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The study of the exosomal effect on the paracrine secretion of peripheral blood mononuclear cells of patients
with chronic heart failure (CHF) in vitro demonstrated gender-associated changes in the synthesis and
secretion of the key factors of endothelial inflammation by leukocytes.Under the exosomesinfluence, the
synthesis and accumulation of the cytokine monocyte chemoattractant protein-1 (MCP-1) in the leukocytes
of healthy donorsincreased by 26%, while in women by 18%, in men by 38% was observed. Incubation of
patients cells with suspension of exosomes increased intracellular synthesis of MCP-1 in women by 16%,

in men by 19%.Interestingly, in activated cells of control women group the synthesis of MCP-1 under the
exosomes influence was 2.7 times higher than in the group of female patients and in leukocytes of male
donors 4 times higher than in the CHFmale group. Thus, under the exosomes influence the synthesis of the
cytokine MCP-1 in cells increaseswhereasits paracrine secretion decreases, which may be considered as
one of the potential physiological mechanisms of “restraining” the progress of inflammation. Our findings
suggest that the level of cytokinetumor necrosis factor-alpha (TNFa) synthesis in activated leukocytes
of CHF and control groups was almost the same, while in CHF group the TNFa. level increases only in
the culture medium. Incubation with exosomes did not cause significant changes in cytokine production,

but in the CHF group there was a tendency to decrease the “medium/cell” index by more than 1.3 times.

Subsequent future studies of the exosomal corrective effects would enable to establish algorithms for
potential therapeutic solutions on initiative mechanisms of endothelial inflammation and development of
acute and chronic ischemia. Our primary experimental work demonstrates the need for further study of the
exosome s influence on peripheral blood leukocyte function both in vitro and in vivo experimental models.

Key words: exosomes, chronic heart failure, MCP-1, TNFa, paracrine secretion, genderassociated

differences.

INTRODUCTION

Nowadays the prospect of cytokine correction
during chronic inflammatory processes, control
of cell proliferation, the influence of transplant
cells, etc. are the main reasons for active
research inthe mechanisms of controlled
paracrine secretion by both mesenchymal stem
cells and peripheral blood mononuclear cells
(PBMC). It is believed, that the lion’s share of
cytokines produced by PBMC cells paracrinely
have a pronounced pro-inflammatory, anti-
apoptotic, proregenerative effect [1].

Significant influence on the mechanisms of
paracrine secretion can have microenvironment
and exogenous factors, including exosomes.
Currently, the physiological significance of
liposome-like regulatory vesicles - exosomes
(Exos) remains poorly understood. For this
reason the peculiarities of exosome forma-
tion by donor cells, the qualitative difference
in their content and the mechanisms of their
regulatory influence are being actively studied.
One recent study suggests, that the formation of
exosomes should be considered as the removal
of donor cells from unnecessary components to
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maintain cellular homeostasis [2]. However, the
dominant opinion is that exosomes are formed
not by chance and play an important role in
intercellular communication, are able to carry
out paracrine regulation directly affecting the
molecular processes of cellular signaling. The
reason is that these extracellular vesicles contain
a huge number of different regulatory molecules:
nucleic acids (microRNA, long-coding RNA,
ribozymes, intact and mutated mRNA, DNA
fragments), lipids and lipoproteins, metabolites,
etc. [3, 4].Considering the high bioavailability
of exosomes in the biological fluids of patients
and healthy donors, the current direction in
development of biomarkers or potential DNA/
RNA material transporters based on exosomes is
very promising for the future [5]. Thus, analy-
sis of cell-free DNA concentration (cfDNA) in
blood plasma showed, that more than 93% of
cfDNA in blood plasma is in the composition of
exosomes. When the blood sample is stored, the
number of exosomes and the concentration of
exosomal DNA in the plasma sample increases.
Since the release of exosomes from cells is an
energy-dependent process, its direction probably
makes significant biological sense [6].

Guided by the high novelty of research in
this area, it became relevant to investigate the
features of paracrine secretion of PBMC cells in
patients with chronic heart failure (CHF) under
the action of isolated from the blood plasma of
healthy donorsexosomes in vitro. It is important
to discuss a number of methodological ways of
exosomes morphological verification and their
molecular identification. Our research results
may be useful for further study of paracrine
signaling of blood mononuclear cells, as well
as the corrective effect as a potential therapeu-
tic influenceon cardiovascular disease. Two
key markers of inflammatory cytokines were
selected for the panel: Tumor necrosis factor-
alpha (TNFa) and Monocyte Chemoattractant
Protein (MCP-1). In view of the ambiguity of the
public data about the role of TNFa and MCP-1
in the progress of endothelial dysfunction and
its therapeutic correction [7, 8], especially in
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the context of gender-related differences, makes
it very promising to study exosomal influence
on the PBCM primary culture of CHF patients.
Thus, the aim of the study was to investigate the
exosomes effect of healthy donors on the para-
crine secretion of peripheral blood mononuclear
cells of healthy people and patients with CHFin
vitro considering gender-associated features.

METHODS

The design of our study and the main method-
ological steps are shown (Fig. 1). Briefly, in
block diagram: biomaterial for the study was
obtained from patients in a cardiac department
and healthy donors. Exosomes were taken from
the plasma of healthy donors. After 24 h of
cultivation with LPS (leukocyte activation), a
suspension of exosomes was added to the PBMC
medium for further incubation during the day.
Studies of cells cytokine secretion by ELISA
were performed in the following biomaterial
of subjects: 1) the culture medium of control
PBMC; 2) lysate PBMC without exosomes; 3)
culture medium on the background of incubation
of PBMC with exosomes; 4) lysate PBMC after
incubation with exosomes; 5) serum of venous
blood. Morphological verification of exosomes
was performed by electron microscope.
Survey samples. Collected venous blood
under fasted conditions in vacuum EDTA tubes
was used for the study. The experimental group
“PAT” (n=15) consisted of patients fromcardiac
department with CHF, who had suffered a
myocardial infarction in the last 5 years. The
control group (n = 14) consisted of young,
relatively healthy volunteers, who were selected
on the basis of examination, survey and the
results of biochemical and hematological blood
tests. All gave permission (in the form of written
informed consent) for the use of biomaterial
for research (report Ne 128 dated 23.12.2019 of
the Commission on Bioethics of Bogomolets
National Medical University). There were 8
(57%) men in the Control group and 8 (53%)
men in the PAT group. The age group differed
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Me, (Max-Min): PAT 77.5 (55-87) years; Control
26 (19-48) years.

PBMC isolationand cultivation. Patients’
blood was diluted (1:1) with standard phosphate
buffer (PBS), centrifuged in a Ficoll gradient
from the Ficoll-Paque PLUS (Ficoll-Paque TM,
GE Healthcare, Sweden) in a ratio of 3: 4 at
400g, 25 min at 18°C. The cell precipitatewas
collected and washed with cold Ca?>*/Mg?" free
PBS and then prepared for cultivation. Cells
were cultured in Roswell Park Memorial Insti-
tute medium -RPMI-1640 (“Sigma-Aldrich”,
USA) supplemented with 5% FCS (“Gibco®
Invitrogen”, USA), 1% penicillin/streptomycin
and 1% L-glutamine (“Sigma-Aldrich”, USA) at
37°C and 5% CO, [9, 10]. After 24 h of 50 ng/
ml LPS (Fermentas) activation the cells were
incubated for 24 h with an extract of exosomes
from the plasma of healthy donors.

Isolation and verification of exosomes. Exo-
somes were isolated from the plasma of control
group individuals using the Total Exosome

isolation kit (“Invitrogen”, USA) according to
the manufacturer’s protocol. The principle of
exosome isolation lies in the fact, that by binding
water molecules the total isolating reagent of the
exosome displaces less soluble components from
the solution, in particular vesicles. This allows
them to be collected by centrifugation. After 30
min incubation with the reagent at 2-8°C, the
suspension with exosomes was precipitated by
centrifugation at 10,000g for 5 min at room tem-
perature. The resulting precipitate of exosomes
was carefully resuspended in sterile PBS buffer.
Production of lysates for the determination of
cytokines by ELISA. Cultivation medium (M)
was selected after daily incubation and stored
(=20°C), while PBMC cells were lysed in RIPA
buffer [11] at + 4°C. The protein concentration in
the samples was determined on a semi-automatic
biochemical analyzer BS-3000M (China), using
a biochemical kit “Diagnosicum Zrt” (Hungary).
The content of interleukins in blood serum, M
and CL samples was determined by ELISA us-
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Fig. 1. Design scheme of the study, which was conducted on PBMC cells of CHF patients (PAT) and healthy volunteers (Con-
trol). PBMC - peripheral blood mononuclear cells, Exos - a mixture of exosomes; Medium (M) - PBMC culture medium; Cell

lysates - cellular extracts after incubation
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ing an analyzer RT-2100C (China), using test
systems “Vector-Best”.

Statistical analysisof the data was performed
using IBM SPSS Statistics 23 and MedStat. The
distribution was checked using the Shapiro-Wilk
test. Most of the parameters did not reflect the
normal distribution, so we used nonparametric
criteria: Kruskal-Wallis.For pairwise compari-
son we used the Dunn or Mann-Whitney test,
taking into account the Bonferoni corrections.
P-values and 95% confidence interval (CI) were
also calculated.

RESULTS AND DISCUSSION

Our experimental work was designed in the fo-
cus of using a commercial kit for exosome isola-
tion, which, according to the available data [4],
made it possible to isolate these microvesicules
with the highest efficiency. Certainly, we
cannot exclude the possible influence of the
reagents of the isolation kit on the chemical and
mechanical properties of Exo lipid bilayers, but
we emphasize that one way or another during

pa/mi
protein

e _m

600 TNF_M_Exos Buace

MCP_M_Exos

600

40077

7

400

7

Hniannna
MMMMIIIINISY

B
3

200

NN

200

A\

Cortral PAT Control PAT

the experiment we studied the regulatory effects
of the exosomal bioactive molecules that are
contained within these vesicular structures and
acted on PBMC cell culture.

All M and Cell samples were standard-
ized and listed for protein concentration (mg/
ml) before interleukin determination. Analysis
of the cytokines content in Medium and Cell
samples showed a significant discrepancy in
both groups (Fig. 2). Activated leukocytes in
Medium samples from healthy donors secreted
cytokines TNFo and MCP-1 in the range of
328-405 pg/ml protein. Medium samples from
the PAT group showed an insignificant increase
in TNFa secretion (by 25%) and a decrease in
MCP-1 (by 20%) relative to the control group.
The difference in indicators was at the level of
P > 0.05, probably due to the small number of
people in the groups and significant CI. Incuba-
tion of PBMC in the presence of exosomes did
not reveal a significant difference in the secre-
tion of these cytokines in both groups.

In Cell samples after cultivation (24 h), the
content of cytokines TNFa and MCP-1 differed
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Fig. 2. Cytokine content: TNFo and MCP-1 in culture medium (M) and lysates of activated blood mononuclear cells (Cell)
at baseline and after incubation with exosome suspension (M_Exos, Cell _Exos) in groups of healthy donors (Control) and
patients (PAT). * - the difference between the corresponding indicators in the groups P<0.05. **- difference under the influence

of exosomes P <0.05
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significantly at baseline and under the influence
of exosomes. The TNFa content in the control
group was insignificaly higher compared to the
PAT group. Incubation with exosomes slightly
increased the TNFa content in both groups. In
Cell samples of the control group MCP-1 was
synthesized 2.4 times more (P <0.05) compared
to the “PAT”group. Incubation with exosomes
increased the content of MCP-1 in healthy
donors by 26% (P < 0.05), therefore, under
the regulatory influence of the exosomes the
difference between the groups increased by 2.7

times. It should also be noted, that the content
of interleukin MCP-1 in Cell samples of both
groups was almost three times higher than the
cytokine TNFa in absolute values.
Inthefollowing, we analyzed the gender dif-
ferences of paracrine cytokine secretion in acti-
vated leukocytes (Fig. 3) and found unexpected
gender differences, especially in patients.
TNFa secretion in the control group in Me-
dium did not have significant gender differences.
Among patients, TNFa secretion in Medium
was 2.7 times higher (P < 0.05) in women than
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Fig. 3. Gender-associated differences in the level of cytokines TNFo and MCP-1 in the culture medium M (A) and lysates of
activated blood mononuclear cells Cell (B) at baseline and after incubation with a suspension of exosomes (Exos) in women
and men in groups healthy donors and patients. * - the difference between the corresponding indicators in the groups P<0.05.

** _ difference under the influence of exosomes P<0.05
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in men. Comparison with the control group in
gender subgroups demonstrated, that in female
patients paracrine secretion of TNFa in Medium
was 26% more controlled and in male patients
on the contrary twice less (P < 0.05). Incubation
with exosomes caused a slight increase in TNFa
secretion in Medium samples only in women of
both groups.The secretion of MCP-1 in Medium
in the control group also did not have significant
gender differences. Among patients, the secre-
tion of MCP-1 in Medium was 1.8 times higher
(P <0.05)in women than in men. In comperison
with the control group, the paracrine secretion in
female patients did not differ significantly from
the control, and in male patients it was 2.4 times
lower (P < 0.05) than in healthy donors. Incu-
bation with exosomes caused a slight decrease
in MCP-1 secretion in Medium samples of the
control group of both genders.

The synthesis of TNFa in Cell samples did
not reflect significant gender differences. In pa-
tients the content of TNFa in Cell was reduced
in comparison with control by 17-30%. Incu-
bation with exosomes caused a slight increase
in cytokine production, especially in men of
both groups. The synthesis of MCP-1 in Cell
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samples hadthe significant gender difference.
In both groups the cytokine content in women
was 2 times higher (P < 0.05) than in men.
Incubation with exosomes in the control group
significantly increased the synthesis of MCP-1
in Cell - women by 18%, men by 38% (P <0.05).
Incubation with exosomes in patients increased
the synthesis of MCP-1 in Cell samples - in
women by 16%, men by 19%.

Comparison with the control group in the
gender subgroups demonstrated, that the content
of MCP-1 in Cell female patients was 2.7 times
lower (P < 0.05) than in the women of control
group. In male patients, the content of MCP-1
in Cell was 3 times lower (P < 0.05) than in
control. Under the influence of exosomes the
synthesis of MCP-1 in Cell samples in women
of the control group was 2.7 times higher than
in female patients (P < 0.05), and male cytokine
synthesis was 4 times higher than in male pa-
tients (P < 0.05).

The secretion of TNFa in the serum of the
control group and the group “PAT” differed
significantly, moreover - had gender differences
(Fig. 4). In women of the control group and
in women patients the cytokine content was 3
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Fig. 4. Gender-associated differences in the serum content of TNFa and MCP-1 in women and men in the groups of healthy donors
and patients. * - the difference between the corresponding indicators in the groups P <0.05. ** - difference in the group P<0.05
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times lower than in men (P < 0.05). In patients
of both sexes the content of TNFa in serum was
2.5 times higher (P < 0.05) than in the control.
Secretion of MCP-1 in the serum of the control
group was 1.2-1.7 (P < 0.05) times lower than
in patients. Gender differences were observed
only in the group of patients, where women had
a cytokine content 1.4 timeshigher (P < 0.05)
than in men.

The study of the exosomes influence on the
synthesis and secretion of cytokines (important
mediators of intercellular communications in
the normal condition and in CHF) opens the
prospect of the paracrine activity regulation
of these compounds. By their properties, cyto-
kines are short-range molecules, that act in low
concentrations and mainly locally. Therefore,
the manifestation of endocrine (remote) effect
is possible only with their strong synthesis and
intense secretion: due to the large number of
cellular targets, the effect of cytokines is mainly
pleiotropic [1].

The study demonstrated, that LPS-induced
peripheral blood mononuclear cells demonstrate
high paracrine secretion of the cytokine TNFa.
Already after a day of cells incubation the index
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of the ratio M/Cell is 13.3 c.u. (Fig. 5). The pres-
ence of CHF in patients increases the intensity of
paracrine secretion of TNFa to values of M/Cell
18.0 c.u. Incubation of PBMC with exosomes
of healthy donors leads to a decrease in TNFa
secretion, and thus, the M/Cell index in patients
decreases to the control level of 13.27 c.u.A
special feature of paracrine TNFa secretion in
patients with CHF was a gender-related differ-
ence: there was an increase in cytokine content
in Medium samples of women compared to male
patients and compared to women in the control
group (Fig. 4). The presence of exosomes did not
significantly influenced on cytokine secretion.
At the same time, in the serum of patients with
CHF, the content of TNFa was significantly 3
times higher than in the control, but was more
pronounced in men with CHF.

The multifunctional proinflammatory in-
terleukin TNFa by its biological action is a
molecular mediator in the reactions of natu-
ral immunity. Among other things, it plays a
communicative role between the main pha-
gocytes - granulocytes and macrophages. The
increase in its serum level on the background of
chronic inflammation, including heart failure, is

0,00~
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TNF-a
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Fig. 5. The ratio of Medium/Cell cytokines contentat a basic level (1) and after incubation with exosome suspension (2) in the
groups of healthy donors (Control) and patients (PAT). Calculated median and CI 95%
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a well-known fact.

According to the results of our studies, the
content of TNFa in the blood serum was at 10*
times lower than in Medium, while in Cell it was
one order of magnitude lower than in Medium.
Moreover, the synthesis of TNFa in activated
leukocytes of patients and healthy people is
almost the same. The level of cytokine on the
background of CHFincreases only in Medium.
Therefore, we can assume, that its paracrine
and autocrine effects on cells are extremely
powerful and are used by the body mainly for
local intercellular communication.

The study revealed clear gender differences
in the serum content of TNFo with its increase in
men of both groups. At the same time, the rate of
paracrine secretion of TNFa in Medium differed
by gender only in patients and was manifested
in a 3-fold increase in its content in the group
of women. Such gender differences suggest, that
the endocrine potential of sex hormones may
have a significant regulatory influence on the
paracrine secretion of cytokines by PBMC cells.
Convincing evidence suggests, that exogenous
estrogen may activate mesenchymal stem cells
(MSCs) through the estrogen receptor alpha,
affecting the differentiation of MSC, thereby
activating cyclin-dependent protein kinases, in
particular MAPK (Mitogen activated protein
kinases). These kinases mediate the proliferative
effect of estrogen on embryonic cells [12,
13]. The study authors demonstrated a 3-fold
increase in TNFa secretion by activated MSCs
cells in male mice in comparison with females,
interpreting this as a manifestation of hormone-
dependent anti-inflammatory, proliferative and
regenerative activity in females.

Another study discusses the effect of
androgen receptors (AR) on the therapeutic use
of bone marrow mesenchymal stem cells (BM-
MSCs) in mice with liver cirrhosis [14]. Mice
with overexpression of AR are shown to improve
the efficiency of BM-MSC transplantation in
the treatment of liver cirrhosis by enhancing the
local paracrine effect, anti-inflammatory and
antifibrotic action.Thus, there is no consensus
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on the effect of androgen and estrogen receptors
on the features of paracrinecytokines secretion
by peripheral blood cells and research in this
promising area is actively continuing.

According to our results, incubation of PBMC
cells of patients with exosomes suspension
resulted in a decrease in paracrine secretion of
TNFa into the culture medium (Fig. 6). Probably,
this effect can be defined as protective, because
the previously observed effect of inhibitionof the
proinflammatory cytokinessynthesis under the
therapeutic influence of MSCs is known both
in vitro and in vivo and has obvious signs of
anti-inflammatory action [1].

The mechanism of induction of proin-
flammatory cytokines paracrine secretion in
response to LPS stimulation is well known
because E. coli lipopolysaccharides interact
with Toll-like receptors on the cell surface
and through a number of transcription factors
(including NF-kB - nuclear factor kappa-b) in
the nucleus carry out transcriptional regulation
genes of the corresponding cytokines [15].
The effect (epigenetic factor) on cytokine
synthesis can be represented as inhibition of
intracellular expression in the posttranscriptio-
nal stage. This notion seems reasonable because,
according to modern notions of exosomes,
they are represented as transport intracellular
vesicles with regulatory molecules of mRNA,
microRNA, DNA fragments and enzymes.
They have the potential to influence on the
expression of certain target genes by regulating
of transcription or RNA interference [2, 3, 16].

The most interesting was the study of secre-
tion by activated PBMC cells of the chemokine
MCP-1. It is a potent chemoattractant cytokine,
that is involved in paracrine and autocrine
mechanisms of granulocyte-macrophage cell ac-
tivation during the development of inflammatory
reactions. We revealed, that cytokine synthesis
in LPS-induced peripheral blood mononuclear
cells is activated, but with a significant accumu-
lation of it in cells. The M/Cell ratio index in
the control is 4.8 c.u., which is three times less
than a similar TNFa secretion rate. Moreover,
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in patients with CHF, the synthesis of MCP-1
is significantly reduced compared to healthy
donors, with a significant reduction in its cells
content compared to the culture medium. So, the
ratio M/Cell is 6 c.u. Incubation of PBMC with
exosomes increased the synthesis and accumula-
tion of MCP-1 in cells, especially in the control
group. Therefore, paracrine secretion of MCP-1
decreased under the influence of exosomes sus-
pension in the control group by 43% and in the
group “PAT” only by 17%.

Other studies have showninhibition of
MCP-1 synthesisand inhibition of lymphocyte
activity after incubation with a MSCsmedium
through the production of TGF-beta (Transform-
ing growth factor beta) [17, 18]. This effectthe
authors consider as an anti-inflammatory impact
of stem cells.

Our studies represent, that the chemoattrac-
tive properties of monocytes decrease under the
influence of exosomes not due to a decrease in
cytokine synthesis, but due to a decrease in the
paracrine secretion of molecules into the extra-
cellular space. This may also be an additional
mechanism of “restraint” of inflammation.

Given that the CHFcondition reduces the
synthesis of MCP-1 in PMBC cells, it should be
assumed, that this cytokine under physiological
conditions plays a regulatory role in ensuring
intercellular communication in the granulocyte-
macrophage pool of various tissues, including
blood. So, under the influence of an exosomes
suspension this potential for cell communication
increases, which is also inherent in the cells of
a healthy body and can be positively correlated
with the endocrine potential of sex hormones
(androgen and estrogen receptors). Gender-
associated differences in the development of
CHF are the subject of current research. It is
believed, that males have a much higher cor-
relation with the development of myocardial
ischemia [19], and the development of CHF in
women is associated with hypertension, obesity
and other factors. It is possible, that women have
additional physiological adaptive mechanisms
for preventing the development of inflammation.

ISSN 0201-8489 Dision. scyph., 2020, T. 66, Ne 6

Moreover, it is likely, that exosomes enhance
such mechanisms. In the case of decompensation
and increased secretion of MCP-1, the serum
content of cytokines increases. As we found
in patients with CHF, to a greater extent it is
manifested in women.

According to our data, the synthesis and ac-
cumulation of MCP-1 in leukocytes of healthy
donors increasedunder the exosomes influence
by 26% (P < 0.05), while in women by 18% (P <
0.05), in men by 38% (P < 0.05), Figure 4. Incu-
bation with exosomes of patients’ cells increased
the intracellular synthesis of MCP-1 - in women
by 16%, men by 19%. As a result, the synthesis
of MCP-1 under theexosomes influence in the
activated cells of women in the control group
was higher than in female patients by 2.7 times
(P <0.05), and men by 4 times (P < 0.05) than
in male patients

Thus, under the influence of exosomes the
content of cytokine MCP-1 in cells increases,
but its paracrine secretion decreases. This may
also be a manifestation of the physiological
mechanism of “restraint” of inflammation.

The synthesis of TNFa in activated leuko-
cytes of patients and healthy people is almost
the same. On the background of CHF, the level
of cytokine increases only in Medium, which
indicates a significant role of interleukin TNFa
in local intercellular communication and sig-
nificant endocrine remote influence. Incubation
with exosomes did not cause a significant change
in cytokine production.

CONCLUSIONS

Therefore, the study in vitro of the exosomes
influence of healthy donors on paracrine
secretion of PBMC cells of healthy people
and CHF patients reflected certain features
and differences, determined by the type of
target cytokine, intensity of its synthesis, their
accumulation in the cell and gender-related
differences.

The synthesis of TNFa in activated leukocytes
of patients and healthy subjectswas almost the
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same. On the background of CHF the level of this
cytokine increases only in Medium. Significant
gender-associated changes of TNFa level in
the PBMC medium of the CHF patient group
and exosome-related decrease in its paracrine
secretion may indicate a critical role of this
cytokine in local intercellular communication as
well as its accented contribution in the formation
of endocrine remote communication, especially
in conditions of chronic inflammation.

The content of MCP-1 in activated leukocytes
of patients decreased by 3 times and was
followed by a significant gender-associated
difference. In addition, a significant effect on
the change in the MCP-1 content was determined
by incubation with anexosomes suspension:
synthesis and accumulation of MCP-1 in the
leukocytes of healthy donors increased and was
followed by gender-associated differences.

Under the influence of exosomes, the level
of cytokine MCP-1 in cells increases, but its
paracrine secretion into the culture medium
decreased. This demonstrated an inequality in
the molecular action of interleukins MCP-1
and TNFa, their secretion and sensitivity to
the regulatory content of exosomes, including
gender-associated factor.

These cytokine-adjusting effects endow
the suspension of exosomes as such a potential
therapeutic effect that perspectively may impact
on the basic mechanisms of the development of
endothelial dysfunction.
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BIIJIMB EK30COM HA ITAPAKPUHHY
CEKPENIIO MOHOHYKJIEAPIB
NEPUPEPUYHOI KPOBI TAIIEHTIB
I3 XPOHIYHOIO CEPIEBOIO
HEJOCTATHICTIO

JlocmiKeHHsT BINIMBY €K30COM 3J0POBUX JOHOPIB Ha
MapakpuHHY CEKpPelil0 MOHOHYKJICAPHUX KIITHH MEpPH-
(epuyHOi KpPOBI IX Ta MAIIEHTIB 13 XPOHIYHOK CEPIICBOIO
HenoctaTtHicTioO (XCH) mpoaemMoHcTpyBano icCHyBaHHSA
TeHJIep-acoliiOBaHNX 3MIH y CHHTe31 Ta cekpeuii JelKko-
LUTaMH KIIOYOBHX (DaKTOPIB 3aMasieHHs CHIOTEIII0 CyIUH.
[Moka3zano, 110 MiJT BILIMBOM €K30COM ITi/IBUIIYyBaBCsI CHHTE3
i HakonmueHHs nuTokiny MCP-1 (anra., Monocyte Chemoat-
tractant Protein-1) y nefikorurax 310poBUX ZOHOPIB Ha 26%;
IIPH I[bOMY Yy >KiHOK Ha 18%, y JonoBikiB Ha 38%. [HxyOamis
KJIITHH NAIi€HTIB i3 CyCIIEH3I€I0 €K30COM HiJBHIIyBasa
BHYTpIiIHbOKIITHHHENHA cuHTe3 MCP-1 y xinok Ha 16%, y
4yoJ10BikiB Ha 19%. IlikaBo, 110 B aKTMBOBaHUX KJIITHHAX
KIHOK KOHTPOJIbHOI rpynu cuHTe3 MCP-1 min BrummBoM
ek3ocoM OyB BHIIe y 2,7 pa3a, HK y XKIHOK-NAII€HTIB, a
y JeHKOoUHMTax TOHOPIB-4OJOBIKIB y 4 pasu BUILE, HIX y
namieHTiB 4ojgoBiuoi crari. OTKe, i BIUIMBOM €K30COM
cuHTe3 muToKiHy MCP-1 B KITITHHAX TiIBUIIY€THCS, aje HOTo
MapakprHHA CEKPeLlisl 3HIKYETHCS, 1110 MOJKHA PO3IIISAaTH
SIK ONWH i3 ()i310JOTIYHUX MEXaHi3MIB «CTPHMaHHSI»
PO3BHUTKY 3anayicHHs. byJio moka3aHo, 110 PiBEHb CHHTE3Y
OUTOKIHY (hakTopa Hekposdy nyxiuH anbpa (PHIla) B
AKTHBOBaHMX JICHKOIUTAX MAL[€HTIB Ta 3I0pOBHX 0Ci0 OyB
Maibke omHakoBuM, Toi sk y rpymi 3 XCH Bmict @HIla
HiJBHUIYBABCS JIMIIE B KYJbTYpaJbHOMY CEpEIOBHIII.
THkyOartist 3 eK30cOMaMy He CIPUYMHWIIA 3HAYHUX 3MiH Y
NPOJIyKyBaHHI LIUTOKiHY, ane y rpyni 3 XCH crocrepiranacs
TEHJICHITiSI 10 3MEHIICHHS 1HICKCY «CEepeIOBHIIE/KITITHHA
Oinpie Hix y 1,3 pasza. Hama excriepumeHTanbsHa po6oTa
JIEMOHCTPY€ MOTpeOy MOATbIIOTO BUBYCHHS BILIHBY
€K30CcOoM Ha (QyHKILIi JeHKOUHTIB neprudepruuHoi KpoBi SIK B
CKCIIEPUMEHTAIBHUX MOJICIISIX 71 Vitro, TaK 1in vivo. [Toganpmii
JIOCII/PKEHHSI KOPUT'YIOUHX e(eKTiB eK30COM CHPHUATUMYTh
po3poOIi aNrOpUTMIB MOTCHIIHHOTO TEPANEBTHYHOTO
BIUTUBY Ha MEXaHI3MH, SIKi iHIIIIOIOTh 3aMaJieHHs €HJ0TEei0
1 € TOJIOBHUMH (DPaKTOPOMH PO3BUTKY IOCTPOI Ta XPOHIYHOT
imemit.

Kimro4oBi ciioBa: €K30COMU; XpOHIUHA CeplieBa HEIOCTATHICTE;
MCP-1; ®HIlo; mapakpiHHa CEKpeLis; TreHaepacoiiioBani
BIIMIHHOCTI.
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BJAMSIHUE DK30COM HA NAPAKPUHHY IO
CEKPEIIMIO MOHOHYKJIEAPOB
NEPU®EPUYECKOM KPOBU MALIUEHTOB
C XPOHUYECKOM CEPIEYHOMN
HEJJOCTATOYHOCThIO

HccnenoBaHue BIUSAHHUSA 3K30COM 3J0POBBIX HOHOPOB
Ha MapaKpUHHYIO CEKPEIUI0 MOHOHYKJIEapHBIX KIETOK
nepueprudecKoil KpOBH y 370POBBIX JIIOACH U MAlMEHTOB
C XpOHUYECKOH cepaeuHoil HegocTtatoyHOoCcThI0 (XCH)
MIPOIEMOHCTPUPOBANIO HANWYHE T€HAEPACCOUUHPOBAHHBIX
pa3nuyMii B CHHTE3€ U CEKPEIUN JICHKOIUTAaMH KITIOYEBBIX
(haxTOpPOB BOCHATIEHHS SHI0TENNS COCYAO0B. bbII0 MoKa3aHo,
YTO 110 BIAMSTHUEM 9K30COM MOBBIIIAJICS CHHTE3 H HAKOTUIEHHE
uutoknHa MCP-1 (anra., Monocyte Chemoattractant Pro-
tein-1) B JAeMKoIUTaX 3M0POBBIX JOHOPOB Ha 26%; mpu
9TOM y xeHIIMH Ha 18%, y myxunH Ha 38%. MHKyOanms
KJIETOK MalHEeHTOB C CyCHEH3HeH 3K30COM MOBBIIIANA
BHYTpHKIEeTOUHBIH cuHTe3 MCP-1 y xenmun Ha 16%,
y MmyxuuH Ha 19%. VHTepecHO, 4TO B aKTHBHPOBAHHBIX
KJIETKaX KCHIIUH KOHTPOJIBbHOM rpymnmsl cuaTe3 MCP-1 mox
BIMSHUEM 3K30COM ObLI BbIIIE B 2,7 pasa, 4eM y >KCHILIUH-
TMAIHEHTOB, a B ISHKOIIUTAX IOHOPOB-MY>KUHH B 4 pa3a BBIIIE,
YeM y MalUeHTOB MY>KCKOTro moina. Mrak, moj BIusHHEM
9K30CcOM cuHTe3 1uToknHa MCP-1 B KileTKaxX MOBBIIIACTCS,
HO €TO MapakpHUHHAs CEKPElUs CHUKAETCA, YTO MONKHO
paccMaTpHuBaTh KaK OAUH U3 (PU3HOIOTHYECKIX MEXAHI3MOB
«CAEPKUBAHUS» PAa3BUTHUs BocTIaneHus. bblio nokas3aHo, 4to
YpPOBEHb CHHTE3a IUTOKUHA (haKTOp HEKPO3a OIMyXoJiel anbdha
(®HO0) B akTHBHPOBAaHHBIX JICHKOIIUTAX MALUEHTOB H 37I0PO-
BBIX JIUI OBLJT TOYTH OJJMHAKOBBIM, TOT/A Kak B rpymme ¢ XCH
conepxanne @HIlo noelaeTcs TOABKO B KyJbTYpalbHOU
cpene. MaKyOanus c ek30coMaMu He BbI3Basa 3HAUNTETBHBIX
W3MEHEHUH B BbIpaOOTKE HUTOKMHOB, HO B rpymme ¢ XCH
Ha0JII0a1ach TCHICHINS K YMEHBIICHHUIO HHACKCA «cpeja/
KJIeTKa» Oomblie yeM B 1,3 pasa. Hama skcnepumeHTanbHas
paboTa AeMOHCTPUPYET HEOOXOIUMOCTh NaJIbHEHIIEr0
U3YYCHMs BIMSHHUS DK30COM Ha (QYHKIHMH JICHKOLUTOB
nepuepuIecKoil KPOBH KaK B IKCIIEPUMEHTAIBHBIX MOJEISIX
in vitro, Tak ¥ in vivo. [lalbHelIIne UCCIEN0BaHUS KOPPEK-
TUPYIOMHX 3PPEKTOB 3K30COM MOKET OBITh OCHOBAHHEM
pa3pabOTKH aNrOPUTMOB TEPANIEBTUUECKOTO BO3ACHCTBHS Ha
MEXaHU3MbI, KOTOPbIE HHULIUUPYIOT BOCTIANIEHNE SHI0TEIHS
U ABIAIOTCSA TIABHBIMM (DAKTOPAMHU Pa3BUTUS OCTPOH U
XPOHMUYECKON HIIEMUHU.

KmodeBbie coBa: €K30COMBI; XPOHHUECKAs cepeuHas He-
nocrarognocts; MCP-1; ®HOa; mapakpuHHas CEKpeuus;
TeH/IePacCOIMUPOBAHHBIE PA3THIHSI.
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