay Exo 
retention time. For hydrogels with very small pores, the 
release of Exo is dependent on the swelling rate and deg-
radation capacity [161]. Using smart/stimuli-responsive 
hydrogels, the release of Exos can be regulated by altering 
the swelling rate in the presence of some environmental 
variables such as temperature, pH, and light [162].

As previously mentioned, several forms of hydrogels 
and crosslinking agents with different mechanisms have 
been exploited to develop Exo-loaded substrates in the 
field of cardiovascular tissue engineering [34]. However, 
challenges associated with the potential toxicity of chem-
ical cross-linkers and possible detrimental effects on Exo 
integrity remain to be answered [163]. Besides, in  situ 
application of injectable hydrogels fabricated using tem-
perature- or pH-, ionic, and photo-based cross-linking 
methods should be carefully examined. Values such as 
polymer concentration, gelation temperature, and appli-
cator system should be considered before the injection 
of Exo-bearing hydrogels [164]. Despite the existence of 
regenerative properties, the administration of Exo-bear-
ing hydrogels faces some limitations that restrict their 
application in ischemic cardiac tissue [165]. Exo-bearing 
hydrogel delivery is done via invasive approaches such as 
intricate surgical processes and heart manipulation [165]. 

Therefore, the advent and development of less invasive 
approaches seem critical. Cardiac patches composed of 
natural and/or synthetic substrates can provide a reliable 
delivery platform for highly efficient Exo delivery into the 
infarct myocardium [165]. In this scenario, Chen and co-
workers loaded MSC Exos onto the HA substrate (1 ×  109 
particles per ml of hydrogel) and injected via the epi-
cardial side of rat hearts with aortic constriction injury. 
Data indicated appropriate retention and biodistribution 
of loaded Exos toward the injured myocardium led to a 
reduction of fibrotic changes (Fig. 10) [165].

Conclusion
Since Exos exhibit various regenerative properties in 
terms of cardiovascular diseases, especially in ischemic 
myocardial disease, attempts should be directed toward 
the advent and development of de novo modalities for 
improving therapeutic outcomes. It is thought that Exos 
employed in cell-free therapies are compromised by off-
target effects and rapid elimination action. Thus, the 
application of hydrogels and 3D-engineered tissue matri-
ces with Exos provides a suitable microenvironment to 
postpone Exo retention time in the damaged cardiac. 
However, there is still an avenue for researchers to opti-
mize future approaches and expand studies to confirm 
the efficacy and safety of these promising approaches and 
ensure scientific and technology transfer to the appropri-
ate clinical setting.

Abbreviations
DSPE-PEG  1, 2-Distearoyl-sn-glycero-3-phosphoethanolamine-polyethyl-

ene glycol
DPCA  1, 4-dihydrophenonthrolin-4-one-3-carboxylic acid
α-SMA  Alpha-smooth muscle actin
RGD  Arginine-glycine-aspartate
BMSCs  Bone marrow stem cells
ESCRT   Endosomal sorting complexes required for transport
ECs  Endothelial cells
EPCs  Endothelial progenitor cells
Exos  Exosomes
ECM  Extracellular matrix
EVs  Extracellular vesicles
GelMA  Gelatin methacrylate
HRP  Horse radish peroxidase
HA  Hyaluronic acid
ILVs  Intraluminal vesicles
MSCs  Mesenchymal stem cells
MSNs  Mesoporous silica NPs
MC  Minicircles
MVBs  Multivesicular bodies
MI  Myocardial infarction
NPs  Nanoparticles
PEGDA  PEG-diacrylate
PA  Peptide amphiphile
PFBT  Polymer based on fluorene and benzothiadiazole
SNARE  Soluble NSF Attachment Protein Receptor
SDF-1α  Stromal cell-derived factor 1
3D  Three dimensional
vWF  von Willebrand factor



Page 20 of 24Amini et al. Biomaterials Research           (2023) 27:99 

Acknowledgements
Authors wish to appreciate the personnel of the Faculty of Advanced Medical 
Sciences for their help and guidance.

Authors’ contributions
H.A., A.R.N., M.T., N.M., S.N., O.N., and N.D.K. collected data, wrote the manu-
script, and drew the illustrations. The manuscript was mainly designed by R.R., 
and S.S. Bothe S.H. and M.N. supervised the study.

Funding
Research reported in this publication was supported by Elite Researcher 
Grant Committee under award number [IR.NIMAD.REC.1400.151] from the 
National Institute for Medical Research Development (NIMAD), Tehran, Iran, 
and Tabriz University of Medical Sciences under the ethical code of IR.TBZMED.
REC.1399.125.

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.

Author details
1 Stem Cell Research Center, Tabriz University of Medical Sciences, Tabriz, Iran. 
2 Department of General and Vascular Surgery, Tabriz University of Medical 
Sciences, Tabriz 51548/53431, Iran. 3 Drug Applied Research Center, Tabriz 
University of Medical Sciences, Tabriz, Iran. 4 Student Research Committee, 
Tabriz University of Medical Sciences, Tabriz, Iran. 5 Department of Organic 
and Biochemistry, Faculty of Chemistry, University of Tabriz, Tabriz, Iran. 
6 Stem Cell and Tissue Engineering Research Laboratory, Sahand University 
of Technology, Tabriz 51335-1996, Iran. 7 Department of Applied Cell Sciences, 
Faculty of Advanced Medical Sciences, Tabriz University of Medical Sciences, 
Tabriz 51548/53431, Iran. 

Received: 26 May 2023   Accepted: 18 September 2023

References
 1. Lodrini AM, Goumans M-J. Cardiomyocytes cellular phenotypes after 

myocardial infarction. Front Cardiovasc Med. 2021;8:750510. https:// doi. 
org/ 10. 3389/ fcvm. 2021. 750510.

 2. Amini H, et al. Cardiac progenitor cells application in cardiovascular 
disease. J Cardiovasc Thorac Res. 2017;9(3):127–32.

 3. Madonna R, et al. Position paper of the European Society of Cardiology 
Working Group Cellular Biology of the heart: cell-based therapies for 
myocardial repair and regeneration in ischemic heart disease and heart 
failure. Eur Heart J. 2016;37(23):1789–98.

 4. Britten M, et al. Infarct remodeling after intracoronary progenitor cell 
treatment in patients with acute myocardial infarction (TOPCARE-AMI) 
mechanistic insights from serial contrast-enhanced magnetic reso-
nance imaging. Circulation. 2003;108(18):2212–8.

 5. Schächinger V, et al. Transplantation of progenitor cells and 
regeneration enhancement in acute myocardial infarction: final 
one-year results of the TOPCARE-AMI Trial. J Am Coll Cardiol. 
2004;44(8):1690–9.

 6. Wollert KC, et al. Intracoronary autologous bone-marrow cell transfer 
after myocardial infarction: the BOOST randomised controlled clinical 
trial. The Lancet. 2004;364(9429):141–8.

 7. Kang H-J, et al. Effects of intracoronary infusion of peripheral blood 
stem-cells mobilised with granulocyte-colony stimulating factor 
on left ventricular systolic function and restenosis after coronary 

stenting in myocardial infarction: the MAGIC cell randomised clinical 
trial. The Lancet. 2004;363(9411):751–6.

 8. Strauer BE, et al. Regeneration of human infarcted heart muscle 
by intracoronary autologous bone marrow cell transplantation in 
chronic coronary artery disease: the IACT Study. J Am Coll Cardiol. 
2005;46(9):1651–8.

 9. Lunde K, et al. Exercise capacity and quality of life after intracoro-
nary injection of autologous mononuclear bone marrow cells in 
acute myocardial infarction: results from the autologous stem cell 
transplantation in Acute myocardial infarction (ASTAMI) randomized 
controlled trial. Am Heart J. 2007;154(4):710. e1-710. e8.

 10. Schachinger V. Intracoronary bone marrow-derived progenitor cells 
in acute myocardial infarction. N Engl J Med. 2006;355:1210–21.

 11. Hirsch A, et al. Intracoronary infusion of mononuclear cells from 
bone marrow or peripheral blood compared with standard therapy 
in patients after acute myocardial infarction treated by primary 
percutaneous coronary intervention: results of the randomized 
controlled HEBE trial. Eur Heart J. 2011;32(14):1736–47.

 12. Gyöngyösi M, et al. Combined delivery approach of bone marrow 
mononuclear stem cells early and late after myocardial infarction: the 
MYSTAR prospective, randomized study. Nat Clin Pract Cardiovasc 
Med. 2009;6(1):70–81.

 13. Tendera M, et al. Intracoronary infusion of bone marrow-derived 
selected CD34 + CXCR4 + cells and non-selected mononuclear 
cells in patients with acute STEMI and reduced left ventricular 
ejection fraction: results of randomized, multicentre Myocardial 
Regeneration by Intracoronary Infusion of Selected Population of 
Stem Cells in Acute Myocardial Infarction (REGENT) Trial. Eur Heart J. 
2009;30(11):1313–21.

 14. Rodrigo SF, et al. Intramyocardial injection of autologous bone marrow-
derived ex vivo expanded mesenchymal stem cells in acute myocardial 
infarction patients is feasible and safe up to 5 years of follow-up. J 
Cardiovasc Transl Res. 2013;6:816–25.

 15. Lee J-W, et al. A randomized, open-label, multicenter trial for the safety 
and efficacy of adult mesenchymal stem cells after acute myocardial 
infarction. J Korean Med Sci. 2014;29(1):23–31.

 16. Duckers HJ, et al. First-in-man experience with intracoronary infusion 
of adipose-derived regenerative cells in the treatment of patients 
with ST-elevation myocardial infarction: the apollo trial. Circulation. 
2010;122:A12225.

 17. Malliaras K, et al. Intracoronary cardiosphere-derived cells after 
myocardial infarction: evidence of therapeutic regeneration in the final 
1-year results of the CADUCEUS trial (CArdiosphere-Derived aUtolo-
gous stem CElls to reverse ventricUlar dySfunction). J Am Coll Cardiol. 
2014;63(2):110–22.

 18. Gao LR, et al. Intracoronary infusion of Wharton’s jelly-derived mes-
enchymal stem cells in acute myocardial infarction: double-blind, 
randomized controlled trial. BMC Med. 2015;13:1–15.

 19. Traverse JH, et al. Effect of intracoronary delivery of autologous bone 
marrow mononuclear cells 2 to 3 weeks following acute myocardial 
infarction on left ventricular function: the LateTIME randomized trial. 
JAMA. 2011;306(19):2110–9.

 20. Naseri MH, et al. COMPARE CPM-RMI trial: intramyocardial transplanta-
tion of autologous bone marrow-derived CD133 + cells and MNCs 
during CABG in patients with recent MI: a phase II/III, multicenter, 
placebo-controlled, randomized, double-blind clinical trial. Cell J 
(Yakhteh). 2018;20(2):267–77.

 21. Wöhrle J, et al. Impact of cell number and microvascular obstruction in 
patients with bone-marrow derived cell therapy: final results from the 
randomized, double-blind, placebo controlled intracoronary stem cell 
therapy in patients with Acute myocardial infarction (SCAMI) trial. Clin 
Res Cardiol. 2013;102:765–70.

 22. Bolli R, et al. Cardiac stem cells in patients with ischaemic cardiomyo-
pathy (SCIPIO): initial results of a randomised phase 1 trial. The Lancet. 
2011;378(9806):1847–57.

 23. Assmus B, et al. Long-term clinical outcome after intracoronary applica-
tion of bone marrow-derived mononuclear cells for acute myocardial 
infarction: migratory capacity of administered cells determines event-
free survival. Eur Heart J. 2014;35(19):1275–83.

 24. Qayyum AA, et al. Adipose-derived stromal cells for treatment of 
patients with chronic ischemic heart disease (MyStromalCell trial): a 

https://doi.org/10.3389/fcvm.2021.750510
https://doi.org/10.3389/fcvm.2021.750510


Page 21 of 24Amini et al. Biomaterials Research           (2023) 27:99  

randomized placebo-controlled study Stem cells international. Stem 
Cells Int. 2017:2017:5237063. https:// doi. org/ 10. 1155/ 2017/ 52370 63.

 25. Hare JM, et al. Randomized comparison of allogeneic versus autolo-
gous mesenchymal stem cells for nonischemic dilated cardiomyopa-
thy: POSEIDON-DCM trial. J Am Coll Cardiol. 2017;69(5):526–37.

 26. Fernández-Avilés F, et al. Safety and efficacy of intracoronary infusion 
of allogeneic human cardiac stem cells in patients with ST-segment 
elevation myocardial infarction and left ventricular dysfunction: a 
multicenter randomized, double-blind, and placebo-controlled clinical 
trial. Circul Res. 2018;123(5):579–89.

 27. Quyyumi AA, et al. PreSERVE-AMI: a randomized, double-blind, placebo-
controlled clinical trial of intracoronary administration of autologous 
CD34 + cells in patients with left ventricular dysfunction post STEMI. 
Circul Res. 2017;120(2):324–31.

 28. Nicolau JC, et al. Stem-cell therapy in ST‐segment elevation myocardial 
infarction with reduced ejection fraction: a multicenter, double‐blind 
randomized trial. Clin Cardiol. 2018;41(3):392–9.

 29. Wang Y, et al. Mesenchymal stem cell immunomodulation: a novel 
intervention mechanism in Cardiovascular Disease. Front Cell Dev Biol-
ogy. 2022;9:3781. https:// doi. org/ 10. 3389/ fcell. 2021. 742088.

 30. Yun CW, Lee SH. Enhancement of functionality and therapeutic efficacy 
of cell-based therapy using mesenchymal stem cells for cardiovascular 
disease. Int J Mol Sci. 2019;20(4):982.

 31. Guo Y, et al. The therapeutic potential of mesenchymal stem cells for 
cardiovascular diseases. Cell Death Dis. 2020;11(5):349.

 32. Mabotuwana NS, et al. Paracrine factors released by stem cells of 
mesenchymal origin and their Effects in Cardiovascular Disease: a sys-
tematic review of pre-clinical studies. Stem Cell Reviews and Reports. 
2022;18(8):2606–28.

 33. Xie Y, et al. Hydrogels for exosome delivery in biomedical applications. 
Gels. 2022;8(6):328.

 34. Alhejailan RS, et al. Cells and materials for Cardiac Repair and Regenera-
tion. J Clin Med. 2023;12(10):3398.

 35. Cinkornpumin JK, et al. Naive human embryonic stem cells can give 
rise to cells with a trophoblast-like transcriptome and methylome. Stem 
cell Reports. 2020;15(1):198–213.

 36. Carbone R, et al. Stem cells therapy in acute myocardial infarction: a 
new era? Clin Experimental Med. 2021;21:231–7. https:// doi. org/ 10. 
1007/ s10238- 021- 00682-3.

 37. Sarathkumar E, et al. Nanotechnology in cardiac stem cell therapy: cell 
modulation, imaging and gene delivery. RSC Adv. 2021;11(55):34572–
88. https:// doi. org/ 10. 1039/ d1ra0 6404e.

 38. Rezabakhsh A, Sokullu E, Rahbarghazi R. Applications, challenges and 
prospects of mesenchymal stem cell exosomes in regenerative medi-
cine. Stem Cell Res Ther. 2021;12:1–8.

 39. Militello G, Bertolaso M. Stem cells and the microenvironment: 
reciprocity with asymmetry in regenerative medicine. Acta Biotheor. 
2022;70(4):24. https:// doi. org/ 10. 1007/ s10441- 022- 09448-0.

 40. Chen P, et al. Targeted delivery of extracellular vesicles in heart injury. 
Theranostics. 2021;11(5):2263–77. https:// doi. org/ 10. 7150/ thno. 51571.

 41. Dong J, et al. Comparison of the therapeutic effect of allogeneic 
and xenogeneic small extracellular vesicles in soft tissue repair. Int J 
Nanomed. 2020;15:6975–91. https:// doi. org/ 10. 2147/ IJN. S2690 69.

 42. Niaz S, Forbes B, Raimi-Abraham BT. Exploiting endocytosis for 
Non-Spherical Nanoparticle Cellular Uptake. Nanomanufacturing. 
2022;2(1):1–16.

 43. Adamiak M, Sahoo S. Exosomes in myocardial repair: advances and 
Challenges in the development of next-generation therapeutics. Mol 
Ther. 2018;26(7):1635–43.

 44. Vicencio JM, et al. Plasma exosomes protect the myocardium from 
ischemia-reperfusion injury. J Am Coll Cardiol. 2015;65(15):1525–36.

 45. Gao J, et al. Recent developments in isolating methods for exosomes. 
Front Bioeng Biotechnol. 2022;10:1100892. https:// doi. org/ 10. 3389/ 
fbioe. 2022. 11008 92.

 46. Chen J, et al. Review on strategies and technologies for exosome isola-
tion and purification. Front Bioeng Biotechnol. 2022;9:811971. https:// 
doi. org/ 10. 3389/ fbioe. 2021. 811971.

 47. Lotfy A, AboQuella NM, Wang H. Mesenchymal stromal/stem 
cell (MSC)-derived exosomes in clinical trials. Stem Cell Res Ther. 
2023;14(1):1–18. https:// doi. org/ 10. 1186/ s13287- 023- 03287-7.

 48. Heidarzadeh M, et al. Protein corona and exosomes: new challenges 
and prospects. Cell Communication and Signaling. 2023;21(1):64. 
https:// doi. org/ 10. 1186/ s12964- 023- 01089-1.

 49. Norahan MH, et al. Structural and biological engineering of 3D hydro-
gels for wound healing. Bioactive Mater. 2023;24:197–235. https:// doi. 
org/ 10. 1016/j. bioac tmat. 2022. 11. 019.

 50. Modani S, et al. An updated review on exosomes: biosynthesis to clini-
cal applications. J Drug Target. 2021;29(9):925–40.

 51. Ju Y, et al. Extracellular vesicle-loaded hydrogels for tissue repair and 
regeneration. Mater Today Bio. 2022;18:100522. https:// doi. org/ 10. 
1016/j. mtbio. 2022. 100522.

 52. Palazzo C, D’Alessio A, Tamagnone L. Message in a Bottle: Endothe-
lial Cell Regulation by Extracellular Vesicles. Cancers (Basel). 
2022;14(8):1969. https:// doi. org/ 10. 3390/ cance rs140 81969.

 53. Jafari D, et al. Designer exosomes: a new platform for biotechnol-
ogy therapeutics. BioDrugs. 2020;34(5):567-586. doi: 10.1007/
s40259-020-00434-x.

 54. Mardi N, et al. Exosomes; multifaceted nanoplatform for targeting brain 
cancers. Cancer Lett. 2023;557:216077. https:// doi. org/ 10. 1016/j. canlet. 
2023. 216077. 

 55. Lindenbergh MF, et al. Dendritic cells release exosomes together 
with phagocytosed pathogen; potential implications for the 
role of exosomes in antigen presentation. J Extracell Vesicles. 
2020;9(1):1798606. https:// doi. org/ 10. 1080/ 20013 078. 2020. 17986 06.

 56. Yao Z, et al. MicroRNA engineered umbilical cord stem cell-derived 
exosomes direct tendon regeneration by mTOR signaling. J Nanobio-
technol. 2021;19(1):1–18.

 57. Ayala-Mar S, et al. Recent advances and challenges in the recovery and 
purification of cellular exosomes. Electrophoresis. 2019;40(23-24):3036–
49. https:// doi. org/ 10. 1002/ elps. 20180 0526.

 58. Pang X-L, et al. Immature dendritic cells derived exosomes promotes 
immune tolerance by regulating T cell differentiation in renal transplan-
tation. Aging (Albany NY). 2019;11(20):8911.

 59. Sun J, et al. Tumor exosome promotes Th17 cell differentiation by 
transmitting the lncRNA CRNDE-h in colorectal cancer. Cell Death Dis. 
2021;12(1):123. https:// doi. org/ 10. 1038/ s41419- 020- 03376-y.

 60. Li I, Nabet BYJMc. Exosomes in the Tumor Microenvironment as Media-
tors of cancer Therapy Resistance. 2019;18(1):32. https:// doi. org/ 10. 
1186/ s12943- 019- 0975-5.

 61. Moeinabadi-Bidgoli K, et al. Exosomes for angiogenesis induction in 
ischemic disorders. J Cell Mol Med. 2023;27(6):763–87. https:// doi. org/ 
10. 1111/ jcmm. 17689.

 62. Yang Y, et al. M2 macrophage-derived exosomes promote angiogenesis 
and growth of pancreatic ductal adenocarcinoma by targeting E2F2. 
Mol Ther. 2021;29(3):1226–38. https:// doi. org/ 10. 1016/j. ymthe. 2020. 11. 
024.

 63. Yin H, et al. Cancer-associated fibroblasts-derived exosomes upregulate 
microRNA-135b-5p to promote colorectal cancer cell growth and 
angiogenesis by inhibiting thioredoxin-interacting protein. Cell Signal. 
2021:84:110029. https:// doi. org/ 10. 1016/j. cells ig. 2021. 110029.

 64. An Y, et al. Exosomes from adipose-derived stem cells and application 
to skin wound healing. Cell Prolif. 2021;54(3):e12993. https:// doi. org/ 10. 
1111/ cpr. 12993.

 65. Li D, Wu NJDR, Practice C. Mechanism and application of exosomes in 
the wound healing process in diabetes mellitus. Diabetes Res Clin Pract. 
2022:187:109882. https:// doi. org/ 10. 1016/j. diabr es. 2022. 109882.

 66. Zhai M, et al. Human mesenchymal stem cell derived exosomes 
enhance cell-free bone regeneration by altering their miRNAs profiles. 
Adv Sci (Weinh) 2020;7(19):2001334. https:// doi. org/ 10. 1002/ advs. 
20200 1334.

 67. Yang J, et al. Therapeutic effects of simultaneous delivery of nerve 
growth factor mRNA and protein via exosomes on cerebral ischemia. 
Mol Ther Nucleic Acids. 2020:21:512–22. https:// doi. org/ 10. 1016/j. omtn. 
2020. 06. 013.

 68. Sun Y, et al. Three-dimensional printing of bioceramic-induced 
macrophage exosomes: immunomodulation and osteogenesis/angio-
genesis. NPG Asia Materials. 2021;13(1):72. https:// doi. org/ 10. 1038/ 
s41427- 021- 00340-w.

 69. Ananbeh H, Vodicka P. J.I.j.o.m.s. Kupcova Skalnikova. Emerg Roles 
Exosomes Huntington’s Disease. Int J Mol Sci 2021;22(8):4085. https:// 
doi. org/ 10. 3390/ ijms2 20840 85.

https://doi.org/10.1155/2017/5237063
https://doi.org/10.3389/fcell.2021.742088
https://doi.org/10.1007/s10238-021-00682-3
https://doi.org/10.1007/s10238-021-00682-3
https://doi.org/10.1039/d1ra06404e
https://doi.org/10.1007/s10441-022-09448-0
https://doi.org/10.7150/thno.51571
https://doi.org/10.2147/IJN.S269069
https://doi.org/10.3389/fbioe.2022.1100892
https://doi.org/10.3389/fbioe.2022.1100892
https://doi.org/10.3389/fbioe.2021.811971
https://doi.org/10.3389/fbioe.2021.811971
https://doi.org/10.1186/s13287-023-03287-7
https://doi.org/10.1186/s12964-023-01089-1
https://doi.org/10.1016/j.bioactmat.2022.11.019
https://doi.org/10.1016/j.bioactmat.2022.11.019
https://doi.org/10.1016/j.mtbio.2022.100522
https://doi.org/10.1016/j.mtbio.2022.100522
https://doi.org/10.3390/cancers14081969
https://doi.org/10.1016/j.canlet.2023.216077
https://doi.org/10.1016/j.canlet.2023.216077
https://doi.org/10.1080/20013078.2020.1798606
https://doi.org/10.1002/elps.201800526
https://doi.org/10.1038/s41419-020-03376-y
https://doi.org/10.1186/s12943-019-0975-5
https://doi.org/10.1186/s12943-019-0975-5
https://doi.org/10.1111/jcmm.17689
https://doi.org/10.1111/jcmm.17689
https://doi.org/10.1016/j.ymthe.2020.11.024
https://doi.org/10.1016/j.ymthe.2020.11.024
https://doi.org/10.1016/j.cellsig.2021.110029
https://doi.org/10.1111/cpr.12993
https://doi.org/10.1111/cpr.12993
https://doi.org/10.1016/j.diabres.2022.109882
https://doi.org/10.1002/advs.202001334
https://doi.org/10.1002/advs.202001334
https://doi.org/10.1016/j.omtn.2020.06.013
https://doi.org/10.1016/j.omtn.2020.06.013
https://doi.org/10.1038/s41427-021-00340-w
https://doi.org/10.1038/s41427-021-00340-w
https://doi.org/10.3390/ijms22084085
https://doi.org/10.3390/ijms22084085


Page 22 of 24Amini et al. Biomaterials Research           (2023) 27:99 

 70. Mardi N, et al. Exosomal transmission of viruses, a two-edged biological 
sword. Cell Commun Signal. 2023;21(1):19. https:// doi. org/ 10. 1186/ 
s12964- 022- 01037-5.

 71. Adamus T, et al. Glioma-targeted delivery of exosome-encapsulated 
antisense oligonucleotides using neural stem cells. Mol Ther Nucleic 
Acids. 2021:27:611–20. https:// doi. org/ 10. 1016/j. omtn. 2021. 12. 029.

 72. Ye L, et al. Influence of exosomes on astrocytes in the Pre-Metastatic 
Niche of Lung Cancer Brain Metastases. Biol Proced Online. 2023;25(1):5. 
https:// doi. org/ 10. 1186/ s12575- 023- 00192-4.

 73. Yang C, et al. Glioma-derived exosomes hijack the blood–brain bar-
rier to facilitate nanocapsule delivery via LCN2. J Control Release. 
2022:345:537–48. https:// doi. org/ 10. 1016/j. jconr el. 2022. 03. 038.

 74. Pishavar E, et al. Advanced hydrogels as exosome delivery systems 
for osteogenic differentiation of MSCs: application in bone regenera-
tion. Int J Mol Sci. 2021;22(12):6203. https:// doi. org/ 10. 3390/ ijms2 
21262 03.

 75. Rezabakhsh A, et al. Applications, challenges and prospects of 
mesenchymal stem cell exosomes in regenerative medicine. 
Stem Cell Res Ther. 2021;12(1):521. https:// doi. org/ 10. 1186/ 
s13287- 021- 02596-z.

 76. Gurung S, et al. The exosome journey: From biogenesis to uptake 
and intracellular signalling. Cell Commun Signal. 2021;19(1):47. 
https:// doi. org/ 10. 1186/ s12964- 021- 00730-1.

 77. Jadli AS, et al. Inside (sight) of tiny communicator: exosome biogen-
esis, secretion, and uptake. Mol Cell Biochem. 2020;467(1-2):77–94.

 78. Leblanc R, et al. Pharmacological inhibition of syntenin PDZ2 domain 
impairs breast cancer cell activities and exosome loading with synde-
can and EpCAM cargo. J Extracell Vesicles. 2020;10(2):e12039. https:// 
doi. org/ 10. 1002/ jev2. 12039.

 79. Han Q-F, et al. Exosome biogenesis: machinery, regulation, and thera-
peutic implications in cancer. Mol Cancer. 2022; 21(1):207. https:// doi. 
org/ 10. 1186/ s12943- 022- 01671-0.

 80. Mastronikolis NS, et al. The role of Exosomes in epithelial–to-mesen-
chymal transition and cell functional Properties in Head and Neck 
Cancer. Cancers (Basel). 2023;15(7):2156. https:// doi. org/ 10. 3390/ 
cance rs150 72156.

 81. Guo BB, Bellingham SA, Hill AFJJoBC. The Neutral Sphingomyelinase 
Pathway Regulates Packaging of the Prion Protein into Exosomes. J 
Biol Chem. 2015;290(6):3455–67.

 82. Leidal AM, et al. The LC3-conjugation machinery specifies the load-
ing of RNA-binding proteins into extracellular vesicles. Nat Cell Biol. 
2020;22(2):187–99.

 83. Yeung C-YC, et al. Circadian Regul Protein Cargo extracellular vesicles. 
Sci Adv. 2022;8(14):eabc9061. https:// doi. org/ 10. 1126/ sciadv. abc90 61.

 84. Lu AJB. Endolysosomal cholesterol export: more than just NPC1. Bioas-
says. 2022;44(10):e2200111. https:// doi. org/ 10. 1002/ bies. 20220 0111.

 85. Choudhury A, et al. Rab proteins mediate golgi transport of caveola-
internalized glycosphingolipids and correct lipid trafficking in 
Niemann-Pick C cells. J Clin Invest. 2002;109(12):1541–50. https:// doi. 
org/ 10. 1172/ JCI15 420.

 86. Sun C, et al. LncRNA PVT1 promotes exosome secretion through 
YKT6, RAB7, and VAMP3 in pancreatic cancer. Aging (Albany NY). 
2020;12(11):10427–40.

 87. Polanco JC, et al. Exosomes induce endolysosomal permeabilization as 
a gateway by which exosomal tau seeds escape into the cytosol. Acta 
Neuropathol. 2021;141(2):235–56.

 88. Zeng M, et al. FOXO1-mediated downregulation of RAB27B leads 
to decreased exosome secretion in diabetic kidneys. Diabetes. 
2021;70(7):1536–48. https:// doi. org/ 10. 2337/ db20- 1108.

 89. Deng J, et al. Autophagy: a promising therapeutic target for improv-
ing mesenchymal stem cell biological functions. Mol Cell Biochem. 
2021;476(2):1135–49.

 90. Yan F, Cui W, Chen ZJCT. Mesenchymal stem cell-derived exosome-
loaded microRNA-129-5p inhibits TRAF3 expression to alleviate 
apoptosis and oxidative stress in heart failure. Cardiovasc Toxicol. 
2022;22(7):631–45. https:// doi. org/ 10. 1007/ s12012- 022- 09743-9.

 91. Diaz-Rohrer B, et al. Rab3 mediates a pathway for endocytic sorting 
and plasma membrane recycling of ordered microdomains. Proc Natl 
Acad Sci USA. 2023;120(10):e2207461120. https:// doi. org/ 10. 1073/ pnas. 
22074 61120.

 92. Martins TS, et al. A review on comparative studies addressing 
exosome isolation methods from body fluids. Anal Bioanal Chem. 
2023;415(7):1239–63. https:// doi. org/ 10. 1007/ s00216- 022- 04174-5.

 93. Ciftci E, et al. Comparative analysis of magnetically activated cell sorting 
and ultracentrifugation methods for exosome isolation. PLoS One. 
2023;18(2):e0282238. https:// doi. org/ 10. 1371/ journ al. pone. 02822 38.

 94. Le MCN, Fan ZHJBM. Exosome Isolation Using Nanostructures and 
Microfluidic Devices. Biomed Mater. 2021;16(2):022005. https:// doi. org/ 
10. 1088/ 1748- 605X/ abde70.

 95. Brennan K, et al. A comparison of methods for the isolation and 
separation of extracellular vesicles from protein and lipid particles 
in human serum. Sci Rep. 2020;10(1):1039. https:// doi. org/ 10. 1038/ 
s41598- 020- 57497-7.

 96. Langevin SM, et al. Comparability of the small RNA secretome across 
human biofluids concomitantly collected from healthy adults. PLoS 
One. 2020;15(4):e0229976. https:// doi. org/ 10. 1371/ journ al. pone. 02299 
76.

 97. Yakubovich E, et al. Principles and Problems of Exosome Isolation 
from Biological Fluids. Biochem (Mosc) Suppl Ser A Membr Cell Biol. 
2022;16(2):115–26.

 98. Imai T, et al. Macrophage-dependent clearance of systemically admin-
istered B16BL6-derived exosomes from the blood circulation in mice. J 
Extracell Vesicles. 2015;4(1):26238.

 99. Gupta D, et al. Quantification of extracellular vesicles in vitro and 
in vivo using sensitive bioluminescence imaging. J Extracell Vesicles. 
2020;9(1):1800222.

 100. Sun J, et al. Exosome-laden hydrogels: a novel cell-free strategy for in-
situ bone tissue regeneration. Front Bioeng Biotechnol. 2022;10:866208.

 101. Bose S, Robertson SF, Bandyopadhyay A. Surface modification of bio-
materials and biomedical devices using additive manufacturing. Acta 
Biomater. 2018;66:6–22.

 102. Brennan MÁ, Layrolle P, Mooney DJ. Biomaterials functionalized with 
MSC secreted extracellular vesicles and soluble factors for tissue regen-
eration. Adv Funct Mater. 2020;30(37):1909125.

 103. Alagarsamy KN, et al. Application of injectable hydrogels for car-
diac stem cell therapy and tissue engineering. Rev Cardiovasc Med. 
2019;20(4):221–30.

 104. Hoeeg C, Dolatshahi-Pirouz A, Follin B. Injectable hydrogels for improv-
ing cardiac cell therapy—in vivo evidence and translational challenges. 
Gels. 2021;7(1):7.

 105. Saghebasl S, et al. Biodegradable functional macromolecules as 
promising scaffolds for cardiac tissue engineering. Polym Adv Technol. 
2022;33(7):2044–68.

 106. Esmaeili H, et al. Electroconductive biomaterials for cardiac tissue 
engineering. Acta Biomater. 2022;139:118–40.

 107. Zhang J, et al. Small but significant: insights and new perspec-
tives of exosomes in cardiovascular disease. J Cell Mol Med. 
2020;24(15):8291–303.

 108. Reiss AB, et al. Exosomes in Cardiovascular Disease: from mechanism to 
therapeutic target. Metabolites. 2023;13(4):479.

 109. Bertsch P, et al. Self-healing injectable hydrogels for tissue regeneration. 
Chem Rev. 2023;123(2):834–73.

 110. Song Y, et al. Silk-Based biomaterials for Cardiac tissue Engineering. Adv 
Healthc Mater. 2020;9(23):2000735.

 111. Vasu S, et al. Biomaterials-based approaches for cardiac regeneration. 
Korean Circulation Journal. 2021;51(12):943–60.

 112. Foster AA, Marquardt LM, Heilshorn SC. The diverse roles of hydrogel 
mechanics in injectable stem cell transplantation. Curr Opin Chem Eng. 
2017;15:15–23.

 113. Li P, et al. The role of Hydrogel in Cardiac Repair and Regeneration for 
myocardial infarction: recent advances and future perspectives. Bioen-
gineering. 2023;10(2):165.

 114. Yu C, et al. An Intrapericardial Injectable Hydrogel Patch for mechani-
cal–electrical coupling with Infarcted Myocardium. ACS Nano. 
2022;16(10):16234–48.

 115. Smagul S, et al. Biomaterials loaded with growth factors/cytokines 
and stem cells for cardiac tissue regeneration. Int J Mol Sci. 
2020;21(17):5952.

 116. Safari B, et al. Exosome-loaded hydrogels: a new cell-free therapeutic 
approach for skin regeneration. Eur J Pharm Biopharm. 2022;171:50–9.

https://doi.org/10.1186/s12964-022-01037-5
https://doi.org/10.1186/s12964-022-01037-5
https://doi.org/10.1016/j.omtn.2021.12.029
https://doi.org/10.1186/s12575-023-00192-4
https://doi.org/10.1016/j.jconrel.2022.03.038
https://doi.org/10.3390/ijms22126203
https://doi.org/10.3390/ijms22126203
https://doi.org/10.1186/s13287-021-02596-z
https://doi.org/10.1186/s13287-021-02596-z
https://doi.org/10.1186/s12964-021-00730-1
https://doi.org/10.1002/jev2.12039
https://doi.org/10.1002/jev2.12039
https://doi.org/10.1186/s12943-022-01671-0
https://doi.org/10.1186/s12943-022-01671-0
https://doi.org/10.3390/cancers15072156
https://doi.org/10.3390/cancers15072156
https://doi.org/10.1126/sciadv.abc9061
https://doi.org/10.1002/bies.202200111
https://doi.org/10.1172/JCI15420
https://doi.org/10.1172/JCI15420
https://doi.org/10.2337/db20-1108
https://doi.org/10.1007/s12012-022-09743-9
https://doi.org/10.1073/pnas.2207461120
https://doi.org/10.1073/pnas.2207461120
https://doi.org/10.1007/s00216-022-04174-5
https://doi.org/10.1371/journal.pone.0282238
https://doi.org/10.1088/1748-605X/abde70
https://doi.org/10.1088/1748-605X/abde70
https://doi.org/10.1038/s41598-020-57497-7
https://doi.org/10.1038/s41598-020-57497-7
https://doi.org/10.1371/journal.pone.0229976
https://doi.org/10.1371/journal.pone.0229976


Page 23 of 24Amini et al. Biomaterials Research           (2023) 27:99  

 117. Tsui JH, et al. Tunable electroconductive decellularized extracellular 
matrix hydrogels for engineering human cardiac microphysiological 
systems. Biomaterials. 2021;272:120764.

 118. Qasim M, et al. Current research trends and challenges in tissue engi-
neering for mending broken hearts. Life Sci. 2019;229:233–50.

 119. Kim Y, Mok HJABC. Citraconylated Exosomes for Improved Internali-
zation into Macrophages. Applied Biological Chemistry. 2019;62:26. 
https:// doi. org/ 10. 1186/ s13765- 019- 0433-5.

 120. Ma B, et al. Combining exosomes derived from immature DCs with 
donor antigen-specific Treg cells induces tolerance in a rat liver allograft 
model. Sci Rep. 2016;6:32971. https:// doi. org/ 10. 1038/ srep3 2971.

 121. Zhang K, et al. Enhanced therapeutic effects of mesenchymal stem cell-
derived exosomes with an injectable hydrogel for hindlimb ischemia 
treatment. ACS Appl Mater Interfaces. 2018;10(36):30081–91.

 122. Zou Y, et al. Restoring Cardiac Functions after Myocardial Infarction–
Ischemia/Reperfusion via an Exosome Anchoring Conductive Hydrogel. 
ACS Appl Mater Interfaces. 2021;13(48):56892–908.

 123. Lv K, et al. Incorporation of small extracellular vesicles in sodium algi-
nate hydrogel as a novel therapeutic strategy for myocardial infarction. 
Theranostics. 2019;9(24):7403–16.

 124. Huang J, et al. Cell-free exosome-laden scaffolds for tissue repair. 
Nanoscale. 2021;13(19):8740–50.

 125. Ruel-Gariepy E, Leroux J-C. In situ-forming hydrogels—review of tem-
perature-sensitive systems. Eur J Pharm Biopharm. 2004;58(2):409–26.

 126. Khayambashi P, et al. Hydrogel encapsulation of mesenchymal stem 
cells and their derived exosomes for tissue engineering. Int J Mol Sci. 
2021;22(2):684.

 127. Hooten NN, et al. Influences of age, race, and sex on extracellular vesi-
cle characteristics. Theranostics. 2022;12(9):4459–76.

 128. Zhou W, et al. Exosomes Derived from Human Placental Mesenchymal 
stem Cells Enhanced the Recovery of Spinal cord Injury by Activating 
Endogenous Neurogenesis. Stem Cell Res Ther. 2021;12(1):174. https:// 
doi. org/ 10. 1186/ s13287- 021- 02248-2.

 129. Liu B, et al. Cardiac recovery via extended cell-free delivery of extra-
cellular vesicles secreted by cardiomyocytes derived from induced 
pluripotent stem cells. Nat Biomed Eng. 2018;2(5):293–303. https:// doi. 
org/ 10. 1038/ s41551- 018- 0229-7.

 130. Chen CW, et al. Sustained release of endothelial progenitor cell-derived 
extracellular vesicles from shear-thinning hydrogels improves angio-
genesis and promotes function after myocardial infarction. Cardiovasc 
Res. 2018;114(7):1029–40. https:// doi. org/ 10. 1093/ cvr/ cvy067.

 131. Han C, et al. Human umbilical cord mesenchymal stem cell derived 
exosomes encapsulated in functional peptide hydrogels promote 
cardiac repair. Biomater Sci. 2019;7(7):2920–33. https:// doi. org/ 10. 1039/ 
c9bm0 0101h.

 132. Zhang Y, et al. Hydrogel-load exosomes derived from dendritic 
cells improve cardiac function via Treg cells and the polarization of 
macrophages following myocardial infarction. J Nanobiotechnol. 
2021;19(1):271.

 133. Born LJ, et al. Sustained released of bioactive mesenchymal stromal 
cell-derived extracellular vesicles from 3D‐printed gelatin methacrylate 
hydrogels. J Biomedical Mater Res Part A. 2022;110(6):1190–8.

 134. Li S, et al. Gelatin methacryloyl (GelMA) loaded with concentrated 
hypoxic pretreated adipose-derived mesenchymal stem cells(ADSCs) 
conditioned medium promotes wound healing and vascular regenera-
tion in aged skin. Biomaterials Res. 2023;27(1):11.

 135. Chen P, et al. Fabrication of Tβ4-Exosome-releasing artificial stem cells 
for myocardial infarction therapy by improving coronary collateraliza-
tion. Bioactive Mater. 2022;14:416–29.

 136. Zou Y, et al. Restoring Cardiac Functions after myocardial Infarction–
Ischemia/Reperfusion via an Exosome Anchoring Conductive Hydrogel. 
ACS Appl Mater Interfaces. 2021;13(48):56892–908.

 137. Wang Q, et al. HIF-1α overexpression in mesenchymal stem cell-derived 
exosome-encapsulated arginine-glycine-aspartate (RGD) hydrogels 
boost therapeutic efficacy of cardiac repair after myocardial infarction. 
Mater Today Bio. 2021;12:100171.

 138. Shafei S, et al. Effectiveness of exosome mediated miR-126 and 
miR-146a delivery on cardiac tissue regeneration. Cell Tissue Res. 
2022;390(1):71–92.

 139. Gil-Cabrerizo P, et al. Development of an injectable alginate-collagen 
hydrogel for cardiac delivery of extracellular vesicles. Int J Pharm. 
2022;629:122356.

 140. Derkus B. Human cardiomyocyte-derived exosomes induce cardiac 
gene expressions in mesenchymal stromal cells within 3D hyaluronic 
acid hydrogels and in dose-dependent manner. J Mater Science: Mater 
Med. 2021;32:1–11.

 141. Lin Y, et al. Mitochondria-inspired nanoparticles with microenviron-
ment-adapting capacities for on-demand drug delivery after ischemic 
injury. ACS Nano. 2020;14(9):11846–59.

 142. Chen X, et al. Greasing wheels of cell-free therapies for cardiovascular 
diseases: integrated devices of exosomes/exosome-like nanovectors 
with bioinspired materials. Extracell Vesicle. 2022;1:100010. https:// doi. 
org/ 10. 1016/j. vesic. 2022. 100010.

 143. Zhang Y, et al. Metabolites as extracellular vesicle cargo in health, can-
cer, pleural effusion, and cardiovascular diseases: an emerging field of 
study to diagnostic and therapeutic purposes. Biomed Pharmacother. 
2023:157:114046. https:// doi. org/ 10. 1016/j. biopha. 2022. 114046.

 144. Zheng D, et al. Advances in extracellular vesicle functionalization strate-
gies for tissue regeneration. Bioactive Mater. 2022;25:500–26. https:// 
doi. org/ 10. 1016/j. bioac tmat. 2022. 07. 022.

 145. Midekessa G, et al. Zeta potential of extracellular vesicles: toward 
understanding the attributes that determine colloidal stability. ACS 
Omega. 2020;5(27):16701–10.

 146. Yang H, et al. An in vivo miRNA delivery system for restoring infarcted 
myocardium. ACS Nano. 2019;13(9):9880–94.

 147. Li Y, et al. Injectable hydrogel with MSNs/microRNA-21-5p delivery 
enables both immunomodification and enhanced angiogenesis for 
myocardial infarction therapy in pigs. Sci Adv. 2021;7(9):eabd6740.

 148. Uman S, Dhand A, Burdick JA. Recent advances in shear-thinning and 
self‐healing hydrogels for biomedical applications. J Appl Polym Sci. 
2020;137(25):48668.

 149. Wang X, et al. Nanostructured non-newtonian drug delivery barrier 
prevents postoperative intrapericardial adhesions. ACS Appl Mater 
Interfaces. 2021;13(25):29231–46.

 150. Chen R, et al. An injectable peptide hydrogel with excellent self-healing 
ability to continuously release salvianolic acid B for myocardial infarc-
tion. Biomaterials. 2021;274:120855. https:// doi. org/ 10. 1016/j. bioma 
teria ls. 2021. 120855.

 151. Wei X, et al. An MMP-degradable and conductive hydrogel to stabilize 
HIF-1α for recovering cardiac functions. Theranostics. 2022;12(1):127.

 152. Yoshitomi T, Nagasaki Y. Reactive oxygen species-scavenging nanomed-
icines for the treatment of oxidative stress injuries. Adv Healthc Mater. 
2014;3(8):1149–61.

 153. Zhou J, et al. Natural melanin/alginate hydrogels achieve cardiac 
repair through ROS scavenging and macrophage polarization. Adv Sci. 
2021;8(20):2100505.

 154. Yu L, et al. Identification and expression of novel isoforms of human 
stromal cell-derived factor 1. Gene. 2006;374:174–9.

 155. Navarro RS, et al. Catheter-injectable hydrogel for the delivery of a 
Minicircle Encoding SDF-la as Therapy for myocardial infarction. Circula-
tion. 2022;146(Suppl1):A11376–6.

 156. Wang T, et al. ADSC-derived exosomes attenuate myocardial infarction 
injury by promoting mir-205-mediated cardiac angiogenesis. Biol 
Direct. 2023;18(1):1–15.

 157. Elkhoury K, et al. Engineering smart targeting nanovesicles and their 
combination with hydrogels for controlled drug delivery. Pharmaceu-
tics. 2020;12(9):849.

 158. Cao H, et al. Current hydrogel advances in physicochemical and 
biological response-driven biomedical application diversity. Signal 
Transduct Target Therapy. 2021;6(1):426. https:// doi. org/ 10. 1038/ 
s41392- 021- 00830-x.

 159. Raina N, et al. Drug delivery strategies and biomedical significance of 
hydrogels: translational considerations. Pharmaceutics. 2022;14(3):574. 
https:// doi. org/ 10. 3390/ pharm aceut ics14 030574.

 160. Karoyo AH, Wilson LD. A review on the design and hydration properties 
of natural polymer-based hydrogels. Materials (Basel) 2021;14(5):1095. 
https:// doi. org/ 10. 3390/ ma140 51095.

 161. Casajuana Ester M, Day RM. Production and utility of Extracellular vesi-
cles with 3D culture methods. Pharmaceutics. 2023;15(2):663. https:// 
doi. org/ 10. 3390/ pharm aceut ics15 020663.

https://doi.org/10.1186/s13765-019-0433-5
https://doi.org/10.1038/srep32971
https://doi.org/10.1186/s13287-021-02248-2
https://doi.org/10.1186/s13287-021-02248-2
https://doi.org/10.1038/s41551-018-0229-7
https://doi.org/10.1038/s41551-018-0229-7
https://doi.org/10.1093/cvr/cvy067
https://doi.org/10.1039/c9bm00101h
https://doi.org/10.1039/c9bm00101h
https://doi.org/10.1016/j.vesic.2022.100010
https://doi.org/10.1016/j.vesic.2022.100010
https://doi.org/10.1016/j.biopha.2022.114046
https://doi.org/10.1016/j.bioactmat.2022.07.022
https://doi.org/10.1016/j.bioactmat.2022.07.022
https://doi.org/10.1016/j.biomaterials.2021.120855
https://doi.org/10.1016/j.biomaterials.2021.120855
https://doi.org/10.1038/s41392-021-00830-x
https://doi.org/10.1038/s41392-021-00830-x
https://doi.org/10.3390/pharmaceutics14030574
https://doi.org/10.3390/ma14051095
https://doi.org/10.3390/pharmaceutics15020663
https://doi.org/10.3390/pharmaceutics15020663


Page 24 of 24Amini et al. Biomaterials Research           (2023) 27:99 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 162. El Sayed MM. Production of Polymer Hydrogel Composites and their 
applications. J Polym Environ. 2023;31:2855–79. https:// doi. org/ 10. 
1007/ s10924- 023- 02796-z.

 163. Riau AK, et al. Sustained delivery system for stem cell-derived 
exosomes. Front Pharmacol. 2019;10:1368. https:// doi. org/ 10. 3389/ 
fphar. 2019. 01368.

 164. Ranjan P, et al. Challenges and future scope of exosomes in the treat-
ment of cardiovascular diseases. J Physiol. 2022:10.1113/JP282053. 
https:// doi. org/ 10. 1113/ JP282 053.

 165. Cheng G, et al. Minimally invasive delivery of a hydrogel-based 
exosome patch to prevent heart failure. J Mol Cell Cardiol. 
2022;169:113–21.

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

https://doi.org/10.1007/s10924-023-02796-z
https://doi.org/10.1007/s10924-023-02796-z
https://doi.org/10.3389/fphar.2019.01368
https://doi.org/10.3389/fphar.2019.01368
https://doi.org/10.1113/JP282053

	Exosome-bearing hydrogels and cardiac tissue regeneration
	Abstract 
	Background 
	Main body 
	Conclusion 

	Introduction
	Exo biogenesis
	Biomaterials and myocardial regeneration
	Exo-loading strategies into hydrogels
	Hydrogels as valid vehicles for Exo delivery to cardiac tissue
	Advantages of hydrogels as factor delivery

	Injectable hydrogels loaded with Exo-like nanovectors
	Advantages and limitations of Exos for cardiac tissue
	Conclusion
	Acknowledgements
	References


