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The existing data indicate the multifactorial mechanisms of development of the overactive
bladder (OAB), but the issue of OAB pathogenesis remains unclear. In more recent
times, the neurogenic theory of OAB genesis has being accompanied by the increasing
attention to the study of morphological changes that occur in the smooth myocytes of
the detrusor and their interaction with the extracellular matrix. Therefore, the objective
of our study became the evaluation of distribution of interstitial Cajal cells (ICC) and
basophilic granulocytes (BG) in the structural elements of the bladder wall under
stress urinary incontinence and its overactivity before and after treatment with
Mirabegron, Spasmex, Quercetin and combination thereof with testosterone and
estradiol, using histochemical and immunohistochemical methods. The experimental
models of OAB and stress urinary incontinence (SUI) presented the increase in the
amount and functional activity of BG revealed by histological and immunohistochemical
methods, as well as ICC at all terms of OAB monitoring, while the SUI presented with
high concentration and functional activity of BG only after 14 days of the experiment.
After 28 days, we observed a sharp decrease of the parameters, indicating
decompensation and depletion of the functional activity. The number of ICC decreased
under SUI after both 14 days and 28 days of the experiment. The group of experimental
animals receiving Spasmex and its combination with hormones, presented no significant
effect on the quantitative and qualitative composition of BG and ICC at OAB and SUI on
Day 14 of the experiment, but the combination with testosterone demonstrated
statistically reliable (p<0.001) reduction of BG and ICC expression in the muscle layer
of the bladder after 14 days, and unreliable after 28 days of the experiment (p>0.05).
The administration of Mirabegron alone and especially its combination with testosterone
and estradiol presented positive trends in histochemical and immunohistochemical
expression of BG and ICC. The experiment proved high efficacy of Quercetin in
combination with testosterone and estradiol under OAB and SUI, confirmed by
stabilization of the functional activity of BG and ICC quantitative composition.

Keywords: overactive urinary bladder, stress urinary inconsistency,
immunohistochemical evaluation, interstitial Cajal cells, mast cells, pharmacocorrection.

Introduction

Urinary incontinence (Ul) is a disease that affects the
quality of life of more than 200 million patients worldwide.
The sharp annual increase in the number of reviews on
this issue indicates a huge scope of research in this
medical problem [18]. Despite the increasing number of
scientific papers dedicated to this issue, the mechanisms
of urinary incontinence under overactive urinary bladder
(OAB) and stress urinary incontinence (SUI) remain

unrevealed. We are still unaware of the exact causes of
OAB development, which can reliably lead to formation of a
mechanism of urgent and accelerated urination. Most
authors tend to associate the emergence of OAB symptoms
with ischemia of the bladder-emptying muscle (detrusor)
most often caused by infravesical obstruction or
arteriolosclerosis. The disturbance of blood supply to the
bladder muscle-emptying muscle results in the post-
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synaptic denervation with subsequent structural changes
of intercellular junctions in the myocytes. The difference in
the physiological characteristics of the detrusor-sphincter
apparatus and the ureter gives us the reason to differentiate
three smooth muscle functional systems of the lower urinary
tract - the bladder muscle-emptying muscle, the muscle
system of the urinary bladder trigone, and the ureter [6].
The muscle cover of the bladder is a complex apparatus,
consisting of many types of cells: smooth myocytes, nerve
cells, and the population of interstitial cells (IC). According
to some authors, the spontaneous rhythmic electrical
activity is a universal mechanism for regulating the tone of
smooth muscle cells (SMC) of visceral organs [3], including
the organs of the urinary system.

Just like in the gastrointestinal tract (GIT), IC of the
urinary bladder (UB) coordinate the electrical and contractive
activity of large SMC populations by synchronizing their
individual oscillators. Such synchronization is achieved by
combining the activity of individual oscillators into a unified
local driver due to a long depolarizing signal that goes
through the gap junctions [8]. In UB, they were identified by
co-authors as Smet in 1996 [25]. Due to their origin, IC
carry a neuronal marker, the receptor tyrosine kinase (c-
Kit) (CD117+) and a marker of cells of mesenchymal origin
(vimentin), used to identify these cells in tissues of various
organs. IC are spindle- or star-like cells with processes
that contact on the one side with neurons (nerve fibers),
and with smooth myocytes on the other side [4, 24]. Since
the full identity of these cells with GIT and CNS Cajal cells
has not been proved yet, the term "interstitial Cajal cell -
like cells", abbreviated as ICC-LC, or interstitial cells of
Cajal (ICC) are used for their differentiation.

According to the results of the study by Vahabi et al.
(2011), ICC have a close relationship with cholinergic nerve
fibers and play a role of mediator in transmission of
cholinergic signals to SMC [26]. The recent data show that
ICC can participate not only in transmitting signals between
muscle fiber bundles, regulating the bladder-emptying
muscle tone, but also in transmitting signals from the
afferent nerves to the SMC with involvement of ICC located
in the bladder-emptying muscle, and from the urothelia to
the afferent nerves with involvement of ICC, located in the
suburothelial zone. The disturbance in transmission of
these signals may lead to formation of OAB [15].

As for involvement of basophilic granulocytes (BG,
granule cells, tissue basophils, mast cells, labrocytes) in
the formation of OAB and SUI, most authors point to an
increase in their number in the UB wall, but the mechanisms
of their involvement in the development of OAB and SUI still
remain unclear [20, 27]. Due to this fact, the role of ICC and
BG in formation of urodynamic disorders of the lower urinary
tract has been actively studied in recent years.

That is why the objective of this study was to evaluate
the immunohistochemical evaluation of distribution of ICC
and BG in the structural elements of the bladder wall under
stress urinary incontinence and overactivity of the bladder

before and after treatment with Mirabegron, Spasmex,
Quercetin and combination thereof with testosterone and
estradiol.

Material and methods

The experiments on reproduction of OAB model were
conducted on 300 g sexually mature white laboratory female
rats. For this purpose, the animals were divided into two
groups. In the first, control group of rats, 0.3 ml sterile
physiological solution was injected OD intraperitoneally for
14 days. In order to reproduce the OAB model, animals from
the second study group were intraperitoneally administered
0.3 ml OD Homviotensin® (Homviora, Germany) solution
containing 0.45 mg of Reserpinum for 14 days. The solution
was prepared by grinding tablets in sterile conditions with
further dissolving the powder in a physiological solution.
We initiated SUI by cutting the pudendal nerve (n. pudendus).
The reproduction of the models was confirmed by
histological studies. In the OAB group, Mirabegron 1 ml
(Astellas Pharma Europe B.V.) solution was administered
OD through the gastric probe from Day 14 for 14 and 28
days (8 mg, 1/6 tablet dissolved in 1 ml of distilled water); 1
ml Kvertin solution (PAT NVTs Borshchahivskyi KhFZ) OD
via a gastric probe for 14 and 28 days, containing Quercetin
10 mg (1/4 tablet dissolved in 1 ml of distilled water); Spasmex
1 ml (Dr. R.Pfleger GmbH) OD intraperitoneally, containing
trospium chloride 0.4 mg (1/4 tablets per 10 ml of
physiological saline); Testosterone Propionate solution 0.05
ml (PAT Farmak) OD for 14 and 28 days intramuscularly,
containing 1 mg testosterone, and Divigel (Orion
Corporation, Finland) OD for 14 and 28 days by applying gel
to shaved portion of the back, which contained 0.2 mg of
estradiol; the doses did not change in medicine
combinations. In the SUI group, Quercetin and its
combination with hormones at the aforementioned doses
were used. In total, we used 460 rats, 20 experimental
animals in each group.

When working with animal models, we adhered to the
requirements of the "Scientific and practical
recommendations for keeping and using laboratory animals"
issued by the State Pharmacological Center of MoH of
Ukraine (Minutes No.8 dated 22 June 2012).

For histological studies, on days 14 and 28, the animals
were withdrawn from the experiment by overdose of 10%
sodium thiopental solution, followed by removal of the
bladder and fixing it in a 10% neutral formalin solution for 24
hours, dehydration in alcohol solutions of growing
concentration, clarification in chloroform and sealing in
paraffin. 5-7 micron sections were stained with hematoxylin
and eosin, and by van Gieson's picrofuchsin and Weigert's
resorcin-fuchsin methods [1]; for visualization of BG, we used
the basic brown.

The immunohistochemistry assay was performed using
DAKO and ThermoFisher Scientific paraffin blocks and
reagents with monoclonal antibodies CD 117 (c-kit) for
identification of ICC by EnVisionTMFLEX and Invitrogen
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Histostain®-SP visualization systems. The immuno-
histochemical response was evaluated in 10 view fields at
200 and 400x magnification. The expression intensity was
evaluated by a semi-quantitative method based on the
expressiveness and integrity of basal membrane coloration,
the nuclear and cytoplasmic staining of cells according to
the following scheme: low, moderate and high, taking into
account localization of pathological changes and percentage
of positively stained cells by phase analysis using Quick
PHOTO MICRO 2.3 computer program. The density of BG
and ICC was determined using an optical microscope with
magnification of x400. The cells were counted and typed in
10 fields with subsequent recount per unit area (S =
0.01 mm?). The functional activity of BG (degranulation) was
evaluated as the ratio of the number of completely
degranulated cells to the total number of analyzed cells,
expressed as a percentage [2].

The Microsoft Office Excel 2007 program was used for
statistical processing of the data. The differences were
considered statistically significant at p<0.05. UB sites taken
from animals before treatment were used as control. The
histological preparations were microscoped and
photographed using OLIMPUS BX 41 optical microscope at
40, 100, 200 and 400x magnification.

Results

The experimental animals in the control group had UB
lining formed by the transitional epithelium (TE), which
consisted of 5-8 layers in a relaxed and 3-4 layers in the
contracted state of UB. TE was represented by surface,
intermediate and basal cells. The surface cells were large,
light, with a free dome-like surface, often containing two nuclei
with large nucleoli. The intermediate cells were of polygonal
shape, while the basal were of cubic or low-cylindrical shape.
TE was placed on its own mucous membrane plate, which
separated TE and muscle cover, with collagen fibers
dominated in the latter and few isolated elastic fibers.

Its deepest layer consisted of a more loose tissue and
contained more elastic fibers, which was typical for
submucosal UB base. Collagen and elastin were the two
main proteins we registered, which were part of the
extracellular matrix (ECM) of the connective tissue. Collagen
is known to be responsible for breaking strength and integrity,
while elastin endures elasticity and tensity of tissues.

Due to the fact that BG is also positively stained with CD
117, the cuts were pre-treated with the basic brown to
determine BG localization for ICC identification. Cells with
rounded nuclei and cytoplasm with granular inclusions were
recorded as BG, while cells with positively stained spindle-
shaped nuclei and cytoplasm were defined as ICC.

The histochemical study of UB wall in the control group
using the basic brown revealed BG located predominantly
around the vascular walls, both in the submucosal and in
muscular and serous membranes (Fig. 1).

In this case, in most of them, the cytoplasmic membrane
preserved a moderate, sometimes weak functional activity,
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Fig.>1. Isolated basophilic granulocytés with weak functional
activity in the submucosal wall of the bladder. Day 14, control
group. Basic brown. x200. 1 - basophil granulocyte.

\ N

" < , 4
) 2 ' :
‘k‘ A , & K
Fig. 2. Interstitial cell of Cajal with characteristic processes between
smooth muscle bladder myocytes. 14 Day, control group.

Immunohistochemical marking CD 117, x1000. 1 - interstitial cell of
Cajal.

which was characterized by the ratio of degranulated cells to
all BG (percent). The morphometric analysis revealed an
average of 3.200+0.489 BG per 0.01 mm?, of which
10.00+4.08% were functionally active (Table 1).

The immunohistochemical study of the ICC of UB wall in
animals of the control group revealed that ICC were mainly
localized in the suburothelial layer, in the own plate of the mucous
membrane, along the longitudinal bundles of detrusor SMC
and between them, and less frequently in the subserous
sections, predominantly in the bottom and neck of the bladder.
It was possible to differentiate the cells with typical processes
(processed) and those resembled fibroblasts (fibroblast-like)
by the structure. It's worthy to note that processed ICC (Fig. 2)
were more common in SMC, fibroblast-like cells, in sub-
epithelial and subserous sections of UB wall.

Morphological characteristics of the bladder-emptying
muscle under experimental overactive urinary bladder. The
group of rats with OAB administered Homviotensin for 2
weeks was characterized by an increase in the number of
BG and ICC (Tables 1, 2, Fig. 3, 4) with a definite prevalence
in the neck section (UB transition to the ureter), associated

Vol. 24, Ne2, Page 5-13
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Table 1. Quantitative composition of basophilic granulocytes and their functional activity in % in the bladder wall under disorders of
urodynamics of the lower urinary tract on Days 14 and 28 of the experiment, calculated as for 0.01 mm? surface.

Basophilic granulocytes, Basophilic granulocytes, functional
Animal group \ Pharmacocorrection type count activity
Day 14 Day 28 Day 14 Day 28

Control group 3.200+0.489 4.000£0.365 10.00+4.08 8.500%£1.979

OAB 18.60+0.841 15.90+0.71 42.00%5.121 38.00%5.121
Sul 7.600£0.4261 2.000£0.3811 27.00%£3.671 3.630%1.363"

Mirabegron 15.30+0.39* 13.90+0.69* 30.00%£2.69* 26.50+5.73*

Spasmex 17.80+0.63* 15.60%0.56* 39.00%5.26* 36.00£3.40

Quercetin 15.80+0.78* 11.50+0.82* 29.50%+2.93* 20.50+5.04*

Mirabegron+Testosterone 13.00+0.74* 10.80+0.42* 28.50%2.24* 23.00£3.59*
Mirabegron+Estradiol 13.70+0.45* 10.90+0.48* 29.00%+2.67* 25.50+2.93*
Mirabegron+Testosterone+Estradiol 12.80+0.51* 9.500+0.619* 27.50%2.39* 21.50+£3.17*
Spasmex+Testosterone 15.70+0.66° 14.80£0.49¢ 36.50+4.08# 32.00%4.16*

phamgo‘gm cton Spasmex+Estradiol 16.00£0.60° | 14.90£0.60* | 37.50%4.73* 34.00£3.23*
Spasmex+ Testosterone+Estradiol 15.10+0.67° 14.10%0.50* 33.50%3.65* 30.00%3.65*
QuercetintTestosterone 13.90+0.64* 10.40+0.58* 26.50%+2.89* 17.00+4.23*

Quercetint+ Estradiol 14.30+0.39* 10.60+0.67* 28.50%1.50* 20.50+3.61*

Quercetin+ Testosterone+Estradiol 13.30+0.58* 8.30+£0.39* 26.00%3.64* 12.00+3.26*

Testosterone 15.10+0.41* 11.00£0.49* 29.50%2.52* 27.50+4.17*

Estradiol 15.60+0.50* 11.20+0.39* 33.00%£2.00* 28.00+4.90*

Testosterone+Estradiol 14.10+0.52* 9.600+0.476* 27.00%£2.49* 22.00+4.16*

Quercetin 5.900£0.378% 5.400+0.400 17.50%2.14 11.50+2.99

Testosterone 5.700£0.472% 5.200£0.359% 18.00+1.85% 13.00+3.35%

pham;g:m cton Estradiol 6.000£0.494% | 5.600£0.426% | 19.0£2.67% 15.00%3.16¢
Testosterone+Estradiol 5.600£0.339% 5.500£0.401% 16.50+2.36% 11.00£3.78%
Quercetin+Testosterone+ Estradiol 5.300+0.495% 4.400+0.476% 16.00+2.21& 10.00+2.98%

Note: OAB - overactive bladder, SUI - stress urinary incontinence, ICC - interstitial cells of Cajal; * - p<0.001 compared to OAB; T - p<0.001
compared to control; & - p<0.001 compared to SUI; ° - p<0.05 compared to OAB; # - p>0.05 compared to OAB.

with hypertrophic and degenerative changes in smooth
myocytes and the interstitium swelling phenomena. We
observed SMC polymorphism, varied in size, degree of
staining and size of nuclei. The cells had a different saturation
with contractile proteins and looked either darker or lighter;
most of smooth myocytes were hypertrophied.

The vessels of the microcirculatory stream were dilated,
some of them with a thinned wall, dystrophic changes in the
endothelium, and erythrocytic stasis, other with thickened walls
due to edema, hyperplasia, hypertrophy of collagen fibrils,
dilated perivascular space and accumulation of BG in it.

As Table 1 shows, the average number of cells in the
degranulation state was 42.00+5.12% and statistically
significantly (p<0.001) greater compared to the control group
(10.00+4.08%). In the event of degranulation, BG granules
that came out to the extracellular space, acquired a variety of
optical densities, lost their content, the BG cytoplasm
illuminated, with some of them becoming hollow. The
granules were of different sizes and vacuolized.

Polymorphism and different size of BG and their granules
reflect the processes of cellular degranulation. The
predominantly vascular location of BG creates conditions
when degranulation products are located in the wall of
microvessels, leading to stasis and contributing to ischemia
and hypoxia of the bladder-emptying muscle, the important
components of OAB pathogenesis.

In a group of experimental animals that received Spasmex
separately from hormonal preparations at a morphological
analysis on Day 14 of the study, hypertrophic and dystrophic
changes in muscle fibers with minor areas of their
vacuolization and disorganization were detected, the number
of BG and ICC decreased somewhat, but this decrease
was not statistically reliable (p>0.05, Table 1, 2).

However, combinations of Spasmex with testosterone,
estradiol, and especially combinations of these medicines
at this phase of the study, presented with a significant
decrease in the amount of BG, despite keeping their
functional activity at high level (Table 1). As for ICC,
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Table 2. Quantitative composition of ICC in the bladder wall under disorders of urodynamics of the lower urinary tract on Days 14 and

28 of the experiment, calculated as for 0.01 mm? surface.

Interstitial cells of Cajal
Animal group \ Phamacocorrection type
Day 14 Day 28

Control group 5.700+0.422 5.000+0.421

OAB 18.10£0.521 16.60£0.63"
Sul 2.200+0.416" 1.900£0.284"

Mirabegron 14.80+0.42* 13.90+0.69*

Spasmex 17.90£0.57% 15.60+0.56*

Quercetin 15.40+0.63* 11.50+0.82*

Mirabegron+Testosterone 12.50£0.58* 10.80£0.42*

Mirabegron+Estradiol 12.90£0.58* 10.90£0.48*
Mirabegron+Testosterone+E stradiol 12.20£0.51* 9.500%0.619*
Spasmex+Testosterone 16.40£0.50* 14.80£0.49*

OAB phamacocorrection Spasmex+Estradiol 16.50+0.60% 14.90%0.60%
Spasmex+ Testosterone+Estradiol 16.10£0.66* 14.10£0.50*
Quercetint+Testosterone 13.10+0.67* 10.40+0.58*

Quercetint Estradiol 13.50£0.60* 10.60£0.67*

Quercetin+ Testosterone+Estradiol 12.40%0.70* 8.300+0.395*

Testosterone 14.80+0.39* 11.00+0.49*

Estradiol 14.90+0.64* 10.90+0.43*

Testosterone+Estradiol 13.80£0.55* 9.600%0.476*
Quercetin 4.100£0.276% 4.100%0.316%

Testosterone 3.600+0.426 3.900+0.423%

SUI phamacocorrection Estradiol 3.500+0.268% 3.800+0.359%
Testosterone+Estradiol 4.000%0.516% 4.200%0.290%
Quercetint+Testosterone+ Estradiol 4.300+0.334% 4.700+0.300%

Note: OAB - overactive bladder, SUI - stress urinary incontinence, ICC - interstitial cells of Cajal; * - p<0.001 compared to OAB; T - p<0.001
compared to control; & - p<0.001 compared to SUI; # - p>0.05 compared to OAB.

combination of Spasmex with estradiol demonstrated
statistically unreliable ICC reduction (p<0.05, Table 2) after
14 days of the study.

In the groups of rats administered Mirabegron and
Quercetin and combinations thereof with hormonal
preparations after 14 days, a reduction in hypertrophic and
dystrophic changes in smooth myocytes was observed. The
amount of BG and their functional activity was statistically
significantly (p<0.001) lowered compared to the one in the
OAB group; the same changes were observed under the
morphometric analysis of ICC (Tables 1, 2).

Testosterone and estradiol administered alone and
combinations thereof demonstrated a decrease in the amount
of BG and ICC; however the positive effect of hormonal
medicines was lower than the accumulated effect thereof on
BG and ICC compared to Mirabegron and Quercetin.

After 28 days of Homviotensin administration, the
experimental animals from OAB group demonstrated
progressive dystrophic changes in smooth myocytes
represented by fibrosis of UB wall muscular layer with

patches of sclerosis as a growth of connective tissue
between the UB wall smooth muscle fibers and their
replacement by fibrous ones. The number of BG and ICC in
the degranulation state somewhat decreased compared
with the previous period (Table 1, 2), which may be associated
with decompensation (depletion) of their functional activity.

The experimental animals administered Mirabegron and
its combination with testosterone and estradiol showed a
statistically significant (p<0.001) decrease in both BG with
their functional activity and ICC (Table 1, 2).

After 28 days of the experiment, no significant changes
were recorded in the group of Spasmex and its combination
with hormonal medicines in the quantitative composition
and functional activity of BG compared to OAB (p>0.05). The
number of ICC decreased statistically significantly when
administered a combination with testosterone and the
combination of testosterone and estradiol with Spasmex
(p<0.05). However, the results in Spasmex+Estradiol group
were not statistically reliable for ICC count (p>0.05).

Separate administration of testosterone, estradiol and
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Fig. 3. The increase in the number of basophilic granulocytes with
high functional activity in subserous parts of bladder wall. Day 14,
OAB. Ba3|c brown x200. 1 - basophlllc granulocytes

F|g 4. The increase in the number of interstitial cells of Cajal

between the muscle fibers of bladder wall.
Immunohistochemical marking CD 117, x400. 1
Cajal.

Day 14, OAB.
- interstitial cells of

combinations thereof statistically significantly reduced BG
count, their functional activity and ICC count (p<0.001), but
the efficacy was inferior compared to Quercetin in
combination with hormonal medicines (Tables 1, 2).

As for ICC quantitative changes in this monitoring period, the
best results were obtained for Quercetin in combination with
estradiol and testosterone - 8.300+£0.395, p<0.001 (Table 2).

Morphological characteristic of the bladder-emptying
muscle under experimental stress urine incontinence after
ligation of n. pudendus.

The morphological examination of the bladder wall in
experimental animals with ligated n. pudendus presented
with the opposite results compared with OAB group. After 14
days, mostly atrophic changes in the bladder wall were
observed, which were manifested by a significant thinning
of the muscular layer. As we can see from Table 1, the BG
count (7.600+0.426) and the level of their functional activity
(27.004£3.67%) were significantly increasing (p<0.001)
compared with the control group of rats - 3.200+0.489 and
10.0044.08, respectively.

The ICC count, on the contrary, decreased (2.200+0.416,
p<0.001) by almost twice compared with the control group
at this phase of the study - 5.700+0.422 (Table 2).

Pharmacorrection of SUI using Quercetin, testosterone,
estradiol and combinations thereof resulted in a decrease
in the amount and functional activity of both BG and ICC on
Day 14 of the study (Table 2).

On Day 28 of the experiment, we observed the
progression of dystrophic and sclerotic changes in smooth
myocytes, blood vessel walls and submucosal UB base in
SUI group after ligation of n. pudendus. The BG count
(2.000+0.381) and their functional activity (3.630+1.363%)
decreased sharply (p<0.001) compared to the control group
of rats - 4.00040.365 and 8.500+1.979%, respectively.

Quantitative ICC changes after ligation of n. pudendus in
SUI rats deteriorated at this phase of the study (1.900+0.284)
versus 5.00010.421 in the control group (p<0.001).

Correction of SUI with Quercetin, testosterone, estradiol
and combinations thereof stabilized the quantitative
composition and functional activity of BG and ICC and their
morphometric parameters approached the ones in the
control group (Tables 1, 2).

Consequently, the results of the morphological analysis
of BG and ICC in OAB model were characterized by an
increase in the amount and functional activity of BG as well
as ICC at all phases of the study, while in SUI model the
amount and functional activity of BG were high only after 14
days of the experiment, which could be explained by
compensatory response to reduction of the total volume of
nerve elements in the wall of the bladder caused by atrophy
and fibrotic changes in the UB wall. After 28 days, we
observed a sharp decrease of the volume, indicating
decompensation and depletion of their functional activity.
The ICC count decreased under SUI after both Day 14 and
Day 28 of the experiment.

The administration of Spasmex alone did not
statistically significantly influence the functional activity and
quantitative composition of BGs under OAB, but its
combinations with hormonal medicines and combinations
of testosterone and estradiol demonstrated positive
changes only after 14 days of the experiment, whilst the
decrease in BG count and their functional activity were not
statistically reliable (p<0.05) on Day 28.

The pharmacokinetic correction with Mirabegron,
Quercetin and combinations thereof with testosterone,
estradiol and combination of the latter, as well as the
separate administration of hormonal medicines presented
with a positive effect, but the best results were obtained with
the combination of Quercetin with testosterone and estradiol
at all phases of the study in both OAB and SUI groups.

Discussion

The results of our study established that experimental
animals with OAB had increased rhythmic activity of the
bladder-emptying muscle, associated with an increase in
the number of c-kit-positive cells (ICC) at all phases of the
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study, which coincides with the findings of other authors [16,
17]. The high level of BG degranulation along with an increase
in their count in OAB group indicates an increase in their
functional activity under OAB. The analysis of literature and
our data suggest that BG products influence on the
contractility and relaxation of UB smooth muscle. As for BG,
the ability to influence the muscles of the detrusor and the
nervous elements is quite large and preconditioned by
production of various substances by these cells: biogenic
amines (histamine, serotonin, dopamine), proteoglycans,
neutral peptidases (chymase, tryptase), acid hydrolase,
leukotrienes, prostaglandins, platelet activation factors, some
cytokines (IL-3, IL-4, IL-5, IL-6, IL-10, and IL-13), fibroblast
growth factor (FGF), stem cell factor (GM-CSF), vascular
permeability and vessel endothelium growth factor [9, 22, 27].
In addition to production of a large group of cytokines, the
synthesis of FGF indicates the involvement of these cells in
the sclerotic changes in UB wall; the fact established in our
work, which is in agreement with the data of other researchers
[22]. Unlike other studies, in our experiment we practically did
not observe inflammatory infiltration (white blood cells,
lymphocytes, macrophages) of UB wall, noted by other authors
[20]. In some animals (2%), we observed only isolated
lymphocytes that went beyond the boundaries of the vascular
walls in the interstitium, which offset the role of these cells as
pathogenetic links in the development of OAB and SUI. In our
opinion, the contractile activity of UB SMC is brought into effect
largely due to the hypoxic state of structural elements of the
wall, as evidenced by the numerous stasis in vessels of the
microcirculatory stream.

The morphological analysis of smooth myocytes under
OAB and SUI confirms the effect of BG and ICC on the
contraction state of SMC, as in OAB and SUI models, we
observed a polymorphism of smooth myocytes by size,
degree of staining and size of the nuclei. The cells had
different saturation with contractile proteins and looked either
darker or lighter; part of smooth myocytes was hypertrophied
or atrophied. Our data on SMC morphological changes
coincide with the previous studies [17].

According to our study, the animals in Mirabegron group
and combinations thereof with hormonal medicines
presented with a significant decrease in the functional BG
activity, which may indicate the presence of a stabilizing effect
on BG cell membranes in Mirabegron in addition to the
stimulating effect on beta3-adrenergic receptors.

The effect of hormonal preparations administered alone
on ICC quantitative composition is explained by the presence
of receptors in ICC nuclei that are sensitive to both androgens
and estrogens, which has also been shown in the studies
by other authors [11].

According to McHale et al. (2006) and Hashitani H., Lang
R.J. (2010), the cyclic discharge of Ca2+ from intracellular
depot of ICC causes opening Ca-activating Cl-channels,
which leads to depolarization of the cytoplasmic membrane
spreading to surrounding smooth myocytes, which are
closely bound with ICC by electric signal [13, 19]. Placed in

different locations, ICC generate the potential not
simultaneously, resulting in asynchronous contractions of
individual SMC groups. Possible involvement of ICC in the
pathogenesis of UB overactivity was confirmed by Okada et
al. (2011). He showed that chemical cystitis model rats
(intravenous administration of cyclophosphamide or
protamine sulfate) presented with statistically significantly
more pronounced increase in the frequency of spontaneous
UB contractions in the WsRC+/+ rats, as UB of the latter
contained c-kit-positive cells and were characteristic of the
expression of kit-protein, absent in WsRCWs-/Ws- rats [21].
In our previous studies, we found that paxillin, the selective
blocker of calcium-sensitive potassium channels of high
conductivity (BKCa), inhibited the potassium streams by
about twice, which confirmed the significant role of these
channels in regulation of activity of the bladder and their
possible involvement in the development of pathology,
whereas the liposomal Quercetin increased the inhibited
potassium channel [10]. One of the mechanisms for
restoring potassium channels in administration of Quercetin
may be an increased endothelial NO-synthase expression
(eNOS) followed by activation of protein kinase G, which
leads to a decrease in Ca2+ by inhibition of phospholipase
C and formation of inositol 1,4,5-triphosphate. These
transmitters also stimulate relaxation by activating potassium
channels (K+ channels), which coincides with the data of
other authors, for example, hydrogen sulfide activates protein
kinase G, which results in relaxation of muscle fibers by
activating ATP-dependent K+ channels [12]. The relaxing
effect of NO-synthase is closely related to activation of soluble
guanylate cyclase and accumulation of cyclic guanosine
monophosphate (cGMP). The increased concentration of
GMP activates cGMP-dependent protein kinase and ATPase
involved in dephosphorylation of light myosin chains, which
leads to the release of calcium from muscle cells and, as a
result, to vasodilation [5]. It should be noted that in addition
to the effect on calcium and potassium channels, in our
previous studies we also obtained an antioxidant effect both
at separate administration of Quercetin and Mirabegron
and in combination thereof with hormones, especially with
testosterone, associated with an increase in the synthesis
of endothelial fraction of NO-synthase [14].

Therefore, the consideration of complex pathogenetic
links in interaction of ICC and BG with smooth myocytes,
hormonal and metabolic factors in disorders of
urodynamics of the lower urinary tract would allow in the
future to use this combination of medicines for treatment
of OAB and SUI.

Given the leading role of ICC in regulating the contractile
activity of smooth myocytes under AB and SUI, further study
of ICC distribution and functional activity of BG in the
structural elements of the bladder wall opens the prospects
for changing existing perceptions about the mechanism of
urodynamic disorders of the lower urinary tract and
development of new medicines for correction and
optimizing the therapeutic regimens.
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Conclusion

1. BG histochemical studies and immunohistochemical
analysis of ICC expression in OAB and SUI models confirm
their involvement in the pathogenetic mechanisms of
urodynamic disorders of the lower urinary tract. According
to our research, ICC play the prominent role in the
contractile activity of smooth myocytes.

2. The main reaction of BG in modelled OAB was an
increase in their count in 14 days and a slight decrease in
28 days of the experiment followed by degranulation, while
the models with ligated nerve presented mostly with their
degranulation and a significant decrease in the count after
28 days of SUI (p<0.001).

3. In a group of experimental animals receiving
Spasmex and its combination with hormones, there was
no reliable evidence of their effect on the quantitative and
qualitative composition of BG and ICC under OAB and SUI
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MOP®ONONYHUA AHANI3 IHTEPCTULIIANIBHUX KNMITUH KAXANA | BA3O®INIbHUX MTPAHYNOLUTIB MPU TMEPAKTUBHOMY
CEYOBOMY MIXYPI TA CTPECOBOMY HETPUMAHHI CEYI B EKCMEPUMEHTI NI BNIMBOM ®APMAKOKOPEKLIIT

SAyuHa O.l., BepHuezopodcbkuli C.B., Kocmes ®.1.

CyuacHi ysieneHHs1 ekazylomb Ha 6azamoghakmopHi MexaHi3Mu po38UMKY einepakmueHo20 ce4yo8oeo Mixypa (TACM), oOHak 00 KiHUs
numaHHa namozeHe3dy FACM 3anuwaromscs He 3'sicogaHumu. OcmaHHiM Yacom ropsi0 3 HelipoeeHHOK meopicto 8UHUKHEeHHs1 TACM
ece binbwa yeaza npudinsiembsCsi 8USYEHHIO MOPQOI02IYHUX 3MiH, WO BUHUKamMb 8 2rnadkux mioyumax Oempysopa i 83aemoOlii ix 3
ekcmpauenIsipHUM MampukcoM. ToMy Memor Hawozo 00CiOXeHHsT cmaro 3a G0rMOMO20K 2iCMOXIMIYHUX ma iMyHOo2icmoXiMidHUX
memodig ouyiHUmMu po3nodin iHmepcmuuianbHux knimuH Kaxans (IKK) i 6asoginsHux epaHynoyumie (bI) 8 cmpykmypHux enemeHmax
CMIHKU Ce408020 MiXypa rnpu CmpecosoMy HempuMaHHi ceyi i (io2o 2inepakmusHocmi 00 i nicnsi nikyeaHHs1 Mipabe2poHOM, CriasMeKCcoM,
KeepuemuHoM i ix kombiHauii 3 mecmocmepoHom i ecmpadioniom. Ha ekcrnepumeHmarnbsHux modessix TACM i cmpecogo2o HempuMaHHs
ceyi (CHM) 3a doromoeor 2icmo- i iMyHoeicmoximidHo20 MemoQdy 8uUsieNIeHO MiOBUUEHHS Kilbkocmi ma ¢hyHKUioHanbHOI akmueHocmi
BI, a makox IKK Ha ecix mepmiHax crocmepexeHHs npu TACM, 8 mol vac sik npu CHM kinbkicms i ¢oyHKUjoHanbHa akmusHicme bI”
bynu sucokumu minbku nicnsi 14 9i6 exkcniepumermy. llicris 28 8i6 criocmepizanu piske iX 3MEHWeHHsI, Wo ¢8id4uIo npo 0eKoMieHcauy,io
i sucHaxeHHs1 ix goyHKyjoHanbHoi akmueHocmi. Kinbkicmb IKK 3meHwyemscs npu CHM sk nicrisi 14 0i6, mak i yepe3 28 0i6 excriepumeHmy.
Y epyni ekcnepumeHmanbHUX meapuH, siki ompumyeanu crnasmekc i KombiHauio o2o 3 20pMOHaMu He 8usi8rieHO O0CMOBIpHOT
eghekmueHocmi ix ennusy Ha KinbkicHul i sikicHut cknad bl ma IKK npu FACM i CHM Ha 14 0oby ekcriepumeHmy, npome 8 noedHaHHi
3 mecmocmepoHoMm 8usierieHo docmosipHe (p<0,001) sHwxkeHHs1 ekcnpecii BI™ i IKK y m'a3oeomy wapy cevyogoeo mixypa nicns 14 0ib,
i HeOocmosipHe Yepes 28 0i6 (p>0,05). Npu okpemomy 3acmocyeaHHi MipabeepoHa i 0cobnueo npu tioeo KombiHauii 3 mecmocmepoHOM
i ecmpadionnom ecmaHoeneHa nosumuseHa OuHamika 2icmoxiMidHUX ma iMyHozicmoximidHux roka3Hukie ekcrnpecii bI" i IKK. 3'scoeaHo
8UCOKY ehekmuesHicmb KeepuemuHy 8 noedHaHHi 3 mecmocmepoHoM i ecmpadionom rpu TACM ma CHC, wo nidmeep Oxyembcsi
cmabinizayieto yHKuioHanbHoi akmusHocmi Bl i kinbkicHozo cknady IKK.

KnrouoBi cnoBa: zinepakmusHull ce4osuli MiXyp, cmpecoge HempuMaHHsI Cedi, iMyHo2icmoximidHUl aHari3, iHmepcmuuianbHi KimuHu
Kaxans, 6asoinbHi epaHynoyumu, ghapmauyesmuyHa KOPeKUyis.

MOP®ONIOMMYECKUA AHANU3 MHTEPCTULIMATIBHBLIX KIMETOK KAXANA U BA30®UNbHbIX MPAHYNTIOLUUTOB MNPU
TMNEPAKTUBHOM MOYEBOM MY3bIPE U CTPECCOBOM HEOEPXXAHUUA MOYU B SKCNMEPUMEHTE U NPU
DAPMAKOKOPPEKLIMK

SAyuHa A.U., BepHuzopodckuli C.B., Kocmee ®./.

CospemeHHble npedcmaesrneHusl ykasbleatom Ha MHO20(haKmOopPHbIE MeXaHU3Mbl pa3eumusi 2urnepakmueHo2o movyegoeo ny3nips (FAMI),
00HaKO OKOHYameribHO 80npock! namoeeHe3a IANM ocmaromcsi He 8bisicHeHHbIMU. TocriedHee epemsi Hapsidy ¢ HelpozeHHOU meopuel
803HUKHO8eHuUs1 [AlTM, sce 6onbwee sHUMaHuUe yOernsemcs U3y4eHUo MopgOooaudecKux U3MeHeHUl, 803HUKaWuUX 8 21adKux
muoyumax MblWuybl, 8bimarnkusarouwel MoYyy u e3aumodelicmeusi UX C 3KCMpauesnoisapHbiM MampukcoM. [1o3amomy yernbio Hauez2o
uccnedogaHus cmasio C MOMOWbLI 2UCMOXUMUYECKUX U UMMYHO2UCMOXUMUYEeCKUX Memodo8 oyeHums pacrpedeneHue
uHmepcmuuyuansHbix knemok Kaxans (MKK) u 6a3ogunbHbix epaHynoyumos (bI) 8 cmpykmypHbIX aeMeHmax CmeHKU MOYe8020
ry3bIpsi PU CMpPeccosoM HedepxaHuu MOoYU U e2o eurepakmugHocmu 00 U rocrie s1e4eHusi MupabeapoHOM, crasmeKkCcoM, KeepuyemuHoMm
u ux KomMbuHayuu ¢ mecmocmepoHOM U 3cmpaduosioM. Ha akcnepumeHmanbHbiX MOOesSX aurnepakmueHo20 MO4Ye8020 My3bips U
cmpeccogoeo HedepxaHusi moyu (CHM) ¢ nomowbto 2ucmo- u UMMYHOUCMOXUMUYEeCKo2o Memooda 0bHapy>eHO Moeblie Hue
Konuyecmsa u hyHKyuUoHanbHou akmusHocmu Bl a makxe VKK Ha ecex cpokax HabrrodeHus ripu FTAMII, 8 mo epems kak npu CHM
Koriu4ecmeo U ¢hyHKUUOHasbHasi akmueHocmb bI™ 6b1ru 8biCOKUMU mMOsbKO rocne 14 cymok akcrepumeHma. lMocne 28 cymok Habnodanu
peskoe Ux yMeHbleHuUe, Ymo ceudemenibcmeosgasno o OeKoOMeHcayuu U UCmoWweHuUU Ux yHKYUOHanbHoU akmusHocmu. Konuyecmeo
UKK cHuxanacb npu CHM kak nocne 14 cymok, mak u rocre 28 cymok akcriepumeHma. B epynne akcriepumeHmanbHbIX XUSOMHbIX,
rnonyyaswux cna3MeKkc U KOMbUHayut e20 C 20pMOHaMu, He obHapyxeHo AocmosepHoU 3ghgheKmueHoOCMU UX 8MUSIHUS Ha
Konu4yecmeeHHbIl u kadyecmeeHHbIl cocmas bIm u UKK npu TAMIT u CHM Ha 14 cymku akcnepumeHma, 0OHaKo 8 coyemaHuu C
mecmocmepoHoM ommedeHo docmosepHoe (p<0,001) cHuxeHue akcripeccuu BT u UKK 8 MbiuedHOM Criosi MOYE8020 y3bipsi rnocie
14 cymok u HeOocmosepHoe rocne 28 cymok (p>0,05). [pu omdenbHOM NpuMeHeHUU MupabeepoHa U, 0CObeHHO, Npu e2o KoMbUHayuu
C mMecmocmepoHOM U 3cmpaduosioM ycmaHos/ieHa rnofoxumernbHas OuHaMuka auCmoXuMU4ecKux U UMMYHO2UCMOXUMUYE CKUX
rniokazamenel akcnpeccuu bl u UKK. YcmaHoerneHa ebicokasi aghghekmusHOCMb KeepuemuHa 8 codemaHuu ¢ mecmocmepoHOM U
acmpaduonom ripu FAMIMT u CHC, ymo nodmeepxdanocb cmabunu3sayuel ¢hyHKUUOHanbHol akmueHocmu bl u konuyecmeeHHo20
cocmasa UKK.

KniouyeBble cnoBa: aunepakmueHbili Moyegol My3bipb, CMpeccogoe HedepxaHue MOoYu, UMMYHO2UCMOXUMUYeCcKul aHanus,
uHmepcmuyuanbHbie knemku Kaxansi, 6a3ounbHble 2paHynoyumsl, ghapmauyesmuyeckasi KOppeKyus.
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One of the main etiological causes of development of heart failure is essential
hypertension. The diagnosis of heart failure is usually made on the basis of
comprehensive analysis of medical history, sonographic and biochemical examination.
Normal ejection fraction does not exclude dyspnea of cardiac origin. Objective: to
determine the role of galectin-3 as a marker of structural and functional changes of the
myocardium in males with essential hypertension and CHF, carriers of polymorphic
AT1R genes, residents of Podillya region of Ukraine. In this contingent, the surveyed
were studied concentrations of galectin-3 and brain natriuretic peptide (BNP), parameters
of central and systemic hemodynamics in carriers of polymorphic variants of angiotensin
I type 1 receptor gene (AT1R) - individuals with no cardiovascular pathology (n=79),
male patients with II-lll degree essential hypertension (EH) and hypertrophy of the
myocardium (n=62), and essential hypertension (n=50) complicated by chronic heart
failure (CHF), residents of Podillya region of Ukraine, were studied. Genotyping of
AT1R gene was performed using polymerase chain reaction. Galectin-3 and brain
natriuretic peptide levels were determined by enzyme immunoassay. Structural and
functional parameters of myocardium were assessed by ultrasound using the apparatus
"RADMIR ULTIMARA". Statistical analysis of the results obtained was done on personal
computer using standard statistical package Statistica 10.0. The data are represented
as mean values (M) and standard deviations (o). Carriers of C allele of angiotensin Il
type 1 receptor gene were found to be dominating among the males with essential
hypertension and resultant myocardial hypertrophy. Concentrations of galectin-3 and
brain natriuretic peptide were significantly higher in men with essential hypertension
and essential hypertension associated with chronic heart failure, as compared to those
with no cardiovascular diseases, as well as the carriers of C allele of angiotensin Il type
1 receptor gene. It was found that concentrations of study biomarkers were higher in
individuals with severe and eccentric left ventricular hypertrophy, as well as in those
with decreased ejection fraction of the left ventricle. Therefore, those biomarkers can
be used in complex diagnosis of left ventricular hypertrophy in essential hypertension
and the development of chronic heart failure in such patients.

Keywords: polymorphism of angiotensin Il type 1 receptor gene (AT1R), galectin-3,
brain natriuretic peptide, structural and functional changes in the myocardium, essential
hypertension, chronic heart failure.

Introduction

Over the last decades, heart failure (HF) has become not  hypertension is a major cause of CHF. Traditionally, CHF
only the most significant and rapidly progressive medical, and its severity are associated with decreased systolic
but also an important social problem in many economically  function of the left ventricle (LV), which is usually evaluated
developed countries, as it leads to early disability of patients, by its ejection fraction (EF). However, in some patients, the
reduced quality of life and its duration [29]. According to the  signs of inadequate blood supply are observed even in
European Society of Cardiology (ESC) [22], essential  slightly modified or normal LV systolic function. The
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percentage of this group of patients is quite high - 35%-50%
[15]. Asymptomatic diastolic dysfunction (DD) occurs in 28%
of American population (age 67 years), and in 27% of
European population (age 58 years). 17-25% of patients
diagnosed with CHF die within 12 months after
hospitalization [13]. Because of that, success in timely
diagnosis, prevention and treatment of EH and CHF on its
background, are closely related to study of mechanisms of
their development and progression [2, 22].

During the last 20 years the role of AT1R polymorphism
in the development of EH and CHF is emphasized. A number
of such studies were carried out among the residents of
Podillya region. In studies conducted by Sakovich O.0. [24],
the inheritance of genotypes of AT1R gene with the presence
of allele C-AC and CC - by female patients with EH was
proved to be associated with primary identification of severe
and eccentric left ventricular hypertrophy (LVH), DD by
pseudonormal and restrictive types, systolic dysfunction of
the LV myocardium. Inheritance of CC genotype by EH female
patients with the signs of heart failure stage IlIA was
associated with higher levels of blood pressure (BP): systolic
BP (SBP) - irrespective of the state of LV systolic function,
and diastolic blood pressure (DBP) - in those with left
ventricular systolic dysfunction. In the study of Starzhynska
O.L., the carriage of C allele of AT1R gene was found to be
associated with significantly high risk of developing
hypertensive disease in males, residents of Podillya region,
and the presence of C allele significantly correlated with
pronounced pathological changes in the state of the heart
and vascular endothelium [25].

In the study by Chandra S. et al. (2014), carriership of
allele C of AT1R gene was found to be associated with high
levels of blood pressure and development of essential
hypertension, as well as high cardiovascular risk [10].

Two phenotypic responses in the form of CHF with
different values of LV EF may be associated with the same
initial reasons. Several studies have demonstrated that
formation of any CHF phenotype can be associated with
certain genetic factors, such as polymorphism of cytokine
axis genes, NO-synthetase, angiotensin converting enzyme
and AT1 receptors, fibroblast growth factor superfamilies,
tumor necrosis factor-alpha, receptors to endogenous
catecholamines [8, 9, 20].

Taking into consideration the fact that intensity of heart
and vessels remodeling is associated with anti-
inflammatory reaction of low intensity, being realized by
involvement of promitotic, prooxidant, fibroplastic and
neurohumoral factors, one of the methods to assess the
contribution of these factors in evolution of HF is the use of
molecular biological indicators [5]. To improve the prognosis
and to determine the risk of cardiovascular mortality in
patients with HF, the search is made for biomarkers that
would increase the probability of accurate diagnosis in the
presence of a small number of clinical symptoms.

The reference marker for the diagnosis of acute CHF
and its exacerbation is brain natriuretic peptide (BNP) [1].

One of the main advantages of BNP use is the possibility to
distinguish dyspnea of cardiac origin from dyspnea caused
by respiratory system pathology [22]. One of relatively new
biomarkers is galectin-3. Its expression is minimal or
practically absent in healthy individuals, as well as in patients
with cardiovascular diseases in remission or compensatory
stage [16]. At the same time, it is maximal at the peak of
development of cardiac muscle fibrosis. Galectin-3
practically is not found in cardiomyocytes, whereas its high
levels are found in myocardial fibroblasts [21]. In the
myocardium galectin-3 stimulates rapid increase of
myofibroblast number and release of procollagen 1 in
extracellular matrix through paracrine effect, leading to cardiac
fibrosis [26]. When there are no clinical manifestations of
HF but the ejection fraction (EF) is reduced, galectin-3 level
can increase [11]. The probability of 1.5 times increase in
galectin-3 level in Ukrainian patients with CHF and EH were
noted in the study conducted by Tseluyko V.I. et al. [27].
However, no additional factors were considered, namely the
etiology of EH, presence of left ventricular hypertrophy (LVH)
and its variants, the carriership of polymorphic variants of
AT1R gene, etc. The question arises of whether it is possible
to consider galectin-3 a marker not only of the fibrosis
processes in the myocardium, which clearly can be marked
in overt CHF, but also of their beginning in the development
of either type of hypertrophy. On the other hand, to what extent
are those processes influenced by the carriership of AT1R
gene, which can be a factor causing the development of EH
and CHF? Understanding these processes can contribute
to more effective primary and secondary prevention of chronic
heart failure.

It is galectin-3 that is the marker of the same fibrotic
processes underlying CHF. So another question arises of
whether it is possible to use galectin-3 levels for screening
of candidates for the development of CHF in EH.

Objective: to determine the role of galectin-3 as a marker
of structural and functional changes of the myocardium in
males with essential hypertension and CHF, carriers of
polymorphic AT1R genes, residents of Podillya region of
Ukraine.

Materials and methods

The study was performed according to the standards of
proper clinical practice and the principles of Helsinki
Declaration. A written informed consent was received before
enrollment of participants in the study.

The following males - residents of Podillya region were
studied: 79 men aged 40-60, average age 57.06+0.50 years,
with no signs of cardiovascular disease, 62 men, average
age 49.1910.66 years, with stage Il hypertensive disease
and 50 men, average age 50.14+0.99 years, with EH
complicated by CHF. During enrollment of males in the
groups of patients with stage Il EH and EH complicated by
CHF, the following factors were considered: verified
diagnosis of EH (with obligatory exclusion of symptomatic
hypertension), the presence of LVH, confirmed by clinical
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and instrumental examinations. Exclusion criteria were
symptomatic arterial hypertension, impaired renal function
and liver, coronary heart disease developed prior to EH,
endocrine, hematological, neoplastic and autoimmune
disorders, complications of EH - myocardial infarction, acute
cerebrovascular accident. In study patients with EH, the
diagnosis of concomitant coronary artery disease was
excluded after assessment of pre-test probability of the
disease on the basis of simple clinical indicators -
complaints, anamnesis of the disease, detailed data
analysis of outpatient cards of patients, results of ECG at
rest and ultrasound examination of the heart at rest.

All the males were inpatients at Vinnytsia Regional
Specialized Clinical Hospital of Radiation Protection of
Ministry of Health of Ukraine and Military Medical Clinical
Center of Central Region of Air Forces of Ukraine, and were
also observed on outpatient basis from December 2013 to
July 2014.

To determine alleles of polymorphic site (A1166C) of
angiotensin Il type 1 receptor (AT1R) gene, genomic DNA
was isolated from venous blood leukocytes using "Set for
separation of DNA/RNA from blood serum or blood plasma"
(Private enterprise "Scientific Production Company "LitTech",
Russia).

Blood sampling was done in fasting state from cubital
vein in the amount of 4ml whole blood into cooled
polypropylene tubes, containing EDTA (1mg/1ml of blood).
The collected material was stored at - 20°C for no more than
6 months before the analysis initiation. Polymerase chain
reaction technique was used. Genotyping of AT1R gene was
carried out in cooperation with Scientific and Research
Institute of Genetic and Immunological Foundations of
Pathology and Pharmacogenetics at Higher State
Educational Institution "Ukrainian Medical Academy of
Dentistry" (Poltava, chief - prof. Kaidashev I.P). To determine
alleles of polymorphic site (A1166C) of AT1R gene, genomic
DNA was isolated from venous blood leukocytes.

To determine plasma concentration of BNP in study
patients, strip immunoassay analyzer "HumaReader single"
(Germany) at wavelength of 450 nm and differential filter
620 nm was used, supplied with standard set of Peninsula
laboratories Inc. (USA). Blood sampling for analysis was
done in fasting state at 8 a.m. from cubital vein in the amount
of 3ml whole blood by cooled syringe into cooled
polypropylene tubes, containing EDTA (1mg/1ml of blood)
and aprotinin (500U per 1 ml of blood). Immediately after
sampling, the whole blood was centrifuged for 15 minutes
at 0°C (1600 rpm). The resulting plasma was transferred to
Ependori type polypropylene tube. Maximum period of
sampling material preservation at -32°C before initiation of
enzyme immunoassay did not exceed 6 months.

Plasma galectin-3 concentration of study patients was
determined by enzyme-linked immunoassay using standard
set of reagents produced by Bender MedSystems GmbH
(Austria), and "Stat Fact 330" apparatus.

The analysis was carried out in clinical diagnostic

laboratory of private laboratory center "Center B" (date of
laboratory certification - March 5, 2014). Laboratory director
S.0. Stepanets was executive in charge. Detection of
galectin-3 level is indicated in attestation certificate of the
laboratory. Reference value of plasma galectin-3
concentration - 0.0-2.28 ng/ml, average level - 0.54 ng/ml.

Blood sampling was done in fasting state from cubital
vein in the amount of 2ml whole blood at 8 a.m. Then 0.5 ml
of plasma was separated, time between sampling of whole
blood and plasma separation was less than 30 min. The
separated plasma was frozen at -25°C.

Frequency distribution of polymorphic genes in the
population was tested according to Hardy-Weinberg
equilibrium law using GeneXpert calculator for calculation
of a number of statistical parameters in case-control studies
which use SNP (gen-exp.ru). ECG registration was done
according to conventional method using 12 standard leads.
Blood pressure was measured according to
recommendations of WHO experts. Evaluation of parameters
of systemic and intracardiac hemodynamics was performed
using echocardiography on echogram RADMIR ULTIMARA
(Kharkiv, Ukraine). Left ventricular muscle mass index
(LVMMI) was calculated using Penn Convention formula:
LVMMI=1.04[(EDS+PWT+IVST)*-EDS®)-13.6, where EDS -
end diastolic size, PWT - posterior wall thickness, VST -
intraventricular septum thickness. LVMMI>115r/m? was
considered the criterion of LVH for males according to clinical
recommendations of the European Society of Hypertension
(ESH) and the European Society of Cardiology (ESC) to
treatment of arterial hypertension (2016) [2].

LVMMI below 170 g/m? denoted moderate LVH, while
that over 170 g/m? was indicative of severe LVH. Calculation
of relative wall thickness (RWT) of the left ventricle by the
formula (2 x PWd)/EDS, where PWd - posterior wall thickness
in diastole, EDS - end diastolic size) allows to distinguish
increased mass of the LV to concentric (LV RWT>0.42) and
eccentric (LV RWT<0.42) hypertrophy and allows to
distinguish concentric left ventricular remodeling (normal
LVMM with increasing LV RWT>0.42). The following
transmitral flow parameters were studied in pulsed wave
Doppler regime: maximum velocity of rapid early diastolic
filling (E) and maximum speed (A) of left ventricular filling
during systole of the left atrium (cm/c), their ratio (VE/VA).
Diastolic LV function was assessed according to current
recommendations [22]. Systolic function of the LV
myocardium was evaluated by ejection fraction (EF). EF>40%
was indicative of preserved systolic function.

Mathematical processing was performed on a personal
computer using standard statistical package "Statistica
10.0".

For initial preparation of tables and intermediate
calculations Microsoft Excel package was used.

Calculated the primary statistical indicators, identified
the differences between the groups by statistical
characteristics. All data is presented in the form of average
(M) and standard deviation (+o). Differences between the
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samples distributed according to the law of normal
distribution, were evaluated for Student's t-criterion (t) for
unbound measurements.

Results

Considering vital importance of C allele carriership as
one of the prognostic signs of EH, as has been emphasized
earlier, we conducted frequency distribution of gene variants
and alleles of AT1R gene among males, residents of Podillya
region of Ukraine, ill with EH and resultant CHF. According to
the data obtained, the distribution was found to correspond
to Hardy-Weinberg equilibrium. Predominance of genotype
frequency which include C allele of AT1R gene was found in
males with EH and CHF, included in study population, (Fig.
1), this being consistent with other authors.

To make further analysis easier both in patients with EH,
and EH and CHF, as well as in the group of individuals with
no cardiovascular disease, - those with genotypes which
include C allele (A1166C and C1166C), it was decided to
combine them in one group - the carriers of AT1R gene C
allele.

According to results obtained in the study of biomarkers
concentrations, plasma level of galectin-3 and BNP in
patients with EH of various stages, men of 40-60 years,
residents of Podillya region of Ukraine, are different
depending on the constitutional characteristics, severity of
the disease and inheritance of different genotypes of AT1R
gene. It is noteworthy, that among the patients with EH,
regardless of the stage of disease, higher plasma
concentrations of galectin-3 and brain peptide were identified
in the carriers of C allele than in homozygotes A1166A of
AT1R gene. Galectin-3 level was found to be was significantly
higher in male patients with EH and CHF as compared to
those with stage Il EH (p<0.05) (Table 1).

Pathophysiology of CHF is directly related to remodeling
of the LV, fibrosis of the myocardium being one of its
characteristic features [17]. Galectin-3 induces the

% 70 7762.03
60

50 4

40

30 4

20 4

10 A

Men with no Patients with stage Il  Patients with EH
cardiovascular EH (n=62) complicated by CHF
pathology (n=79) (n=50)

B Genotype A1166A M Genotype A1166C Genotype C1166C

Fig. 1. Frequency distribution of genotypes of AT1R gene among
males, residents of Podillya region of Ukraine, with stage Il EH and
EH complicated by CHF, (%). * - difference between the indices is
significant (p<0.05) when compared with A1166A genotype within
the group.

processes of proliferation of fibroblasts, collagen synthesis
and expression of cycline D1. Table 2 presents the levels
galectin-3 and BNP in male patients with EH at different
stages of LV hypertrophy.

According to our data, galectin-3 and BNP levels were
significantly higher in the carriers of AT1R gene C allele and
in the patients with severe and eccentric LV hypertrophy.

The next step was to determine the changes of
biomarkers in the development of different variants of
myocardial dysfunction.

Among male patients with stage Il EH, diastolic
dysfunction was registered in 8 patients (40.00%) -
homozygotes of A1166A genotype, and 12 patients (60.00%)
- carriers of AT1R gene C allele (p>0.05). It should be noted
that no systolic dysfunction was registered in patients with
stage Il EH.

Normal transmitral flow (TMF) and preserved diastolic
function was observed in 21 individuals (72.41%) -
homozygotes of A1166A genotype, and 22 patients (66.67%)

Table 1. Blood plasma galectin-3 and BNP levels in males with no cardiovascular pathology, patients with EH and EH complicated by CHF,

carriers of different variants of AT1R gene (ng/ml, pcg/ml).

Groups

Blood plasma galectin-3 level

Blood plasma BNP level

Males with no cardiovascular pathology (n=79)

7.031£0.127 (n=79) (1)

21.74%0.5 (n=79) (1)

Homozygotes of A1166A genotype

6.82420.251 (n=49) (2)

20.05£2.02 (r=49) (2)

C allele caniers

7.363+0.405 (n=30) (3)

21.88+0.62 (=30) (3)

Patients with stage Il EH (n=62)

21.31#0.22 (n=62) (4)

77.40£2.85 (n=62) (4)

Homozygotes of A1166A genotype

20.82+0.51 (n=29) (5)

56.56£0.90 (n=29) (5)

C allele caniers

22.87+0.56 (n=33) (6)

88.79£2.97 (n=33) (6)

Patients with EH and CHF (n=50)

46.65%2.18 (n=50) (7)

185.9%5.7 (n=50) (7)

Homozygotes of A1166A genotype

44.27+2.77 (n=24) (8)

163.5+6.8 (n=24) (8)

C allele caniers

59.23+3.39 (n=26) (9)

216.2¢5.3 (n=26) (9)

p,,>0.05; p, ,<0.0001; p, ,<0.0001;

P;.5<0.0001; p, ,<0.05; p, ,<0.0001;
p,,<0.0001; p, ,<0.0001; p, .<0.0001;

P, ,<0.0001; p, .<0.0001; p, ,<0.05

p,,>0.05; p, ,<0.0001; p,,<0.0001;

P ,<0.0001; p, ,<0.05; p,,<0.0001;
p,,<0.0001; p, ,<0.0001; p, ,<0.0001;

P,;<0.0001; p, .<0.0001; p, ,<0.05
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Table 2. Blood plasma galectin-3 and BNP levels in male patients with stage Il EH and various types of LV hypertrophy, carriers of

polymorphic variants of AT1R gene (ng/ml, pcg/ml).

Paient group 1. Galectin3 level in AA| 2. Galectin3 levelin | 3. BNP level in AA 4. BNP level in o<0.05
homozygotes carriers of C alleles homozygotes camiers of C alleles

1. E‘:f%’ﬁ,‘:f':::ﬁ;e I 20.77+0.56 (r=18) 25.82+0.67 (n=26) 49.2131.39 (=18) | 82.31%1.17 (=26) | p,,.p,,

2 Zﬂ’:eéﬁ,‘:f'(hr:ﬁge I 21.99+1.34 (r=7) 29.15%1,00 (n=11) 53.59+1.01 (n=7) | 97.73%1.20 (n=11) | p,., p,,

3. Ef_ﬁnrfv‘;‘_l'":’;??ge I 25.33+1.75 (=25) 31.29+0.57 (n=28) 50.7841.23 (n=25) | 93.03%1.48 (=28) | p,,.p,,

4. P::?S"f_\mﬁ(’;'g)ge I 32.9140.54 (r=4) 38.50£0.38 (n=5) 49.14%1.86 (n=4) 93.44:1.87 (=5) | p,.,, p,,
p<0.05 p,,>0.05; p, >0.05 p,.>0.05; p, >0.05 p,,>0.05;p, >0.05 | p,,>0.05;p,,>0.05

Note: CLVH - concentric left ventricular hypertrophy; ELVH - eccentric left ventricular hypertrophy; MLVH - moderate left ventricular

hypertrophy; SLVH - severe left ventricular hypertrophy.

- carriers of C allele (p>0.05). Impaired TMF, its hypertrophic
type, was registered in 7 individuals (24.14%) - homozygotes
of A1166A genotype, and 10 patients (30.30%) - carriers of
AT1R gene C allele (p>0.05) (Fig. 2).

Plasma levels of galectin-3 and BNP in patients with
stage Il EH and EH and CHF, at different TMF types, were
found to be significantly higher in carriers of AT1R gene C
allele than in A1166A homozygotes (p<0.05). In addition,
concentrations of galectin-3 and BNP in patients with EH
and CHF with hypertrophic type of TMF, were higher than in
those with stage Il EH, both in carriers of A1166A genotype
and in carriers of AT1R gene C allele at the appropriate TMF
type (p<0.05).

Thus, males with stage Il EH - A1166A homozygotes,
and carriers of AT1R gene C allele, regardless the state of
diastolic function, had higher plasma levels of galectin-3
and BNP than those with no cardiovascular pathology
(p<0.05), but significantly lower ones than patients with EH
and CHF - carriers of corresponding genotypes (p<0.05).
The highest concentrations of galectin-3 and BNP were
observed in patients with EH and CHF with diastolic
dysfunction of LV and FV<40% - carriers of AT1R gene C
allele.

Analysis of frequency distribution of AT1R gene genotypes
in males with EH and CHF at EF>40% and EF<40%
demonstrated that the first group included 36 patients -
homozygotes of A1166A genotype, and the second one - 14
men - carriers of C allele - patients with EH and CHF. Carriers
of AT1R gene C allele significantly dominated in the group of
patients with EF<40% - 85.71% (n=12) (p<0.05) (Fig. 3).

Galectin-3 and BNP levels in patients with EH and CHF
with different ejection fraction were calculated (Fig. 4). The
higher values of these biomarkers were found in patients
with decreased ejection fraction. However, the degree of
increase of biomarkers was different in carriers of
polymorphic AT1R genes.

Significantly higher values of galectin-3, BNP, LVMMI, LP
were detected in patients with EH and CHF with EF>40%,
carriers of AT1R gene C allele, than in A1166A homozygotes.

% g 72.41

Homozygote A1166A (n=29) Carriers of alleles C (n=33)

M Normal TBF ™ Hypertrophic type TBF Pseudonormal type TBF

Fig. 2. Types of transmitral blood flow in male patients with stage
Il EH, carriers of different variants of AT1R gene, (%). * - difference
of indicators is significant at (p<0.05) as compared to pseudonormal
type of TMF within each group.

%
0 85.71

80 4
701 61.10
60 4
50 4
40 A
30 4
20 4
10 9
0

Homozygote A1166A (n=24) Carriers of alleles C (n=26)

W EF>40% B EF<40%

Fig. 3. Frequency distribution of AT1R gene genotypes in male
patients, with EH and CHF at EF>40% and EF<40%, residents of
Podillya region of Ukraine, (%). & - the difference of indicators is
statistically significant (p<0.05) when compared between
genotypes of AT1R gene.

Hemodynamic parameters (SAP and DAP) proved to be
higher in carriers of allele C, corresponding to EH of Il degree,
and A1166A homozygotes of AT1R gene, corresponding to
EH of | degree (p<0.05).

Among patients with CHF and EF<40%, carriers of AT1R
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M Galectin-3 ™ BNP

Fig. 4. Frequency distribution of AT1R gene genotypes in male
patients with EH and CHF at EF>40% and EF<40%, residents of
Podillya region of Ukraine, (ng/ml; pg/ml). & - difference of indicators
is statistically significant (p<0.05) when compared between the
groups of patients with different EF.

gene C allele, the highest indices of galectin-3, BNP, LVMMI,
LP were registered. BP was also higher in carriers of allele
C, corresponding to Il degree of EH, and in A1166
homozygotes of AT1R gene, corresponding to Il degree of
EH.

The question rose, to what extent the levels of biomarkers
reflect total changes in the myocardium, leading to the
development of CHF, and whether their concentrations are
influenced by myocardial hypertrophy type.

To answer those questions, first the levels of galectin-3
and BNP in eccentric left ventricular hypertrophy (ELVH) and
concentric left ventricular hypertrophy (CLVH) were analyzed.
Patients with EH and CHF, with ELVH, carriers of AT1R gene
C allele, had higher levels of plasma concentrations of
galectin-3 (29.15 ng/ml in EH versus 55.16 ng/ml in EH and
CHF) and peptide (97.73 pg/ml in EH versus 208.9 pg/ml in
EH and CHF) as compared to those with CLVH. Galectin-3
level was 25.82 ng/ml in patients with EH and 61.6 ng/ml in
EH complicated by CHF, respectively, and peptide level was
82.31 pg/ml in uncomplicated EH and 198.08 pg/ml in EH
and CHF.

The next step was the analysis of galectin-3 and BNP
concentrations at EF 40%> and <40%. According to the data
obtained, levels of galectin-3 (83.89 pg/ml) and BNP (229.2
pg/ml) were significantly higher in individuals with EH and
CHF, CLVH and ELVH and FV<40%, carriers of allele C.

Discussion

AT1R gene is mapped in the 3rd chromosome (3g21-
3g25), it contains 5 exons, and today 16 structural
polymorphisms of this gene have been described. However,
it is polymorphism-change of adenine (A) to cytosine (C)
[23] at position 1166, that is associated with essential
hypertension [14, 19, 23], coronary artery disease [12] and
myocardial infarction [14]. According to our data, the carriers
of AT1R gene C allele dominated in study population of 40-
60 year old males with EH and EH complicated by CHF,
residents of Podillya region. They had higher BP levels, and

there is relationship between ELVH and impaired diastolic
function of the left ventricle by pseudonormal and restrictive
types. These data are similar to those received by Sakovich
0.0. (2011): carriership of genotypes of AT1R gene with C
allele is associated not only with higher degrees of
hypertension, but also with the presence of eccentric LVH
and dysfunction of the left ventricle in the form of
pseudonormal and restrictive types of transmitral flow, LV
systolic dysfunction. Those disturbances were especially
evident in patients with EH complicated by CHF [24]. In the
study of Blanar O.L. and Zhebel V.M. [7] the carriership of AC
genotype in male patients with EH was found to determine
77% probability for the development of HF with decreased
systolic left ventricular function (x?=8.86, p<0.05). There is
significant correlation between genotype AC and burdened
inheritance of EH and early CHF signs. According to A.M.
Bilovol et al. (2015), significantly higher levels of arterial
pressure, more evident disturbances in structural and
functional parameters of the heart and blood vessels are
more typical of genotypes AC and CC of AT1R gene than AA
genotype [6].

According to our data, levels of plasma concentrations of
galectin-3 and peptide were significantly higher in patients
with ELVH than those with CLVH. In the study of Beltrami M.
(2016) positive correlation between increased galectin-3
level and increased LVMMI, LA sizes and severity of diastolic
dysfunction were found [4]. According to Qiu-Sheng Yin et al.
(2014), concentrations of galectin-3 and BNP were
significantly higher in the patients with EH as compared to
individuals with no cardiovascular diseases. Those indices
were also significantly higher in patients with CHF, developed
as a complication of EH with reduced EF than in those with
preserved ejection fraction [28].

In the works of Nikonova E.S. et al. (2013), positive
correlation between the level of BNP and end systolic volume
(ESV) was found only in patients with decreased EF, as well
as a marked increase in the level of BNP with the
progression of diastolic and systolic dysfunction [18]. Positive
correlation relationship between BNP level and systolic
arterial pressure, stroke volume (SV), end systolic volume
(ESV) and end diastolic volume (EDV) was found by D.A.
Andreev et al. (2007), that can be explained by increased
intraventricular pressure and distention of the left ventricle
[3].

All patients with EH and EH complicated by CHF had
significantly higher level of galectin-3 and BNP than
individuals with no cardiovascular disease, and it was
significantly higher in those with EH and CHF in FV<40%,
thus, those biomarkers can be used for screening of
individuals with hypertrophy and myocardial dysfunction to
direct them for follow-up examination (Echocardiography).

The results of the study allow further study of galectin-3
as a biomarker of the structural and functional state of the
myocardium in essential hypertension and chronic heart
failure in the presence of various comorbid conditions
(diseases).
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Conclusions

1. Blood concentration of galectin-3 and BNP in male
patients with stage Il EH and EH and CHF, regardless of the
level of LV EF, was significantly higher in C allele carriers
than in carriers of A1166A genotype of AT1R gene (p<0.05).

2. Carriership of C allele in the structure of AT1R gene in
patients with EH and CHF was associated with ELVH and
impaired diastolic function by pseudonormal and restrictive
types, which can be indicative of more severe disturbances
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FANIEKTUH-3 K MAPKEP TMEPTPO®Ii | AUCOYHKLIT MIOKAPLA Y YONOBIKIB XBOPUX HA ECEHLIANBHY TFIMEPTEH3IIO,
HOCIIB NONIMOP®HUX F'EHIB PELLENTOPY AHMOTEH3UHY Il TUNY 1

PyxaHcka B.O., Cieak B.I., Cakoeuy O.0., )Kebenb B.M.

OO0Hi€eo 3 OCHOBHUX emiono2iyHUX MPUYUH BUHUKHEHHS cepuyesoi HedocmamHocmi € eceHyianbHa 2inepmeHsisi. [iazHo3 cepuesol
HedocmamHocmi 3a38u4ali 8CMaHO8I0Mb Ha OCHO8I aHasidy icmopii Xxeopobu, pe3yribmamie exogpagidHoeo ma bioXiMiHHO20 06CMeXEeHHS
X80p020. HasigHicmb HOpmarnbHOI ¢hpakyii 8UKUOY He 8uKIoYae 3aduliKy kapliarbHo2o eeHesy. Mema - susHayumu posib 2arnekmuHy-3 sk
MapKkepa cmpyKmypHO-byHKUiOHanbHUX 3MiH Miokapda y 4oriosikie, X8opux Ha ecceHuianbHy ainepmexsito ma XCH Hociig ronimopgHux
2eHie AT1R, mewkaHuie Mo0inbCcbKk020 pezioHy YkpaiHu. Y 3a3Ha4yeHo20 KOHMUHeeHmy obcmexXeHUx euedanu KOHUEeHmpauiio 2anekmuHy-
3 ma Mo3k08020 Hampillypemu4Ho20 rnernmudy, NMOKa3HUKU UeHmparsbHOI ma cucmeMHOIi 2eModuUHaMIiKu y HOociig noniMopghHUX eapiaHmie
2eHa peuenmopy aHziomeH3uHy Il muny 1 (AT1R) e oci6 6e3 cepuego-cyduHHOI namornoeaii (n=79), Jonosikie X8o0pux Ha eceHyjianbHy
2inepmeHn3ito 3 2inepmpogpieto miokapda II-Ill cmyneHsi (n=62) ma 3 eceHuianbHHOK 2inepmen3ieto (n=50), wo ycknadHuUnack XPOHIHHO
cepuesoro Hedocmamuicmio. [eHomurysaHHs1 eeHa AT1R npoeoduru 3a O0rnoMoe20oko MosiMepasHoOI TaHUt020801 peakyi;, piseHb 2aneKkmuHy-
3 ma Mo3Kk08020 Hampillypemu4yHo2o rnernmuoy - iMyHogbepMeHMHUM aHasizoM. CmpyKmypHO-byHKUIOHabHI MOKa3HUKU Miokapda oujHrosaru
3a 00rMoMo2oK0 yrbmpassykogoz2o 0ocnioxeHHs Ha anapami "PAAMUP ULTIMARA". OmpumaHri daHi 06pobnsinu mamemamuy4yHO Ha
repcoHanbHOMy KOMI'tomepi 3 8UKoOpuCmaHHsIM cmaHd0apmHo20 cmamucmuyHoeo nakemy Statistica 10,0. Yci daHi npedcmasneHi y
8u2rsidi cepedHbo2o 3HaqeHHs1 (M) ma cmaHOapmHo20 eidxuneHHs1 (o). BusieneHo, wo y 4orosikie 3 eceHujanbHoto einepmersieto Il cmadil
i 3 eceHuianbHO 2inepmeHsiclo ma XPOHIYHOK cepuesoo HedocmamHicmio, WO B8uUHUKNa Ha ii mni, domiHytomb Hocii aneni C 2eHy
peuenmopy aHziomeH3uHy Il muny 1. KoHuyeHmpauis eanekmuHy-3 ma Mo3ko8oeo Hampillypemuy4Hoeo nenmudy 0oCcmosipHo suwa y
4os1086ikie 3 eceHUjanbHOK 2inepmeHsiero ma eceHuianbHOK 2inepmeH3ier | XPOHIYHOK cepuesoo HedocmamHicmio MopieHSIHO 3 ocobamu
6e3 cepueso-CyOUHHUX 3axeopiosaHb, @ maKox y Hociig aneni C e 2eHi peuenmopy aHeiomeHauHy Il mury 1. 3'coeaHo, w0 KoHUeHmpauis
biomapkepis, wWo sueyanu, byna suwa 8 ocib 3 8UPaXXEeHO ma eKCUEHMPUYHOK 2inepmpoghieto nis0eo WiyHoYKa ma rpu U020 MOHUKEHHI
pakuii sukudy. [aHi 6iomapkepu MOXymb 6ymu eukopucmani 8 KOMIMIEKCHIU OiaeHocmuyi 2inepmpogii 1i6020 wWiyHo4YKa cepusi rpu
eceHuianbHil einepmeH3ii ma npu po3gumMKy y nauieHmie XpOHIHHOI cepuegoi HedocmamHoCMI.

KnrouoBi cnoBa: noniMopghiam eeHa peuenmopy aHeiomeH3uHy Il muny 1 (AT1R), eanekmuH-3, Mo3kosuli Hampitlypemuy4Hul nenmuod,
CMpPYyKMypHO-QbYHKUIOHanbHI 3MiHU Miokapda, eceHuyianbHa 2inepmeH3isi, XpoHidHa cepuesa HedocmamHicme.

FANEKTWH-3 KAK MAPKEP TMMNEPTPO®UUN U ANCOYHKLIMM MUOKAPOA Y MY>KYUH C SCCEHLUWANBbHON TMNEPTEH3VUEMW,
HOCUTENEN NONMMOP®HbLIX FEEHOB PELLENTOPA AHTMOTEH3WHA 1l TUNA 1

PyxaHckasi B.A., Cueak B.I., Cakosuy E.A., )Kebenb B.H.

OOQHOU U3 OCHOBHbIX 3MUOIO2UYECKUX MPUYUH 803HUKHOBEHUSI cepdeyHoli HeGocmamoYHOCMU S&MsIemcs 3CCeHyuarnbHasi 2unepmeH3ust.
HuaeHo3 cepdeyHol Hedocmamo4yHocmu 06bIYHO ycmaHaenuearm Ha OCHo8e aHasu3a ucmopuu 6ose3Hu, axozpaguye ckoeo u
buoxumuyeckoeo obcnedosaHusi 601bHO20. Hanuyue HopmarnbHOU hpakyuu ebibpoca He uckiroYaem 00bIWKY KapduaribHO20 2eHe3a.
Lenb - onpedenums ponb 2anekmuHa-3 Kak mMapKepa CmpyKmypHO-bYHKUUOHAbHbIX U3MEHEHUU Muokapda y MYXYuH, 605bHbIX
acceHyuanbHou eunepmeH3uel u XCH Hocumenel nonumopgHbix 2eHo8 AT1R, xumenel Modonbcko20 pesuoHa YKpauHsbl. B
0603Ha4YeHHOM KOHMUHaeHme obcredyeMbix /Uy, U3yyanu KOHUeHmpayuro 2arekmuHa-3 u Mo3208020 Hampullypemuyeckoz2o nenmuoa,
rokasamesnu yeHmpasbHoU U cucmeMHol 2eMoOuHaMuKu y Hocumernel nonuMopghbHbIX 8apuaHmos 2eHa peuyenmopa aHauomeHsuHa Il
muna 1 (AT1R) y nuy, 6e3 cepdedHo-cocyducmoli namosnoauu (n=79), Myx4uH 60/bHbIX acceHyuanbHoU aunepmeHauel ¢ aunepmpogpuel
muokapOa lI-lll cmeneHu (n=62) u ¢ acceHyuanbHoU eunepmeH3uel (n=50), komopas ycroXHunacb XpoHUYecko U cepdeyHol
HedocmamoyHocmbro. [eHomunuposaHue eeHa ATTR nposodusiu ¢ rMoMoWwbio nosiuMepasHol uernHol peakyuu, YpoeeHb 2anekmuHa-3 u
M03208020 Hampullypemudyeckoeo nenmuoda - UMMYHOGepPMEHMHbIM aHanu3omM. CmpyKmypHO-byHKUUOHaIbHbIE MoKkasamesiu Muokapda
oueHusasnu ¢ MoMoWwbio yrbmpasgykoeozo uccredosaHusi Ha annapame "PAAMUP ULTIMARA". lNony4yeHHbie OaHHbie obpabambieanu
MameMamuy4ecKu Ha MepcoHasibHOM KOMIIbIomepe C UCMo/b308aHUeM cmaHOapmHo20 cmamucmuyeckoeo nakeme Statistica 10,0. Bce
OaHHble npedcmaerieHbl 8 gude cpedHez20 3HadeHus1 (M) u cmaHdapmHO20 OMKITOHEHUS (+0). BbIsSI8reHO, Ymo y MY>XYUH C 3CCeHyuarnbHoU
a2unepmeHauell Il cmaduu u ¢ acceHyuanbHoU 2unepmeH3uell u XpoHu4deckol cepdeqyHol Hedocmamo4YHOCMbI0, Komopasi 803HUK/Ia Ha
ee ¢hoHe, domuHuUpyrom Hocumenu anenu C eeHa peyenmopa aHeuomeH3duHa Il muna 1. KoHueHmpayusi eanekmuHa-3 U M03208020
Hampulypemu4yeckoeo nenmuda docmogepHO 6osiee 8bICOKasi ¥ MyXYUH C 3CCeHyuanbHoU eurepmeH3uel U 3cceHyuasibHoU
a2unepmeH3uell u xpoHu4Yeckol cepldedHol HeAOCmMamo4YHOCMbIO 10 CpasHEHUo ¢ nuyamu 6e3 cepdedHo-cocyducmbix 3abonesaHull, a
makxe y Hocumenel anenu C e eeHe peuenmopa aHauomeHsuHa Il muna 1. BbisicCHEHO, YMO KOHUeHmpauusi usyyaembix 6UOMapKepos
bbina bonee 8bICOKOU y JUY, C 8bipaxXeHHOU U aKcueHmpudyeckol aurnepmpoghueli 51e8020 xenydoyka U rnpu e20 CHUXEHUU gpakyuu
eblbpoca. [aHHbie buomapkepbi Mo2ym 6bimb UCMOIb308aHbl 8 KOMIIIEKCHOU OuasHOCMUKe aunepmpogbuu 51eeo20 xesnydodka cepoya
fpu 3cceHyuansbHoU aunepmeH3uu U fpu pa3sumuu y nayueHmos XpoHuU4eckol cepO0eqyHol HedocmamoYHOCmu.

KnioueBbie crioBa: rnoriumMopghuam eeHa peuernnmopa aHauomeHsuHa Il muna 1 (AT1R), eanekmuH-3, M0320680U Hampulypemudeckuti nernmuo,
CMPYKMYPHO-OYHKYUOHaITbHBIE U3MEHEHUS] MUOKapOa, 3CCeHyuarbHasi 2UnepmeH3us], XpoHU4eckasi cepdedHasi HeAocmarmoYHOCMb.
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The difference in the characteristics of craniofacial structures in different races and
ethnicities established in many studies requires the creation of a normative basis for
teleroentgenographic indices and indices characteristic for a particular ethnic group.
The purpose of the work is to set the cephalometric parameters by W. Downs for young
men and women from Podillia region of Ukraine with orthognathic bite and compare the
results with the data proposed by the author of the technique. With the device
Veraviewepocs 3D device, Morita (Japan), 38 young men (17 to 21 years of age) and 55
young women (aged from 16 to 20 years) with orthognathic bite (normal occlusion close
to orthognathic bite) received and analyzed lateral teleroentgenograms. Cephalometric
points and measurements were performed in accordance with the recommendations of
W. Downs (1948). Anatomical points were determined taking into account
recommendations A.E. Athanasiou (1997), S.I. Doroshenko and Y.A. Kulginsky (2007).
The statistical processing of the obtained results was carried out in the licensed
package "Statistica 6.0" using nonparametric methods for evaluating the obtained
results. As a result of the research, virtually no sex differences in cephalometric
parameters by W. Downs between adolescents from Podillia with orthognathic bite
were found. When comparing the cephalometric parameters obtained by W. Downs
from similar figures obtained in Ukrainian young men and women with orthognathic
bite, regardless of gender, established significantly lower values of Cant Occlusal
Plane (angle POr-DOP) and angle I, as well as significantly higher values were
established for angle 1I-DOP, angle 1I-MeGo and distance 1u-APog in Ukrainian young
men and women of Podillia. The obtained results indicate the need to create a normative
base for cephalometric standards by W. Downs for the population of different regions
of Ukraine, taking into account gender and age belonging.

Keywords: skull, cephalometry, Downs analysis.

Introduction

One of the first in 1948, Wiliam Downs outlined a
technique for cephalometric analysis and recommendations
for its clinical application as a result of the study of 10 boys
and 10 girls aged from 12 to 17 who had "perfect occlusion”
[10]. The proposed method consists of ten indicators that
are equally divided into skeletal and dental ones. And for a
more easy perception and interpretation of the meanings, a
graphic polygon [11] with average values for each indicator
and the limits of its deviations was developed. According to
R. G. Keim et al. [16] method has gained great popularity
and was used from 11.1 to 26.3% of dental practitioners
from 1986 to 2008. The Center for the Study of Human Growth
and Development, at the University of Michigan in 1974, for
all indicators based on the study of 83 people aged from 6 to

16 years, were defined average standards for each child's
age [18]. But it should be borne in mind that the
understanding of true occlusion relates to the harmonious
features of the person and takes into account the individual
ethnic, age and sexual characteristics, which according to
various studies vary considerably [1, 4, 12, 19, 20].

Since in different races and ethnicities the characteristics
of craniofacial structures vary considerably, this situation is not
caused by any curiosity of researchers with regard to the study
and creation of a normative basis for teleroentgenographic
indices and indices characteristic of a particular ethnic group
[3, 4, 13, 17, 21]. As these studies indicate significant variations
in the various cephalometric indices, the question arises as to
the correctness of the application of nommative data obtained in
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Fig. 1. A (subspinale) - point A by Downs, the most posteriorly
located point of the anterior contour of the upper jaw; ADP (front
locking point by Downs) - middle of vertical incisal overlap between
the cutting edges of the middle incisors of the upper and lower
jaws, the middle of the vertical and arched gaps between the medial
incisors; Ar (articulare) - intersection of the anterior surface of the
main part of the occipital bone with the back surface of the cervix of
the mandible; Gn (gnation) - the place of connection of the lower
edge of the mandible and the outer contour of the ossified symphysis,
the anterior point on the lower contour of the body of the mandible;
Is1u (incision superior) -point located on the cutting edge of the
upper middle cutter; Me (menton) - the lowest point on the ossified
symphysis of the mandible; N (nasion) - the foremost point of the
fronto-nasal seam, joints of the frontal and nasal bones in the medial-
arterial plane; Or (orbitale) - the lowest part of the infraorbital region,
is located on the orbital edges of the caudal bone; PDP (posterior
Downs point) - middle of the surface of the closure of the near edge
of the first upper and lower molar teeth; Po (porion) -placed on the
upper edge of the external auditory hole; Pog (pogonion) - the most
forward point of the bony pectoral projection; S (sella) - constructive
point in the center of the Turkish saddle; tGo - the projection point on
the angle of the mandible, is formed at the intersection of the lines,
one of which is the tangent to the posterior margin of the branch of
the mandible from the point Ar, second is the tangent to the lower
edge of the body of the mandible from the point Me (usually a few
millimeters lower and more distant than a point Go); 1 - angle
POr_NPog; 2 - angle of Convexity; 3 - Mandibular Plane Angle; 4 - Y-
Axis; 5 - Cant of Occlusal Plane; 6 - distance 1u_APog.

the study of another population, for the residents of Ukraine.
This calls for further researches.

The purpose of the work - to establish cephalometric
parameters by W. Downs in young men and women from
Podillia region of Ukraine with orthognathic bite and compare
results with the data suggested by the author of the technique.

Materials and methods

With the device Veraviewepocs 3D device, Morita (Japan),
38 young men (17 to 21 years of age) and 55 young women
(aged from 16 to 20 years) with orthognathic occlusion

(normal occlusion close to orthognathic bite) received and
analyzed lateral teleroentgenograms.

Cephalometric points and measurements were carried
out in accordance with the recommendations of W. Downs
[10]. Anatomical points were determined taking into account
the recommendations of A. E. Athanasiou [2] and S. I.
Doroshenko and Y. A. Kulginsky [9].

According to the method of W. B. Downs studied the
following indicators (Fig. 1, Fig. 2):

- angle POr_NPog - Facial Depth, angle formed by the
reference lines Po-Or and N-Pog;

- angle NAPog - Angle of Convexity, formed by the
reference lines N-A and A-Pog;

-angle AB_NPog - AB Plane Angle, formed bythe reference
lines A-B and N-Pog (angle of the plane A-B, defines the
position of the plane A-B in relation to the N-Poqg);

- angle POr_MeGo - Mandibular Plane Angle, angle
between the mandibular plane and the Frankfurt Horizontal,
formed by the reference lines Po-Or and Me-tGo;

- angle POr_GnS - Y-Axis, determines the cant of the y-
axis in relationship to the Frankfurt Horizontal, formed by the
reference lines P-Or and S-Gn;

- angle POr_DOP - Cant of Occlusal Plane, determines
the angle of the occlusal plane in relationship to the Frankfurt
Horizontal, formed by the reference lines Po-Or and ADP-
PDP (occlusal plane);

- angle Il - ll, angulation of axes of upper to lower incisor,
formed by the reference lines Ap1u-IsiL (central axes of the

Ay

.
¥
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Fig. 2. A (subspinale); Ap1L (apex first inferior incisor); Ap1u
(apexfirst upper incisor); Ar (articulare) - intersection of the anterior
surface of the main part of the occipital bone with the back surface
of the cervix of the mandible; B (submentale) - point B by Downs,
the deepest point on the anterior contour of the mandible; /s7L
(incision inferior) - point located on the cutting edge of the lower
middle cutter; Is1u (incision superior); Me (menton); N (nasion);
Pog (pogonion); tGo; 1 - AB Plane Angle; 2 - Il angle; 3 -Angle
1I_DOP; 4 - Angle 1I_MeGo.
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upper central incisor) and Ap1L-Is1L (central axes of the
lower incisor);

- angle 11_DOP - formed by the reference lines Ap1L-
Is1L (central axes of the lower incisor) and ADP-PDP (occlusal
plane), measures of deviation from the right angle with a
positive value in the direction of the clockwise, with a negative
if countrclockwise;

- angle 11_MeGo - Determines the position of the axes of
the mandibular incisors (Ap1L-Is1L) in relationship to the
mandibular plane (Me-tGo);

- distance 1u_APog - distance from the incisal edge of
the most prominent upper incisor (Is1u) to the reference
line A-Pog.

The statistical processing of the obtained results was
carried out in the licensed package "Statistica 6.0" using
nonparametric methods for evaluating the obtained results.

Results

The cephalometric parameters by W. Downs (mean with
standard deviation and percentile velocity) in young men
and women from Podillia region of Ukraine with orthognathic
bite are presented in Table 1.

When comparing cephalometric parameters by W.
Downs between young men and women from Podillia region
of Ukraine with orthognathic bite, only significantly higher
(p<0.05) values of Cant of Occlusal Plane (POr-DOP) were
found in young women (see Table 1).

When comparing the cephalometric parameters
obtained by W. Downs with the indices obtained in young
men and women from Podillia with orthognathic bite,
established significantly lower (p<0.05-0.001) values of Cant
of Occlusal Plane (angle POr-DOP) and angle I, as well as
the tendency (p=0.064 and 0.072) to the lower values of the
Y-axis (angle POr-GnS) in Ukrainian young men and women

with orthognathic bite (Table 2). Conversely, the value of angle
11-DOP, angle 1-MeGo and distance 1u-APog in Ukrainian
young men and women with orthognathic bite is significantly
(p <0.01-0.001) greater than the cephalometric parameters
obtained by W. Downs (see Table 2).

Discussion

When comparing cephalometric parameters used in the
Downs analysis between young men and women from
Podilia with orthognathic bite, there is practically no gender
discrepancy between the values of these indices. Only the
value of the indicator of Cant Occlusal Plane (POr-DOP) in
young men is significantly higher than that of young women.
Since persons with second-degree pathology according to
Engle have a more vertically arranged closure plane, and
patients with third-degree pathology by Engle have a more
horizontal locating plane, this indicator helps to orientate
towards the development of the face and determine the
person's belonging to one or another groups of anomalies
[10]. In previous studies, in the analysis of cephalometric
parameters by other methods, we, in contrast to the
cephalometric parameters by W. Downs, revealed
pronounced sexual differences [5-8, 14, 15].

Comparing the cephalometric parameters obtained by
W. Downs with the magnitude of the data obtained in the
young men and women of Podilia with orthognathic bite, we
established the pronounced differences only in the dental
parameters, namely: significantly lower values of Cant
Occlusal Plane (angle POr-DOP) and angle Il (which describes
both the vertical and horizontal parameters of the closing of
the incisors and in clinic, is very important in the consideration
of the stable position of the incisors and their operation [10]),
and also significantly higher values of the angle 1I-DOP
(which allows to estimate the location of the lower incisor to

Table 1. Limits of percentile scope (25p-1 -75p-I) teleroentgenographic indicators by the Downs method in Ukrainian boys and girls with

orthognathic bite.
Young men Young women
Indicators Mto | 25p-l, 75p-I Mo 25p-l, 75p-1 P
Skeleton analysis
POr-NPog (°) 89.25+3.26 86.6 - 91.0 88.57%2.91 86.5-90.6 >0,05
NAPog (°) 1.388+4.786 -2.3-53 0.996+5.077 -2.6 -4.3 >0,05
AB-NPog (°) -4.772+2.979 -6.3--2.6 -4.135%£2.912 -5.9--23 >0,05
POr-MeGo (°) 19.95+6.23 16.1-24.1 21.89%4.44 18.4 - 241 >0,05
POr-GnS (°) 57.64%3.85 56.2 - 59.9 58.02£3.06 56.5 - 60.4 >0,05
Dental analysis

POr-DOP (°) 5.350+3.779 26-7.5 7.264+3.727 48-9.9 <0,05
I (°) 130.6%7.1 126.0 - 134.9 130.5%8.0 125.4 - 135.5 >0,05
1LDOP (°) 21.67%5.69 18.1-25.8 19.69+6.52 15.5 - 24.5 >0,05
1-MeGo (°) 7.063%8.082 0.5-13.2 5.073+6.492 -1.1-9.6 >0,05
1u-APog (mm) 4.8891.609 40-58 4.553+1.902 32-58 >0,05

Notes: Mxo - average + standard deviation; p - the reliability of sizes differences between young men and women.
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Table 2. Comparison of teleroentgenographic indicators obtained
by W. Downs with Ukrainian young men and women with

orthognathic bite (Mc).
Indicators | Downs value | Young men Young women
Skeleton analysis
POr-NPog (°) 87.8%3.57 89.25+3.26 88.57+2.91
NAPog (°) 0.0£5.09 1.38814.786 0.996+5.077
AB-NPog (°) -4.613.67 -4.772+2.979 -4.135%2.912
POr-MeGo (°) 21.913.24 19.9546.23 21.89+4.44
POr-GnS (°) 59.413.82 57.6413.85 t 58.0213.06 t
Dental analysis
POr-DOP (°) 9.313.83 5.350%3.779 *** | 7.264%3.727 *
(°) 135.415.76 130.6x7.1 ** 130.58.0 **
1-DOP (°) 14.5£3.48 21.67+5.69 *** 19.6916.52 ***
1-MeGo (°) 1.4+3.78 7.063+8.082 *** | 5.07316.492 **
1u-APog (mm) 2.7£3,05 4.889+1.609 *** | 4.553%£1.902 ***

Notes: * ** ***

- significant differences (p<0.05, p<0.01 and

p<0.001) of corresponding indicators obtained by W. Downs method
with young men and women from Podillia region of Ukraine with
orthognathic bite; t - trends differences of corresponding indicators
obtained by W. Downs method with young men and women from
Podillia region of Ukraine with orthognathic bite.

the functional plane, and since the mandibular plane has
large fluctuations, especially in terminal skeletal profiles, the
definition of this indicator is very useful in treating and
evaluating the index of the position of the lower incisor in
relation to the mandibular plane [10]), angle 1l-MeGo (which
clinically helps to determine the position of the lower median
incisors not in relation to the facial planes, to which the lower
jaw may be located in different positions, namely to the
anatomical structure in which it is located [10]) and distance
1u-APog (which is used as a measure of evaluation of
maxillary denture protrusion and allows in milimeters to define
and interpret the position of the incisors in the sagittal plane
[10]) in Ukrainian young men and women with orthognathic
bite. Among the skeletal indicators, only the tendency towards
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BU3HAYEHHS HOPMATUBHUX LIE®ATIOMETPUYHUX MAPAMETPIB METOJOM W.DOWNS ANS YKPAIHCbKUX IOHAKIB |
AOIBYAT

Amimpiee M.O.

BcmaHoeneHa 8 6azambox OOCMIOKEHHSX 8IOMIHHICMb XapakmepucmuK KpaHioghayiarnbHUX CMpyKmyp y Pi3HUX pac ma emHocie
8uUMazae CmMeOopPeHHsI HopMamueHoi 6asu Onsi menepeHmaeHozspaghidHUX MoKasHuUKie ma iHOekcie, xapakmepHux Ors neeHoi e mHiYHOI
epynu. Llinb po6omu - ecmaHosumu ueghanomempudHi napamempu 3a W. Downs y toHakie i digdam [100inbcbk020 pecioHy YkpaiHu 3
OpMO2HamuUYHUM MPUKYCOM i NMopieHSImMuU pe3ynbmamu 3 0aHUMU, WO 3arnporioHo8aHi asmopoM MemoOuKu. 3a 00MOMOZ0t0 NpUCMpPOr
Veraviewepocs 3D, Morita (sinoHisi), y 38 toHakie (8ikom 8id 17 0o 21 poky) ma 55 digsam (sikom 6i0 16 do 20 pokig) 3 opmoeHamu4YHUM
MPUKYyCcoM (HOpMalibHOK OK/to3ieto HabnuxeHow 00 opmoeHamu4yHo20 fpukycy) bynu ompumaHi ma npoaHarnizoeaHi 6okosi
mernepeHmeaeHoepamu. LlechanomempuyHi moyku i eumiprosaHHs1 6ynu rposedeHi 32i0HO 3 pekomeHOauismu W. Downs (1948). AHamomidHi
MOYKU 8U3Ha4Yarnu 3 ypaxyeaHHsIM pekomeHoauyiti A.E. Athanasiou (1997), C.I. Jopowenko ma €.A. KynbeuHckoeo (2007). CmamucmuydHa
06pobka ompumaHux pesyribmamie nposedeHa 8 niyeHsiliHomy nakemi "Statistica 6,0" 3 sukopucmaHHAM HenapaMmempu4yHUx memodie
OUiHKU ompumaHux pe3yrnbmamig. B pe3ynbsmami npogedeHux O00CNiOXeHb Npakmu4yHo He 8usie/leHO cmamesgux po3bixHocmel
ueganomempuyHux napamempig 3a W. Downs mix toHakamu ma Oigdamamu [100inns 3 opmoaHamuyHUM rpukycom. [lpu rnopieHsHHI
ueghanomempuydHux napamempis, wo ompumari W. Downs 6i0 aHano2idHuUX MoKasHUKig, W0 ompumaHi 8 yKpaiHCbKUX roHakig i dig4am
3 OpMOo2HamMuU4YHUM MPUKYCOM He3anexHo 6i0 cmami, ecmaHoerneHi 00CmMOo8ipHO MeHWi 3Ha4eHHSI Haxusly OKIMH3IUHOI naowuHu (Kym
POr-DOP) ma kyma Il, a makox 0ocmosipHo 6inblui 3Ha4yeHHs1 eenuduHu Kyma 11-DOP, kyma 1-MeGo ma eidcmani 1u-APog e toHakig
i 0igsam [llodinns. OmpumaHi pesynbmamu ekadylomb Ha HeobXIOHiCMb cmeopeHHsT HopMamueHoi 6a3u yegharioMempuyHUX HopMamueie
3a W. Downs 0nsi HaceneHHs1 pisHUX peeioHie YKpaiHu 3 ypaxyeaHHsIM cmamegoi ma 6iKo8oi HarexHOCMi.

KntoyoBi cnoBa: yepern, yegpanomempisi, aHanisa Downs.

ONPEAENEHUE HOPMATUBHBLIX LE®ATTOMETPUYECKUX MAPAMETPOB METOAOM W.DOWNS A1 YKPAMHCKUX KOHOLLIEA
W OEBYLWUEK

Admumpues H. A.

YcmaHoeneHHoe 80 MHO2UX UCCrie008aHUsIX pasnuyue xapakmepucmuk KpaHuoghayuasbHbIX CMPYKmMyp 8 pasfudHbIX pac U 3mHOco8
mpebyem co30aHusi HopmamueHoU 6a3bi Orisi mesiepeHmaeHozpaghu4eckux rokasamerieli U UHOEKCo8 xapakmepHbIx 0nsi orpedeneHHol
amHudeckol epynnbl. Llens pabomei - ycmaHogums uegharomempuyeckue napamempsi no W. Downs y roHowel u 0esywek [1000r1bCKo20o
peauoHa YKpauHbl C 0pmo2HamuyeckuM MpUKycoM U cpasHUmb pesyrbmamsl ¢ OaHHbIMU, NpedrnoxeHHble asmopom mMemoduku. C
nomowbto ycmpolicmea Veraviewepocs 3D, Morita (SnoHusi), y 38 roHowel (8 so3pacme om 17 do 21 eoda) u 55 desoyek (8 so3pacme
om 16 0o 20 nem) ¢ opmoeHamuU4YeCKUM pPUKycoMm (HopmasibHOU OKKo3uel rnpubnuxeHHoU K opmo2Hamuyeckomy npukycy) bbinu
fonyyeHbl U npoaHanu3uposaHbl 6oKoeble menepeHmaeHoepamMmsbl. Llecharnomempudeckue moyku U uamMepeHusi bbinu nposedeHsl 8
coomeemcmeuu ¢ pekomeHoauyusmu W. Downs (1948). AHamomudeckue mouyku onpedensisiu ¢ y4emom pekomeHOayul A.E. Athanasiou
(1997), C.N. JopoweHko u E.A. KynbeuHckozo (2007). Cmamucmuyeckass obpabomka rnony4YeHHbIX pe3ynbmamos rposedeHa 8
nuyeH3uoHHom nakeme "Statistica 6,0" ¢ ucrionb3ogaHuUeM Herapamempuyeckux Memodo8 OUEeHKU rofy4yeHHbIX pe3yrnsmamos. B
pesynbmame rposedeHHbIX uccredosaHull NPakmMu4ecku He 0BHapyXeHO Mooebix pasnuyull yeghanoMempudyeckux napamempos rno
W. Downs mexdy toHowamu u Oesywikamu 1odorbsi ¢ opmoeHamu4eckum rpukycom. lpu cpasHeHUU yegharomempuyecKux napamempos,
riony4eHHblie W. Downs om aHano2u4HbIx rnokasamerned, rnony4YeHHbIX Om yKpauHCKUX toHowel U 0esyWweK ¢ Opmo2Hamu4eCcKuM MpuKycom
He3asucumMo om riona, ycmaHoseHbl 0CMOBEPHO MEHbLUUE 3HaYeHUsI HaK/IoHa OKKITH3UoHHOU nnockocmu (yeon POr-DOP) u yena ll, a
makxe docmoeepHo borbuwue 3HavyeHus1 eenuduHbl yena 1-DOP, yana 1-MeGo u paccmosiHusi 1u-APog y roHowel u desywek 100orbs.
lMonyyeHHble pe3ynbmambl yKkasbigarom Ha Heobxodumocms co30aHusi HopmamueHol 6a3sbl yeghanomempuyeckux Hopmamueos o W.
Downs 0nsi HaceneHusi pasnuyHbIX Pe2UOHO8 YKpauHbl ¢ y4emom ronosol u eo3pacmHoll npuHadnexHocmu.

KnioueBble cnoBa: vepern, yeganomempus, aHanus Downs.
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The prevalence and availability of aspirin-containing analgesic products makes them
sources of unintentional overdose, and even suicidal admission. Therefore, the toxic
effect of salicylates is an important cause of morbidity and mortality. In this case, as a
rule, the target body is the kidneys. The purpose of the study was to identify the
structural changes in the kidneys in the process of chronic poisoning with acetylsalicylic
acid. In an experiment on rats using the histological methods of the study, it was found
that chronic poisoning with acetylsalicylic acid leads to severe organ disorders in the
kidneys, which are manifested in the form of congestive venous plethora with reactive
ascending vasoconstriction of the arterial part of the blood route of the organ with a
decrease in its throughput. At the same time there was a thickening of the walls of the
vessels, which occurred both at the expense of increasing their tone, and due to
edema, which was confirmed by the enlightenment of the cytoplasm of the leiomyocytes
of the medial cover and an increase in the distance between the nuclei of adjacent
layers of the smooth muscle cells. The endothelium of these arteries looked swollen as
evidenced by the protrusion of its nuclei into the lumen of the vessels in the form of a
"palisade”. Such changes can be considered as a protective reaction that partially
prevents hemodynamic overload of the hemomicrocirculatory channel, known in the
scientific literature as the reflex of Kitaev. However, in spite of this, in the process of
chronic poisoning with acetylsalicylic acid, the complete compensation of blood
circulation in the kidneys does not occur. Prolonged vasoconstriction leads to the
tissue ischemia, which may be the cause of the development and progression of
functional and dystrophic changes in the structural components of the organ parenchyma
as a morphological substrate of renal insufficiency. Confirmation of this can be
considered the changes in the glomerular apparatus found during the study, which
consisted in the gradual reduction of the total area of nephrons with the simultaneous
decrease in the area of capillary glomeruli. Moreover, the decrease in the area of
capillary glomeruli occurred more intensively, which led to the expansion of urinary
spaces. In the final stage of the experiment, the capillary glomeruli were often in
collaptoid condition, their size significantly decreased, and the contours became uneven-
hilly. Thus, because of the chronic poisoning by acetylsalicylic acid in the kidneys
appears stagnant disturbances of the organ circulation, which cause ascending
vasoconstriction in the arterial part of the blood stream of the organ, which subsequently
leads to ischemia and dystrophic changes in its parenchyma.

Keywords: acetylsalicylic acid, arteries, plethora, nephrons, capillary glomeruli.

Introduction
Salicylates are the most

commonly

inflammatory processes of soft tissues, joints, and also in
vasculitis. In low doses, acetylsalicylic acid preparations

used

pharmacologically active substances found in hundreds
of prescription and over-the-counter forms of medicines.
They are used with an analgesic purpose for the treatment
of mild to moderate pain. As an antipyretic drug and as an
anti-inflammatory agent, they are used in the treatment of

are also used to prevent thrombosis. At the same time, the
prevalence of aspirin-containing analgesic products makes
these agents available in almost every household, the
public sources of unintentional and suicidal admission [5,

© 2018 National Pirogov Memorial Medical University, Vinnytsya
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12, 14, 15, 16].

Drugs containing acetylsalicylic acid, as the main active
compound, are considered safe at low therapeutic doses,
but at the same time have life-threatening side-effects when
applied at high doses. Long-term administration of
therapeutic doses of the drug is associated with the risk of
hepatotoxicity, nephrotoxicity, the appearance of ulcerative
processes in the gastrointestinal tract and the development
of malignant tumors in the kidneys [7, 10]. Also reported is
the negative effects of acetylsalicylic acid in pregnancy [4]. In
vitro and in vivo studies have shown that aspirin at high
doses has a destructive effect on the tissues of the blood
vessels [18].

That is why the toxic effect of salicylate is an important
cause of morbidity and mortality. In this case, often the target
organ is the kidney as it is known that acetylsalicylic acid is
rapidly absorbed from the stomach and small intestine,
primarily through passive diffusion and rapidly hydrolyzed to
salicylic acid with esterase in the mucosa and blood plasma.
The salicylic acid itself is metabolized by conjugation in the
liver to form salicylic acid and several other metabolites.
The drug is spread throughout the body, with its highest
concentration contained in plasma, kidney cortex, liver, heart
and lung [13].

The purpose of the study: to establish the features of
structural changes in the structural components of rat's
kidney in the process of chronic poisoning with acetylsalicylic
acid.

Materials and methods

Experiments were performed on 42 white laboratory
mature male rats weighing 160-180 g and age 2.5-3 months.
Of these, 12 animals were a control group; another 30 rats
received pre-gastric acetylsalicylic acid every day at a rate of
150 mg per 1 kg of body weight for the simulation of chronic
intoxication [3, 19]. Slaughter of animals was carried out at
1, 3, 7, 14 and 28 days from the beginning of the experiment
by rapid decapitation under ketamine anesthesia. All
experimental studies were carried out in accordance with
the principles of bioethics set forth in the Helsinki Declaration
and the Law of Ukraine "On the Protection of Animals from
Cruel Treatment" (Ne1759-VI of 15.12.2009).

The material for the histological examination (kidneys
slices) was fixed after collection in the alcohol and in 10%
neutral formalin. Histological sections were stained by H&E,
Weigert's and Van Gieson's.

Morphometric studies included determination of: area of
glomeruli with Bowman's capsule (um?), the area of the
capillary loops of the glomeruli (um?), and area of the urinary
space in the renal corpuscle (um?2). Morphometry was
performed using an eyepiece micrometer MOB-1-15x, with
measurements performed in 5 visual fields on each
histological cut.

The digital material obtained during the research was
statistically processed using Microsoft Exel for Windows 98
with the definition of averages and their standard errors.

Reliability was estimated by the Student's coefficient (t) at
p<0.05.

Results

According to the results of the study, it was found that 1
day after pre-gastric administration of acetylsalicylic acid in
the structural components of the kidney of rats there were
certain morphofunctional changes, the basis of which were
disorders of organ blood circulation. The latter manifested
itself in the form of moderate venous and partly arterial
hypertrophy, capillary stasis. On the background of congestive
plethora there was an increase in the tone of the walls of
small arteries, which was confirmed by the strengthening of
the tortuosity of their internal elastic membranes with the
simultaneous decrease in the throughput of arterioles due
to the narrowing of their lumen (Fig. 1).

At the same time, there was a slight increase in the area
of the section of the glomeruli capillary loops with a slight
narrowing of the area of the urinary spaces of the renal
corpuscles, which was also a consequence and
manifestation of stagnant phenomena in the bloodstream
of the organ (Table 1).

Such hemodynamic changes were accompanied by
moderate edema of the epithelium of the renal tubules,
especially in the subcapsular regions of the kidneys, which
was manifested by the enlightenment of the epithelial
cytoplasm with a simultaneous increase in their cross-
sectional area.

After 3 days of the experiment there was partial
compensation for the detected pre-changes with signs of
normalization of organ blood flow. Slightly decreased the
tone of the walls of small arteries and arterioles, signs of
hyperhydration of the epithelial cells of the walls of the renal
tubules disappeared. However, in the lumen as the arteries
and especially the veins, various concentrations of

e

Fig. 1. The structural organization of the rat's kidney 1 day after
the introduction of acetylsalicylic acid. Weigert's elastic stain. x140.
Full-blooded veins - 1, erythrocytes in the lumen of the artery with
increased wall tone and folded internal elastic membrane - 2, renal
tubules with enlightened cytoplasm of epithelial cells - 3.
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Table 1. Quantitative characteristic of changes in parameters of
structural components of rat's renal corpuscle in chronic poisoning
with acetylsalicylic acid (M+m).

Area of Area of urinary
Area X
glomerulus lomerulus space in the
Indicator with Sl renal
Bowman's loo Z ( 2"2) corpuscle
capsule (pm?) ps (M (pm?)
Control 5596215 3961+253 163573
1 day 5641+217 4095+272 1546+62
Chronic 3 days 54851193 3872+271 1612186
poisoning with
acetylsalicylic 7 days 5290197 3583250 1707+60
acid 14 days | 5187%234 3179177 200867
28 days | 5250+218 2892+203* 2357%32*

Note: * - p<0.05; ** - p<0.01 in comparison with control.

erythrocytes continued to manifest themselves.

However, 7 days after experimental observation, the
recovery and progression of detected pre-vascular reactions,
which consisted in the repeated increase in the tone of
arterioles and small arteries, with the simultaneous
thickening of their walls and narrowing of lumen and
decrease in bandwidth, was characteristic. Moreover,
thickening of the walls of the vessels occurred both by
increasing their tone, and due to edema, which was
confirmed by the enlightenment of the leiomyocytes
cytoplasm of the middle mucosa and increasing the
distance between the nuclei of adjacent layers of the smooth
muscle cells. The endothelium of these arteries looked
swollen as evidenced by the protrusion of its nuclei into the
lumen of the vessels in the form of "palisade" (Fig. 2).

The arteries of the middle and larger caliber, as well as
the veins, were expanded and full-blooded. At the same time,
enlightenment of the urinary spaces of the kidney cells
became moderately enlarged. In the epithelium of the renal
tubules, signs of hydropic dystrophy were renewed.

Fig. 2. The structural organization of the rat's kidney 7 days after
the introduction of acetylsalicylic acid. H&E stain. x140. Artery
with thickened wall, narrowed lumen and swollen endothelium - 1,
erythrocytes in the lumen of the vein - 2, renal corpuscles - 3.

After 14 days from the beginning of the experiment,
changes that were detected in the 7-day period, progressively
increased. As a result of ascending vasoconstriction, the
tone increased not only small but also arteries of medium
caliber (Fig. 3).

er te

Fig. 3. The structural organization of therat's
introduction of acetylsalicylic acid. H&E stain. x100. Intra-organ artery
with thickened wall - 1, full-blooded vein - 2, renal corpuscle - 3.

The veins and arteries of large caliber remained elevated
and full-blooded. As a result of violation of
hemomicrocirculation developed perivascular and interstitial
edema.

Changes in the glomerular apparatus during this period
of observation were to reduce the total area of nephrons
with a simultaneous decrease in the area of capillary
glomeruli. Moreover, the decrease in the area of capillary
glomeruli occurred more intensively, which led to a reliable
(p<0.05) expansion of the Bowman's capsule urinary
spaces (Fig. 4).

The epithelium of the proximal and distal tubules was in

97 s 16 S - ‘&:‘,_ix'L,_iA X
Fig. 4. The structural organization of the rat's kidney 14 days after
the introduction of acetylsalicylic acid. H&E stain. x100. Reduction
of the area of capillary glomeruli with enlargement of urinary spaces
- 1, full-blooded vein - 2.

Vol. 24, Ne2, Page 27-32

29



Character and features of morphofunctional reactions of renal vessels in rats at chronic poisoning with...

Fig. 5. Te structural organization of the rat's kidney 28 days afte
the introduction of acetylsalicylic acid. H&E stain. x100. Expanded
urinary space in the renal corpuscle - 1, arteriola - 2.

- D

“7\3

it

Fig. 6. The structural organization of the rat's kidney 28 days after
the introduction of acetylsalicylic acid. Van Gieson's stain. x100.
Perivascular growth of connective tissue - 1.

a state of hydropic dystrophy, the intensity of which increased.
Tubular lumen was unevenly enlarged, some of them
containing cell detritus and cylinders. In the renal medulla,
there were also focuses of dystrophy, somewhere with
polymorphic-cellular infiltrates.

The 28-day observation period was characterized by
signs of further progression of organ-hemodynamics
disorders of ischemic orientation. The tonus increased, the
wall thickness increased and the throughput of the
intraorganic arteries was already decreasing in all
investigated types. The veins remained expressed full-
blooded.

In the renal corpuscle, due to the decrease in the blood
flow to the capillary glomerular loops, there was a
pronounced (p<0,05) increase in the Bowman's capsule
urinary space, while the capillary glomeruli were often
collaptoid: their size decreased significantly (by 25-30%),
and contours became uneven-hilly (Fig. 5).

At the same time, for this observation period, signs of

perivascular and interstitial sclerosis that could have been
due to ischemia, as well as the result of tissue infiltration in
the pre-term period (Fig. 6).

Discussion

Thus, the results of our study suggest that chronic
poisoning with acetylsalicylic acid leads to severe organ
disorders in the kidneys that manifest themselves in the
form of congestive venous hypertension with the
development of reactive plethora of the arterial department
of the blood stream of the organ and the decrease in its
throughput, the morphological manifestation of which is the
thickening of the arterial walls, the foldiness of their internal
elastic membranes and the narrowing of the lumen.

Objective confirmation of morphological changes in the
structural components of kidney parenchyma was the results
of morphometric studies according to which a significant
decrease in the area of capillary loops of glomeruli in the
long term (28 days of experiment) was established with a
simultaneous significant increase in the area of urinary
spaces in the renal corpuscles (14-28 days of experiment).

The results obtained agree with other studies carried
out in this area, according to which the main link in the
pathogenesis of acute renal failure due to acute poisoning
by substances that cause the state of toxic shock and
accompanied by changes in tissue metabolism, is precisely
the violation of renal blood circulation [9, 20, 21].

The structural changes we have established in the renal
vessels can be considered as a protective reaction that
partially prevents hemodynamic overload of the
hemomicrocirculatory bed during venous congestion, known
in the scientific literature as the veno-arterial reaction, or the
reflex of Kitaev [6].

However, in the process of chronic poisoning with
acetylsalicylic acid, this mechanism does not provide
complete compensation for organ renal blood circulation. In
addition, prolonged vasoconstriction leads to tissue
ischemia, which may be the cause of the development and
progression of functional and dystrophic changes in the
structural components of the organ parenchyma as a
morphological substrate of renal failure, which is also fully
consistent with modern notions [17, 21].

One of the links in the morphogenesis of structural
changes in the kidneys may be the development of acidosis,
which is also common in overdose, in particular, salicylic
preparations [1, 11]. Products of metabolism, causing
acidosis, are a real danger, as they are able not only to
break the functions, but also lead to morphological changes
in various organs and tissues [2]. The negative effect of
acidosis on the state of the vessels is manifested by an
increase in the permeability of the capillary wall and a change
in the reaction of vascular sphincters, arterioles, and venules,
which also contributes to the development of tissue hypoxia
and their degenerative transformation [8, 22]. Therefore,
further detailed study of structural changes in the kidneys
and their bloodstream after the application of toxic doses of
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acetylsalicylic acid and its preparations can contribute to an
understanding of the pathogenesis of poisoning and to be
important in the development of new complex methods for
their correction.

Further research in this direction will allow the
development of correction methods for chronic poisoning
with acetylsalicylic acid and give them a morpho-functional
justification.

Conclusions

1. Chronic poisoning with acetylsalicylic acid leads to
stagnant organ-hemodynamic disorders in the kidneys,
which is manifested by capillary stasis, venous and arterial
plethora.

2. At the venous stasis, the arterial section of the
bloodstream of the kidneys reacts with ascending
vasoconstriction with increased tone (increased folding of

References

[1] Alfonsova, E. V. (2013). The effect of experimental lactate
acidosis on hemostasis and liver morphology. Basic research,
12(3), 417-422.

[2] Alfonsova, E. V., & Zabrodyna, L. A. (2013). Structural
organization of myocardium in metabolic acidosis. Kuban
Scientific Medical Herald, 1(136), 27-30.

[38]Chyka, P.A., Erdman, A. R., Christianson, G., Wax, P. M., Booze,
L.L., Manoguerra,A. S. ... Troutman, W. G. (2007). Salicylate
poisoning: an evidence-based consensus guideline for out-
of-hospital management. Clinical Toxicology Philadelphia,
45(2), 95-131. doi: 10.1080/15563650600907140

[4] Collins, E., & Turner, G. (1975). Maternal Fetal effects of regular
salicylate ingestion during pregnancy. Lancet, 2, 335-339.
doi: 10.1016/S0140-6736(75)92778-6

[5] Davis, J. E. (2007). Are one or two dangerous? Methyl salicylate
exposure in toddlers. J. Emerg. Med., 32(1), 63-69. doi:
10.1016/j.jemermed.2006.08.009

[6] Esipova, I. K., Kaufman, O. A., & Kryuchkova, T. S. (1971).
Essays on the hemodynamic reconstruction of the vascular
wall. M.: Medicine.

[7]Gilman, E. A., Langman, M. J., Chengand, K. K., & Lancashire, R.
J. (2000). Effect of anti-inflammatory drugs on overall risk of
common cancer: case-control study in general practice
research database. BMJ, 320, 1642-1646. doi: https://doi.org/
10.1136/bmj.320.7250.1642

[8] Gulyeva, A. V. (2013). Determination of linear and volumetric
parameters of the heart of full-term newborns in the neonatal
period at hypoxic ischemic damage to the central nervous
system. Ukr. J. of Clinical and Laboratory Medicine, 4, 108-
112.

[9] Hernandez-Diaz, S., Varas-Lorenzo, C., & Garcia Rodriguez, L.
A. (2006). Non-steroidal anti-inflammatory drugs and the risk
of acute myocardial infarction. Basic Clin Pharmacol Toxicol.,
98, 266-274. doi: 10.1111/j.1742-7843.2006.pto_302.x

[10] Luigi, D. L., Laura, G., Francesco, R., Carlo, B., & Domenico, C.
(2001). Aspirin, exercise and pituitary hormones. Official
Journal of the American College of Sports Medicine, 2029-
2035.

[11] Lysenko, O. V. (2016). Acid-base state of organism, as a
diagnostic, prognostic, pathogenetic marker of the formation
of a cell reserve for pathological conditions. Digest. of scientific
works of Shupyk NMAPE employees, 25, 623-629.

the internal elastic membranes), thickening of the walls
(due to swelling and hypertrophy of the smooth muscle
cells of the middle membrane), and narrowing of the lumen
initially of the arterioles and small arteries, and in the
subsequent - intraorganic arteries medium and large
diameter.

3. As a result of prolonged vasoconstriction, ischemia
of the organ develops, which leads to dystrophic changes
in the structural components of the parenchyma: hydropic
dystrophy of the epithelium of the proximal and distal
tubules, plasma permeation of tissues with the subsequent
development of perivascular and interstitial sclerosis.

4. A quantitative confirmation of the reorganization of the
renal parenchyma in the long term is a significant decrease
in the area of the capillary loops of the glomeruli by 25-30%
with a simultaneous significant increase in the area of the
urinary space in the renal corpuscles to 44%.

[12] Madan, R. K. & Levitt, J. (2014 Apr.). Areview of toxicity from
topical salicylic acid preparations. J. Am. Acad. Dermatol.,
70(4), 788-792. doi: 10.1016/j.jaad.2013.12.005

[13] Marcia, L. (2007). Use of aspirin in children with cardiac
disease. Pediatric Pharmacotherapy, 13(2). Retrieved from
https://med.virginia.edu/pediatrics/wp-content/uploads/sites/
237/2015/12/200702.pdf

[14] Mowry, J. B., Spyker, D. A., Brooks, D. E., McMillan, N., &
Schauben, J. L. (2015). 2014 Annual Report of the American
Association of Poison Control Centers' National Poison Data
System (NPDS): 32nd Annual Report. Clin. Toxicol. (Phila),
53(10), 962-1147. doi: 10.3109/15563650.2015.1102927

[15] Mund, M. E., Gyo, C., Briiggmann, D., Quarcoo, D., & Groneberg,
D. A. (2016). Acetylsalicylic acid as a potential pediatric health
hazard: legislative aspects concerning accidental intoxications
in the European Union. J. Occup. Med. Toxicol., 11, 32. doi:
10.1186/s12995-016-0118-5

[16] Pearlman, B. L. & Gambhir R. (2009). Salicylate intoxication: a
clinical review. Postgrad Med., 121(4), 162-168. doi: 10.3810/
pgm.2009.07.2041

[17] Shormanov, |. S. (2004). Vascular system of kidneys with
stenosis of pulmonary trunk with different levels of
compensation of blood circulation. Bulletin of experimental
biology and medicine, 137(3), 332-335.

[18] Smith, S. C. Jr., Blair, S. N., Bonow, R. O., Brass, L. M., Cerqueira,
M. D., Dracup, K. ... Taubert, K. A. (2001). AHA/ACC guidelines
for preventing heart attack and death in patients with
atherosclerotic cardiovascular disease: 2001 update. A
statement for healthcare professionals from the American
Heart Association and the American College of Cardiology.
The American College of Cardiology, 38(5), 1581-1583.

[19] Temple, A. R. (1981). Acute and chronic effects of aspirin
toxicity and their treatment. Archives of Internal Medicine,
141, 364-369.

[20] Thisted, B., Krantz, T., Strgom, J., & Serensen, M. B. (1987).
Acute salicylate self-poisoning in 177 consecutive patients
treated in ICU. Acta Anaesthesiol Scand., 31(4), 312-316.

[21] Yurchenko, T. M., Govorukha, T. P., Marchenko, L. M., Kondakov,
I. 1., & Repin, M. V. (2012). Ultrastructure and Functionality of
kidneys of rats at modeling of toxic acute renal deficiency.
Experimental and clinical medicine, 3, 49-53.

[22] Yvanova, L. M., & Myronenko, T. V. (2013). The role of peroxide

Vol. 24, Ne2, Page 27-32

31



Character and features of morphofunctional reactions of renal vessels in rats at chronic poisoning with...

oxidation of lipids and antioxidant protection in the with the hypertonic disease. Ukr. J. of Clinical laboratory
pathogenesis of the irritable bowel syndrome in combination medicine, 4, 76-78.

XAPAKTEP TA OCOBJIUBOCTI MOP®O®YHKLIOHANBHUX PEAKLIW HUPKOBUX CYOWH Y LLUYPIB MPU XPOHIYHOMY
OTPYEHHI ALETUNCANILUNOBOIO KUCNOTOKO

lepacumiok I.€., Kopuybkul A.I".

lMowupeHicmb i ocmynHicme acnipuHosmicHUx 3Hebornryux npodykmie pobums ix Oxepenamu HEHaBMUCHO20 repedo3yeaHHs, a
mo i cyiyudanbHoeo nputiomy. Tomy mokcudHa Oisi caniyunamie € 8aXIUBOH MPUYUHOK 3axeoprosaHocmi i cmepmHocmi. [pu ubomy,
5K npasuso, opeaHoM-MiweHHIo bysaromb HUpku. Memor docnidxeHHs1 6yno ecmaHoesieHHss ocobrugocmell CmMpyKmMypHUX 3MiH Yy
HUpPKax 8 rpouyeci XpOHIYHO20 OMPYEHHS auemuricaniyuiogor KUCIomor. B ekcriepumeHmi Ha wypax 3 8UKOPUCMAaHHSIM 2icmornoaidHuUX
memoOdie docnidxeHHs 6yno 8cmaHO8/IeHO, WO XPOHIHHE OMPYEHHS auemusicaniyuiogor KUCI0mo npugodums 00 8uUpaxeHux
po3nadie opaaHHO20 Kpogoobiay y HUPKax, siKi Mposiensitomscs y euansdi 3acmiliHo20 8eHO3HOZ0 MOBHOKPOB'S 3 PeaKmuUEHOK 8UCXIOHOK
8a30KOHCMPUKUIED apmepianibHo20 8i00iny KpOBOHOCHO20 pycria opeaHy i3 3MeHWEeHHsIM (1020 rponyckHoi 30amHocmi. [pu ybomy
criocmepieasniocsi MomMo8uW,eHHsI CMIHOK CyOuH, sike 8i06y8anocsi sk 3a paxyHOK MIOBUUEHHSI IX MOHYCY, mak i 3a paxyHOK HabpsiKy, wo
niémeepdxxysanocsi npoceimneHHs M yumonnaa3mu netiomioyumie cepedHboi 060/10HKU i 36inbWEHHSIM 8idcmaHi Mk si0pamMu CyCIiOHIX
wapig enadkom's3o08ux KrimuH. EHOomeniti makux apmepili guansidag HabpsiKiuM Mpo WO Cei0HYUI0 8UNUHaHHS oeo s10ep y npoceim
cyOuH y euensodi "yacmokony". Taki 3miHU MOXymb po3aissidamucs, SK 3axucHa peakuisi, ska 00380/15i€ 4acmkoeo 3anobizamu
2eMoOuUHaMi4HOMY repesaHmMaXeHHI0 2eMOMIKPOUUPKYISIMOPHO20 pycna, Wo y Haykosili nimepamypi gidomo sik pegpriekc Kumaesa.
OO0Hak, He 38axkalo4u Ha ue, y Mpoueci XPOHIHHO20 OMPYEHHS auyemusicaniyuiogo KUC/I0mMor, MO8HOI KoMmneHcayii kpogoobiy y
Hupkax He 8idbysaembcs. Tpueana 8a30KOHCMPUKUis eede 00 iwemii mKaHUH, w0 Moxe 6ymu npuYyuHOK PO3BUMKY ma Mpo2pecyeaHHs
yHKUjoHanbHUX i QUucmpogidHUX 3MiH 8 CmMPyKMypPHUX KOMIOHEHmax napeHxiMmu opeaHy ik Mopghosi02iYyHO20 nidrpyHms HUPKO8OI
HedocmamHocmi. [1i0meepdxXeHHsIM Ub020 MOXHa 88axamu eusienieHi y npoueci 00CiOXeHHsT 3MiHU Kily604yKko8o20 arnapamy, Kompi
ronsi2anu y nocmyrnoeomy 3MeHWEeHHI 3a2aribHOI Miowi HehpoHie 3 0OHOYaCHUM 3MEHWEHHSIM MoWi KaninsgpHUX Kny6oukie. [Mpu4yomy,
3MeHWeHHsI nnowji kaninsapHux Kiyboukie eidbyeanocsi 6inbw iHMEHCUBHO, W0 npueodusio 00 PO3WUPEHHST ce4o8uX rnpocmopie. Y
3asepwalsbHili cmadii ekcriepumeHmy KaninsipHi knybo4dku Hepidko nepebyesanu y kosanmoiOHOMY cmaHi, iX po3Mipu 3Ha4HoO
3MeHwysanucsi, a KOHmypu cmaeasnu HepieHOMipHO-2opbucmumu. TakumM HYUHOM, MPU XPOHIYHOMY OMPYEHHI ayemursicaniyunoeor
KUCIIOMOH0 y HUPKax 8UHUKatomb po3nadu opeaHHO20 Kpoeoobiey 3acmiliHo20 Xxapakmepy, SKi 8UKTUKatmb 8UCXIOHY 8a30KOHCMPUKUi0
8 apmepianbHoMy 8i0diri KPOBOHOCHO20 pycria opaaHy, Wo y nodanbuwomy npueodums 00 iwemii ma ducmpoidyHUX 3MiH y napeHXimi.
KntoyvoBi cnoBa: ayemusncaniyunosa Kucroma, apmepi, Mo8HOKPO8's, HeqbpOoHU, KaminsapHi Kiyb6oyKu.

XAPAKTEP U OCOBEHHOCTU MOP®O®YHKLIMOHATIBHbLIX PEAKLIMA MOYEYHBLIX COCYAOB Y KPbIC NMPU XPOHUYECKOM
OTPABIEHUN ALEETUNCANULIMNOBON KUCINIOTON

lepacumiok U.E., Kopuukui A.I".

PacnpocmpaHeHHocmb U 0ocmynHocmbs acnupuH-codepxawux obesbonusawux npodykmose Oesaem ux UCMOYHUKaMU
HernpedHamepeHHOU nepedo3uposKu, a mo u cyuyudanbHoeo npuema. lMosmomy mokcuyeckoe Oelicmeue canuyunamos siensiemcsi
saxkHol npuyuHol 3abonesaemocmu u cmepmHocmu. [Ipu 3mom, Kak npasuso, opeaHOM-MUWeHb 6bigarom MoYku. Liernbio
uccnedosaHusi bbino ycmaHoenieHue ocobeHHocmel cmpyKmypHbIX U3MEHeHUU 8 ro4ykax 8 Mpouyecce XPOHUYECKO20 OmpaesneHusi
ayemuscanuyunogoll Kucriomodl. B akcrniepumeHme Ha Kpbicax ¢ UCMOMb308aHUEM aucmosiosudeckux memodos uccriedosaHusi 6bimo
yYCMaHOBIIEHO, HMO XPOHUYECKOe ompasreHue auemurcanuyunosol Kucrnomol npueodum K ebipaxeHHbIM paccmpolicmeam op2aHHO20
KpogoobpalyeHusi 8 Mo4Ykax, Komopble NpPosesiomcs 8 aude 3acmoliHo20 8EHO3HO20 MOSIHOKPOBUS C peakmueHoU 60 cxodsujel
8a3oKoHcmpukyuel apmepuanbHo20 omdena KpO8EHOCHO20 pycria op2aHa ¢ yMeHbWeHUeM e2o npornyckHol crnocobHocmu. [pu
amom Habndanock ymonujeHue cmeHoK cocy0oe, KOmopoe npoucxodusno Kak 3a cyem roebieHUsT UX moHyca, mak U 3a cyem
omeka, Yymo nodmeepxdanocb npoceemaeHUeM yumonnasmsi neliomuoyumos cpedHell 060/0HKU U y8enu4eHUeM paccm osiHUs
mex0y sidpamu coceOHUX Cri0e8 2/1a0KOMbIWEYHbIX KiemoK. QHO0omenul makux apmepull ebienissden Habyxwum o 4em
ceudemernibCMeosaso ebinsyusaHue e2o s10ep 8 npoceem cocydos 8 sude "yacmokona". Takue UMEHeHUs MO2ym paccMampueamsCcsi
Kak 3awumHasi peakyusi, Komopas no3eosisiem 4acmuyHo npedomepamumb 2eMOOUHaMUYECKYI0 repeepys3Ky
2eMOMUKPOUUPKY/ISIMOPHO20 pycna u Komopasi 8 Hay4Hol numepamype onucaHa kak peghriekc Kumaesa. OOHako, HecMompsi Ha 3mo,
8 rpouyecce XPOHUYECKO20 ompaessieHusi ayemusncanuyunosol Kucinomodl, MofHol KoMeHcayuu KposoobpaujleHusi 8 noyvykax He
npoucxodum. [numenbHasi 8a30KOHCMPUKYUSI npugsodum K uwemMuu mkaHel, 4Ymo mMoxem 6bimb NPUYUHOU pa3sumus u
npoepeccuposaHusi pyHKUUOHabHbIX U OUCMPOUYECKUX USMEHEHUU 8 CMPYKmMypHbIX KOMIOHEHMAaX MapeHXumMbl op2aHa Kak
MOpghono2u4ecKko20 OCHOBaHUS MoYeyHol HedocmamoyHocmu. ModmeepxdeHUeM 3Mo20 MOXHO cHumameb 06HapyXXeHHbIe 8 npouecce
uccredosaHus U3MeHeHUs1 Kily604K08020 arnnapama, Komopble 3aKoyanuck 8 MocmeneHHOM yMeHbweHuUU obuweli nnowadu HeghpoHo8
C 00HOBPEMEHHbLIM yMeHbWweHUeM rnowadu KanunaspHbix Knyboukos. [Mpuyem, ymeHbweHue nnowadu KanunnisipHbiX Kiy604Koe
npoucxoduro 6oree UHMEHCUBHO, YMO NPUBOOUIIO K PaclUUPEHUI0 MOYesbIX npocmpaHcme. B 3asepwatoweli cmaduu sakcriepumeHma
KanunnsipHble Kiy6oyku Hepeoko HaxoOumnuch 8 KOManmouOHOM COCMOSIHUU, UX Pa3Mepbl 3Ha4YUMETbHO YMeHbWanuch, a KOHMmypbl
CmMaHoB8UNUCL HePasHOMEPHO-6yepucmbiMu. Takum o6pa3om, pu XPOHUHECKOM ompasneHuu auyemuscanuyunosol Kuciomol 8
rnoykax 803HUKarm paccmpolicmea opeaHHO20 Kpo8oobpaweHuUsi 3acmoliHo20 Xxapakmepa, KOmopble 8bi3bi8atom 80CX00 AULYI0
8a30KOHCMPUKUUI 8 apmepuanbHOM omoesie KPOBEHOCHO20 pycna opaaHa, Ymo e 0anbHelwem npueodum K uwemuu u ducmpoghuyecKux
u3amMeHeHul 8 napeHxume.

KnioueBble crnioBa: auemusicanuyunosas KUc/ioma, apmepuu, rMosiHOKposue, HeGhPOHbI, KanumsipHble Kily604yKuU.
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Dehydration accompanies a number of pathological conditions and causes alteration
of the organs and systems of an organism. Research aim: to study histomorphometric
changes in pancreas under the conditions of general dehydration of an organism, to
identify correlation between the studied groups. The experiment was carried out on 35
white male rats. Pancreas was stained with haematoxylin and eosin and also Van
Gieson's stain was used. The size of acini and islets of Langerhans and other
parenchyma formations were assessed. The acini area of has decreased by 6.5%
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CORRESPONDNG AUTHOR (p>0.05) in comparison with the intact group on the 3 day. The area of islets of
e-mail: vu.kovchun@ukr.net Langerhans decreased by 2% (p>0.05) in comparison with the intact group. The area of
Kovchun V.Yu. islets of Langerhans has increased by 0.2% (p>0.05) on the 7" dayof experiment in

comparison with the control group and by 2.2% (p>0.05) in comparison with the 3 day.
Acini area has increased by 7.2% (p>0.05) on the 7" day in comparison with the control
group and by 13.2% (p>0.05) in comparison with the 37 day. The acini area has increased
by 25.8% (p<0.05) on the 10" day in comparison with the control group; by 30.6%
(p<0.01) in comparison with the 3 day; by 20.2% (p>0.05) in comparison with the 7
day. The area of is lets of Langerhans has increased by 55.5% (p<0.001) incomparison
with the control group, by 56.3% (p<0.001) in comparison with the 3 day; by 55.4%
(p<0.001) in comparison with the 7 day. The results analysis found the correlation
between the area of islets of Langerhans and acini r=0.407, p<0.05; between the area
of islets of Langerhans and dehydration degree r=0.708, p<0.001; between acini area
and dehydration degree r=0.534, p<0.001. It was found by morphologically that the
presence of destructive changes in the pancreatic parenchyma, which progress as the
degree of severity of dehydration.

Keywords: pancreas, islets of Langerhans, acini, dehydration.

Introduction

Water is the basis of internal environment of an organism
[4, 5, 9, 22, 23]. The violation of water-electrolytic balance
accompanies a number of pathological conditions and
causes alteration of the organs and systems of an organism
[7, 10, 21]. WHO informs that about 1.5 million people die
annually from dehydration in the world [15, 18].
Understanding the vital role of water in a human body is the
basis for comprehending the development mechanisms of
pathological conditions [1, 2, 8, 25]. Endocrine system plays
a key role in the system of water exchange control, providing
an optimal volume of liquid in a body [14, 19]. All biochemical
reactions, which occur in a human body and are associated
with digestion, take place in the aquatic environment [3, 11,

24]. Pancreas pathology takes the lead in the structure of
morbidity, disability and mortality among Ukrainian
population [6, 12, 17, 20]. According to the research, the
incidence of pancreas pathology is about 226 cases per
100.000 of Ukrainian population [17, 26].

Research aim: to carry out experimental research on
mature laboratory rodents in order to identify
histomorphometric changes in pancreas under the
conditions of general dehydration of an organism and
correlation of the studied groups.

Materials and methods
The experiment was carried out on 35 sexually mature

© 2018 National Pirogov Memorial Medical University, Vinnytsya
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white male rats, which were kept in inpatient conditions of
vivarium. During the experiment, the experimental animals
were kept in accordance with the regulations of European
Convention for the Protection of Vertebrate Animals used for
Experimental and Other Scientific Purposes (Strasbourg,
1986), the principles of the Declaration of Helsinki adopted by
the General Assembly of World Medical Association (1964-
2000) "General ethical rules of experiments on animals",
approved by the National Congress of Bioethics (Kyiv, 2001).

The animals were divided into two batches: control (5
rats) and experimental (30 rats). The experimental batch was
divided into 3 groups with 10 rats in each group depending
on dehydration degree. After reaching the correspondent
degree of dehydration, the animals were released from the
experiment under anesthesia on the 3™ day with mild
dehydration, on the 7" day with moderate dehydration and on
the 10" day severe dehydration.

For histological examination, pancreas was exposed by
midline laparotomy and has been fixed in 10% neutral formalin
solution for 24 hours. The experiment results were entered in
the sample protocol. The passing of microtome knife and
manufacture of paraffin blocks were carried out according to
the established procedure [13, 16].

The sledge microtome MC-2 was used to produce paraffin
serial sections of acini center with the thickness of 5-9 microns,
they were stained with Haematoxylin and Eosin and also Van
Gieson's stain was used. The obtained preparations were
studied and photographed with the help of image viewing
system "SEO Scan Lab 2.0" (Ukraine). The size of acini and
islets of Langerhans, the structure of endocrine cells and
other gland parenchyma formations and gland stroma were
assessed. The results of morphometric measurements were
processed using the statistical methods and the statistical
software IBM SPSS Statistic 21. The identification of differences
probability between the mean values of several groups was
performed using One-Way ANOVA together with F-test and
Bonferroni correction. As a correlation coefficient between the
values of the interval scale, the Pearson correlation coefficient
was used.

Results
The average area of acini and islets of Langerhans are

Table 1. The average area of acini and islets of Langerhans.

shown in Table 1.

While studying the pancreas histostructure of the control
series, it was microscopically determined that the gland is
represented predominantly by the exocrine tissue - cone
shaped acini, apical parts are turned into secretory duct
from which the insertion sections of the pancreatic duct
originate. The average acini size was 983.4+63.5 microns.
In the acinous parenchyma, there were endocrine cells,
islets of Langerhans of various shapes and sizes, sharply
separated from the exocrine cells by a thin layer of
connective tissue, consisting of collagen, reticular and
elastic fibers. There are cells which are firmly against each
other in the center of the islets. These are B-cells of oval,
sometimes round shape with light cytoplasm. There is an
insignificant amount of a- and D-cells on the periphery of
an islet, which are smaller in size. The average size of
islets of Langerhans was 13934+688 microns.

Under the conditions of general dehydration in
pancreas parenchyma of laboratory rodents, the structural
changes occurred in all experimental groups. On the 3™
day of study, histological structure showed that the exocrine
part of pancreas retains its lobulation. The center acinous
cells are of irregular cone shape, the oval nucleus is located
on the basal pole. There are some binucleate acinar cells.
Loose fibrous connective tissue appears around the
vessels. Capillaries and arterioles are somewhat enlarged
with the signs of moderate edema of the endothelium
without signs of haemorheologic disorders (Fig. 1).

The acini area of has decreased by 6.5% (p>0.05) in
comparison with the intact group on the 3™ day. The area of
islets of Langerhans decreased by 2% (p>0.05) in
comparison with the intact group.

The 7™ day of experiment has shown the growth of
connective tissue fibers around the vessels.
Haemocapillaries are significantly enlarged, venules are
dilated, arterioles lumen is uneven. There are single
infiltrates around the vessels represented mainly by
lymphocytes and macrophages. The excretory duct are with
singular leukocytic infilirates and inhomogenous secretion
in their lumen (Fig. 2).

The area of islets of Langerhans on the 7" day has
increased by 0.2% (p>0.05) in comparison with the control

. 2 group, 3 group,
. Control 1 group, mild
Experimental i " moderate severe
series gml.pl((:::nsd)lton 0 de(h;rf(?)o n dehydration | dehydration Py Py P, Ps Ps Ps F
(n=10) (n=10)
S of islets of
Langerhans, 139344688 13651434 | 13960+1571 | 31281+2858 | >0.05 | >0.05 | <0.01 | >0.05 | <0.01| <0.01 | 23.78
microns
S of acini,
microns 983.4%63.5 920.2+121.3 1059+63 1326£70 |>0.05| >0.05 | <0.05 | >0.05 | <0.01| >0.05 | 4.600

Note: P, - statistical significance of differences between groups 0 and 1; P, - statistical significance of differences between groups 0
and 2; P, - statistical significance of differences between groups 0 and 3; P, - statistical significance of differences between groups 1
and 2; P, - statistical significance of differences between groups 1 and 3; P, - statistical significance of differences between groups 2

and 3.
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Fig. 1. Pancreas of a rat. General dehydration. 3 day. Anislet of
Langerhans, lobulation of pancreas parenchyma is preserved. 1 -
Anislet of Langerhans, 2 - pancreatic acinus, 3 - blood vessel.
Haematoxylin and eosin stain. x200.

Fig. 2. Pancreas of a rat. Exocrine part. General dehydration. 7
day. Advanced fibrosis around the ducts and epithelium
desquamationin the ducts. 1 - withdrawal duct, 2 - edema, wall
fibrosis. Van Gieson's stain. x400.

group and by 2.2% (p>0.05) in comparison with the 3™ day.
Acini area on the 7" day has increased by 7.2% (p>0.05) in
comparison with the control group and by 13.2% (p>0.05)
in comparison with the 3™ day.

The 10th day of the study demonstrated the significant
structural changes in the exocrine and endocrine part of
pancreas parenchyma. The gland structure when stained
with haematoxylin and eosin and using Van Gieson's stain
preserve lobulation, but most of the acini lose sharp
contours due to swelling of the connective tissue. There is
epithelium desquamation, advanced fibrosis around the
excretory ducts. There are some areas of focal
angiomatosis. There are perivascular leukocytic
infiltrations and edema (Fig. 3).

Islets of Langerhans are of irregular shape, large in
size due to hydropic dystrophic changes. There is lesser

quantity of B-cells located in the islet center, the nuclei of
the latter are of high density, hyperchromatic, between which
the connective tissue is diagnosed due to edema (Fig. 4).

The area of islets of Langerhans has increased by
55.5% (p<0.001) in comparison with the control group, by
56.3% (p<0.001) in comparison with the 3™ day; by 55.4%
(p<0.001) in comparison with the 7" day. The acini area
has increased by 25.8% (p<0.05) on the 10th day in
comparison with the control group; by 30.6% (p<0.01) in
comparison with the 3™ day; by 20.2% (p>0.05) in
comparison with the 7™ day.

The results analysis found the correlation between the
area of islets of Langerhans and acini r=0.407, p<0.05;
between the area of islets of Langerhans and dehydration
degree r=0.708, p<0.001; between acini area and
dehydration degree r=0.534, p<0.001.

Fig. 3. Pancreas of arat. Exocrine part. General dehydration. 10™
day. Stromal edema, enlargement of the connective tissue around
the vessels and heterogeneity of the secretion in the ducts. 1 -
interacinic edema, 2 - lymphohistocytic infiltration, 3 - pancreatic
acinus. Van Gieson's stain. x400.

Fig. 4. Pancreas of a rat. Exocrine part. General dehydration. 10"
day. Islet deformation, lesser quantity of B-cells located in the islet
center. 1 - a-cells, 2 - B-cells. Hematoxylin and eosin stain. x200.
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Discussion

In the conditions of general dehydration, changes in
the histostructure of the parenchyma were found in all
experimental series. The severity of the destructive changes
in the exo- and endocrine parenchyma and microcirculatory
bloodstream is progressing as the degree of severity of
dehydration increases [4]. There is a large amount of data
on the effect of various exogenous factors on the
parenchyma of the pancreas in the literature, special
attention is paid to the effects of alcohol and narcotic
substances [1, 3]. The authors note the expression of
degenerative changes in glandular cells and proliferation
of connective tissue, obliteration and the phenomenon of
endarteritis are observed in the vessels. In the excretory
ducts, periductal fibrosis and epithelial proliferation are
detected. Scientists have noted a decrease in the islets of
Langerhans due to their wrinkling. A significant amount of
work is devoted to the study of the effect of nicotine, in
which the authors note the edema of cells and the
compaction of nuclei with cell pycnosis. Taking into account
a small number of studies in which the authors studied the
effect of dehydration on the pancreatic parenchyma and
their contradictory nature, we decided to conduct research
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MICTOMOP®OMETPUYHA OLIIHKA 3MIH ALIMHYCIB TA OCTPIBLIB NIAHFEPFAHCA NIALWMTYHKOBOI 3ANIO3U 3A YMOB
3ATAllbHOIro 3HEBOAHEHHA OPTAHI3MY

KosuyHn B.I1O.

3Heeo0HeHHs1 cynposodxye psid namosio2ivyHUX cmaHig i euknukae nepebydosy opeaaHig i cucmem opeaHiamy. Mema 0ocnidxXeHHs:
docnidumu 2icmomMopghomMempuYHi 3MiHU MiOWITYHKOBOI 3aro3u 3a YMo8 3a2alibH020 3HEBOOHEHHST opaaHi3my. Bcmarosumu kopensauyitiHi
38'A3KkuU Mix OdocnidxyeaHumu epynamu. [ocnid 6ys nposedeHuli Ha 35 6inux wypax-camysx. lMidwnyHkosy 3ano3y 3abapsnosanu
2emMamoKcuriH-eo3uHoM ma 3a Ban-li3oH. OuiHrosanu po3mipu auyuHycis, ocmpisyie JlaHeepaaHca ma iHWi ymeopeHHs1 napeHximu.
lMnowa ayuHycie Ha 3 0oby 8iOHOCHO iHMakmHoi epynu 3meHwunacs Ha 6,5% (p>0,05). lMnowa ocmpisuie 3meHw unacs Ha 2%
(p>0,05) gidHOCHO iHMakmHoiI epynu. Ha 7 doby ekcnepumeHmy nnowa ocmpisyig 36inswunacsi Ha 0,2% (p>0,05) eiOHocHO epynu
KoHmposto, Ha 2,2% (p>0,05) sidHocHOo 3 dobu. lNnowa ayuHycie Ha 7 006y 36inswunacsi Ha 7,2% (p>0,05) 8iOHOCHO epyru KOHMPOIIO
ma Ha 13,2% (p>0,05) eidoHocHo 3 0obu. lNnowa auyuHycie Ha 10 0oby 3binbwunacsi Ha 25,8% (p<0,05) 8IOHOCHO epyrnu KOHMPOIIO;
8i0HocHO 3 0obu Ha 30,6% (p<0,01); 8i0HocHO 7 0obu Ha 20,2% (p>0,05). lNnowa ocmpisyie 36inbwunacs Ha 55,6% (p<0,001)
8IOHOCHO epyrnu KoHmMporso; 8i0HocHo 3 0obu Ha 56,3% (p<0,001); gidHocHO 7 Aobu Ha 55,4% (p<0,001). BcmaHoeneHo HasigHicmb
KopensayitiHo2o 38'A3Ky MK rioujero ocmpisyie ma auyuHycie r=0,407, p<0,05. Mix nnoweto ocmpigyie ma cmyrneHemM 3HEBOOHEHHSI
r=0,708, p<0,001; mix nnowet ayuHycie ma cmyneHem 3He800HeHHs1 r=0,534, p<0,001. MopghosoziyHo 8cmaHo8/1eHO HasigHicmb
decmpyKmueHUX 3MiH napeHximu nidwnyHKO80I 3a/103uU, WO Mpospecyoms 3a MIpOK 3pocmaHHs cmyneHs mskkocmi OeeiOpamauil.
KnrouyoBi cnoBa: nidwrnyHkosa 3ano3a, ocmpigui JlaHzepeaHca, ayuHycu, 3He80OHEHHS.

MCTOMOP®OMETPUYECKAS OLIEHKA U3MEHEHUA ALIMHYCOB U OCTPOBKOB NTAHFEPIAHCA MOMXENYAOYHOWU
XENE3bl B YCNOBUAX OBLLENO OBE3BOXWUBAHUA OPFTAHU3MA

KosuyHn B.I1O.

Ob6e3ssoxusaHue conpogoxdaem psi0 MamosiocudecKkux coCmosiHUl U 8bi3bisatom rnepecmpoliKy op2aHoe U cucmem opaaHu3ma.
Llenb uccnedosaHusi: uccnedogamb eucmomMopgoMempuyeckue usMmeHeHus nooxenyo0oyHol xesesbl 8 ycrosusix obweeo
06e380XUBaHUS OpeaHuU3Ma. YcmaHoeums KOPPessiyUuoHHbIe cessu mexdy uccrnedyembimu epynnamu. Onbim 6bin npoeedeH Ha 35
6enbix Kpbicax-camyax. [100xenydouHyt xenesy okpawusanu 2eMamoKCUnUH-303UHOM U o BaH-MusoH. OueHusanu pa3mepsbi
ayuHycoe u ocmposkos JlaHzepeaHca u dpyeue obpasosaHusi napeHxumsbl. llnowads ayuHycoe Ha 3 cymKu OmHOCUMEIbHO UHMaKmHou
2pynnbl yMeHbwunack Ha 6,5% (p>0,05). NMnowadb ocmposkos ymeHbwunacek Ha 2% (p>0,05) omHocumenibHO UHMakmHoU epynrbl.
Ha 7 cymku akcnepumeHma nnow,adb ocmposkos yeesuyunacb Ha 0,2% (p>0,05) omHocumesnbHO 2pynrbl KOHMPOss;, Ha 2,2%
(p>0,05) omHocumenbHo 3 cymok. Mnowadb ayuHycos Ha 7 cymku yeenudunack Ha 7,2% (p>0,05) omHocumesnsHO epynbl KOHMPOJIs
u Ha 13,2% (p>0,05) omHocumenbHo 3 cymok. lMnowads ayuHycos Ha 10 cymku yeenu4yunack Ha 25,8% (p<0,05) omHocumesnbHO
2pynnbl KOHMPOJIsi; omHocumesnibHo 3 cymok Ha 30,6% (p<0,01) 8 omHoweHuu 7 cymok Ha 20,2% (p>0,05). lNnow,adb ocmposkos
yeenu4dunack Ha 55,6% (p<0,001) omHocumenbHO 2pyrrbl KOHMPOJIsi; omHocumeribHo 3 cymok Ha 56,3% (p<0,001); 8 omHoweHuu 7
cymok Ha 55,4% (p<0,001). YcmaHo8neHO Hanu4ue KoppensyuoHHoU cesidu mexdy niowadblo ocmposkos u auuHycos r=0,407,
p<0,05. Mexdy nnowadbo ocmpoekos u cmerneHbto obedgoxusaHusi r=0,708, p<0,001; mexdy nnowadbo ayuHycos8 U CmerneHbo
obessoxusaHusi r=0,534, p<0,001. MopghonoaudecKku ycmaHo8eHo Hanuyue 0ecmpyKmueHbIX U3MEeHeHUU napeHxumbl nooxesny0o4HoU
JKesie3bl, KOmMopble Mpospeccupyom no Mepe pocma cmereHu msxxecmu Oeaudpamayuu.

KnioueBble cnoBa: nodxenydoyHas xenesa, ocmposku JlaHeepaaHca, ayuHychl, obe3goxusaHue.
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According to many numerical literary sources, the modern direction of provision of
dental care involves an individual approach to the patient, in particular, based on his
gender, age and nationality. This calls for the creation of its own regulatory bases for
the population of different countries and ethnic groups, taking into account all possible
criteria. The purpose of the study is to establish and analyze the cephalometric
parameters by the method of E.P. Harvold in young men and women of Podillia region of
Ukraine with orthognathic bite. Primary lateral teleroentgenograms of 38 young men
and 55 women with normal occlusion close to orthognathic bite, obtained using the
Veraviewepocs 3D device, Morita (Japan), were taken from the data bank of the research
center of the National Pirogov Memorial Medical University, Vinnytsya. Cephalometric
measurements were performed according to the recommendations of E.P. Harvold.
Statistical processing of the obtained results was carried out in the license package
"Statistica 6.0" using nonparametric methods of estimating the results. When comparing
teleroentgenographic indices between boys and girls of the Podillia region of Ukraine
with orthognathic occlusion, significantly higher values of the length of the upper and
lower jaw, lower facial height and interjaw differences in young men were established,
and Ap1uAp1I-DOP angle was significantly higher in young women. When comparing
these data with the results obtained by E.P. Harvold, the boys and girls of the Podillia
region of Ukraine with orthognathic bite have significantly lower values of the length of
the upper and lower jaw and lower facial height. In addition, Ukrainian young women
have significantly higher values of the Ap1uAp1/I-DOP angle and a tendency to lower
interjaw differences, while in young men, the tendency towards higher values of the
cross-sectional angle than the value of these parameters obtained by E. Harvold is
established. The results of the study confirm the need to create a normative basis for
teleroentgenographic indices by the method of E.P. Harvold for the population of different
regions of Ukraine, taking into account both sexual and age affiliation.

Keywords: lateral teleroentgenograms of the head, cephalometry, young men and
women of Podillia with orthognathic bite, E.P. Harvold analysis.

Introduction

The face as the most open part of the human body plays
many key roles in the modern human life, and in particular
performs aesthetic function. If we talk about the lower part of
the face, then the aesthetic function is ensured not only due
to a smile (correct arrangement, size of teeth, etc.) and, in
general, the correct arrangement of all structures of the lower
face of each other (upper and lower jaw, chin, etc.).

In order to correctly assess the interrelationship of these
entities, a cephalometric analysis based on the study of
specific points, lines, planes and angles is used [14].

There are numerous methods of cephalometric analysis

of lateral teleroentgenograms, each of which has its own
characteristics. So, at the moment, well known methods of
analysis are by Steiner, Wits, Downs, Tweed, Ricketts,
Burstone, McNamara [1, 4-6, 17, 18, 20, 21].

Among them, special attention should be paid to the
analysis of the Norwegian scientist Egil Peter Harvold,
proposed in 1974 [7]. lts peculiarity is that the position of the
patient's teeth is not taken into account [15]. However, like
other methods, Harvold's analysis has a significant drawback
- norms laid down in this technique are specific because
the study was conducted on Canadians who had European
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ancestors. The modemn direction of provision of dental care
involves an individual approach to the patient, in particular,
taking into account his gender, age and nationality.

All this pushes scientists in different parts of the planet
to create their own normative bases for their own population,
taking into account all possible criteria.

The purpose of the work - to establish and analyze
cephalometric parameters by the method of E.P. Harvold in
young men and women of the Podillia region of Ukraine with
orthognathic bite.

Materials and methods

Primary lateral teleroentgenograms of 38 young men
(aged 17-21 years) and 55 young women (aged 16 to 20
years) with normal occlusion close to orthognathic bite,
obtained using the Veraviewepocs 3D device, Morita (Japan),
taken from the data bank of the scientific-research center of
National Pirogov Memorial Medical University, Vinnytsya.

According to the cephalometric method of E.P. Harvold
[16] determined the following indices (Fig. 1).

Used points:

ADP (anterior Downs point, anterior point of the closing
plane (OclPI) by Downs) - the middle of the line connecting
the cutting edges of the middle cutters upper (Is1u) and
lower (Is1L) jaws;

ANS (spina nazalis anterior) - usually in the majority of
cephalometric techniques is indicated as the apex of the
anterior nasal ostium, forming the anterior point of the palatal
plane, but in the Harvold method, this is a point on the lower
contour of the anterior nasal passage where the thickness
reaches three millimeters and is used for horizontal
measurements. For vertical measurements a point is used
on the upper contour of the anterior nasal passage where
the thickness reaches three millimeters;

Ap1L (apex first inferior incisor) - the point of the top of
the root of the median lower cultter;

Ap1u (apex first upper incisor) - the point of the top of
the root of the median upper cultter;

Gn (gnation) - anterior point on the lower contour of the
body of the mandible, in Harvold method marked as GN;

Is1L (incision inferior) - point located on the cutting edge
of the lower middle incisor;

Is1u (incision superior) - point located on the cutting
edge of the upper middle incisor;

N (nasion) - the most forward point of the fronto-nasal
suture connections frontal and nasal bones in the mid-jib
plane;

PDP (posterior Downs point) - rear point of closing plane
(OclPI) by Downs - the middle of the line, connecting the
near-buccal tip of the first molars of the upper and lower jaws;

PGN (prognathion) - a point on the anterior chin contour
which determines the maximum length of the lower jaw from
the point (TM);

Pog (pogonion) - the most forward point of the bony chin
performances, in the Harvold method is indicated as PG;

TM (temporomandibular joint) - a point on the contour of

Fig. 1. Cephalometric indices determined by the cephalometric
method of E.P. Harvold [16]. 1. N-ANS-Pog (Convexity) - angle of
convexity, determines the convexity of the profile formed by the
reference lines N-ANS and ANS-Pog (note - in the author's
technique, the point Pog is marked as PG) (°); 2. Il (Interincisal
Angle) - Angulation of axes of upper to lower incisor, formed by
the reference lines Ap1u-ls1u and Ap1L-Is1L (°); 3. Ap1uAp1I-
DOP - Angle between Occlusal Plane and the connecting line
between the root tips of the central upper and lower incisor (°); 4.
TM-ANS (is also found as ANS-Cond) (maxillary length, forward
position of the maxilla) - distance from (TM) to spina nazalis anterior
(ANS) determining the maxillary length (mm); 5. TM-PGN (is also
found as Pog-Cond) (mandibular length) - distance from (TM) to
(PGN) determining the mandibular length (mm); 6. ANS-Gn (Lower
Face Height) - distance from Anterior nasal spine to Gnathion
determining the lower face height (mm); 7. Max-Mand (Difference
in Jaw Lengths) - difference of the lengths of the lines ANS-Cond
and Pog-Cond (mm).

the mandibular fossa through which the line of the greatest
length of the mandible passes, usually in most of the
cephalometric techniques is indicated as a point on the
vertex of the contour of the head of the mandible Cond
(condylion).

Statistical processing of the obtained results was carried
out in the "Statistica 6.0" licensing package using
nonparametric estimation methods. The reliability of the
difference in values between the independent quantitative
values was determined using the Mann-Whitney U test.

Results

Indicators determined by cephalometric method of E.P.
Harvold [16] and A.E. Athanasiou [3] (mean with standard
deviation and percentage scale) in Ukrainian young men
and women with orthognathic bite are presented in Table 1.

It should be noted that part of the parameters determined
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Table 1. Percentage scale of teleroentgenographic indices by E.P. Harvold method in Ukrainian young men and women with orthognathic bite.

Indexes Young men Young women b
Mt o 25p-, 75p-1 Mo 25p-, 75p-1

N-ANS-Pog (°) 11.24+5.85 7.0-16.0 10.4515.18 7.0-14.0 >0.05
1(°) 130.6%7.1 126.0-134.9 130.5%8.0 125.4-135.5 >0.05
Ap1uAp1LDOP (°) 90.29+4.05 87.0-94.0 92.45%4.21 89.0-95.0 <0.05
ANS-Cond (mm) 91.19%£13.01 86.3-92.7 83.40%7.21 79.8-85.3 <0.001
Pog-Cond (mm) 117.4£18.3 110.4-117.8 107.4%10.0 102.8-108.9 <0.001
ANS-Gn (mm) 64.64%£11.10 61.2-66.0 59.63% 6.40 56.0-61.4 <0.001
Max-Mand (mm) 26.1616.84 23.1-29.5 24.05+% 4.51 21.5-26.7 <0.05

Notes: Mto - average + standard deviation; 25p-I, 75p-I - percentage scale; p - statistical significance of differences between the sizes

of young men and women.

Table 2. Comparison of teleroentgenographic indices obtained by E.P. Harvold with young men and women with orthognathic bite (Mxo).

Indexes Value by E.P. Harvold [16] Young men Young women
N-ANS-Pog (°) no data 11.2415.85 10.45£5.18
I (°) 128+4 130.6x7.1 t 130.5%8.0
Ap1uAp1EDOP (°) 895 90.29%4.05 92.45%+4.21 **
Boys Girls
ANS-Cond (mm) 100+4.17 93+3.45 91.19+13.01 *** 83.40%7.21 ***
Pog-Cond (mm) 127%5.25 119+4.44 117.4+18.3 ** 107.4%10.0 ***
ANS-Gn (mm) 711573 65+4.67 64.64%11.10 ** 59.63£6.40 ***
Max-Mand (mm) 27 26 26.1616.84 24.05%4.51 t

Notes: *, **, *** - significant differences (p<0.05, p<0.01 and p<0.001) of corresponding indicators obtained by E.P. Harvold method with
young men and women with orthognathic bite; t -trends of differences in the corresponding indicators obtained by E.P. Harvold method

with Ukrainian young men and women with orthognathic bite.

by the cephalometric method of E.P. Harvold (angle Il, or
inter-incisive angle) are used in the analyzes proposed by
C. Steiner, G. Schmuth and A.M. Schwarz and are reflected in
the studies of M.O. Dmitriev [10, 11, 13].

When comparing teleroentgenographic indices obtained
by the method of E.P. Harvold between young men and
women of the Podillia region of Ukraine with orthognathic
occlusion, established significantly higher (p<0.05-0.001)
values of the length of the upper jaw (ANS-Cond), the length
of the mandible (Pog-Cond), the lower face length (ANS-Gn)
and maxillary difference (Max-Mand) in young men, as well
as significantly higher (p<0.05) value of the Ap1uAp1Il-DOP
angle for young women (see Table 1).

When comparing teleroentgenographic indices of E.P.
Harvold with the results obtained in young men and women
of the Podillia region of Ukraine with orthognathic occlusion,
established significantly lower (p<0.01-0.001) values of the
length of the upper jaw (ANS-Cond), the length of the
mandible (Pog-Cond) and lower face height (ANS-Gn) in
Ukrainian young men and women with orthognathic bite
(Table 2). In addition, young women of the Podillia region of
Ukraine have significantly higher (p<0.01) values of the
Ap1uAp1l-DOP angle and the trend (p=0.063) to smaller
values of the maxillary difference (Max-Mand), while in young
men of the Podillia region of Ukraine there is a slight trend

(p=0.078) to higher values of the inter-incisive angle (angle
Il) than teleroentgenographic parameters obtained by E.P.
Harvold (see Table 2).

Discussion

Scientists from Bangladesh conducted a cephalometric
examination of lateral teleroentgenograms using E.P.
Harvold's technique of 50 young men and 50 women aged
18 to 24 years with a physiological bite. After the statistical
processing of the obtained data revealed signs of sexual
dimorphism - most of the studied values were greater in
young men. Compared with the author's methodology, for
Bangladesh girls found lower values of such indicators
as: inter-incision angle (p<0.001), occlusal and radicular
planes (p<0.001) and inter-jaw differences (p<0.001). Also,
a significant difference was found between the position of
the upper and lower jaw and the anterior lower facial height
(p<0.01) [2].

A.A. Daer and A.H. Abuaffan conducted a similar study
to determine the cephalometric norms by the method of
E.P. Harvold for the population of Yemen. To achieve this
goal, 105 young women and 89 men aged from 18 to 25
years old who had no history of trauma or illness of the
tooth-jaw system and physiological bite were examined.
All of them had an X-ray examination with subsequent
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cephalometric analysis and statistical treatment of the
results. Statistically significant differences were noted
between young men and women among skeletal sagittal
relationships [9].

E. Lara-Carrillo and colleagues surveyed 116 boys and
125 girls aged from 9 to 18, in the third generation of Mexican
residents. The purpose of the study was to identify
cephalometric norms for residents of the capital of Mexico,
according to their age and sexual characteristics. After
statistical data processing, manifestations of sexual
dimorphism were revealed among the indicators of the
position of the upper and lower jaw, the anterior lower height
of the face in all age groups [19].

When comparing teleroentgenographic indices used in
the E.P. Harvold analysis between young men and women
of the Podillia region of Ukraine with orthognathic bite,
pronounced sexual differences are established, namely,
significantly higher values of the length of the upper and
lower jaw, lower facial height and interjaw difference in young
men, and higher angle values Ap1uAp1I-DOP for young
women. In previous studies, in the analysis of cephalometric
parameters by methods of C.J. Burstone and R.M. Ricketts,
we also revealed pronounced sexual differences [8, 12].

Comparing teleroentgenographic indices obtained by
E.P. Harvold with the magnitude of the data obtained in the
young men and women of Podillia with orthognathic bite, we
also established the distinct differences, namely: significantly
lower values of the length of the upper jaw (allows us to
estimate the position of the anterior point of the upper jaw in
the arterial plane and clinically allows interpret the results
as a normal position, front position or prognathism,
underdevelopment or retrognathia of the upper jaw), length
of the mandible (allows you to evaluate the position of the
chin in the jet and the vertical planes; essentially the
hypotenuse of the lower jaw takes into account not only the
length of the branch and the body of the mandible but also
the angle between them) and the lower height of the face
(vertical absolute index characterizing the lower face height;
an increase in the index testifies to the affiliation of the case
to the open bite and decrease to deep bite) in Ukrainian
young men and women. Also, Ukrainian young women have
significantly higher values of the Ap1uAp1I-DOP angle (it
allows to determine the position of the tops of the anterior
group of teeth in relation to the functional plane. Individuals
with second-degree pathology according to Engle have an
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LIE®ANOMETPUYHI AOCNIAXEHHA YKPAIHCbKUX IOHAKIB TA OIBYAT 3 OPTOMHATMYHMM MPUKYCOM 3A METOOOM

E.P. HARVOLD
YepHuw A.B.

32idH0 6bazamo yucenbHUX flimepamypHUX Oxepesl cydacHUl HanpsiMoK HadaHHs cmomamosioeidyHoi donomoau rnepedbadyae
iHOugIOyanbHull nioxid do nauyieHma, 30kpema, 3 ypaxysaHHsIM Uio20 cmami, 8iKy ma HauioHalbHOI npuHanexHocmi. Lle suknukae
HeobXxiOHicmb CMEOpPeHHsT 8racHux HopmamueHux 6a3 Osnsi HacenleHHs1 Pi3HUX KpaiH ma emHocie 3 ypaxy8aHHsIM 8CiX MOX/IUugux
kpumepiie. Mema docnidxeHHs - acmaHo8umu ma npoaHasisyeamu uegasomempuydHi napamempu 3a memodom E.P. Harvold y
toHakig i dis4am [10dinbCcbKo20 peeioHy YkpaiHu 3 opmozHamuy4HUM rfpukycom. NepsuHHi 60kosi menepeHmeeHoepamu 38 roHakie ma
55 digyam 3 HopMarbHOK OKMH3iEt0 HabruxeHo 00 opmoaHamu4yHo20 MPUKYCy, ompumaHi 3a 0ornomMoeor npucmpoto Veraviewepocs
3D, Mopima (5inoHusi), 83smi 3 6aHKy 0aHUX HayK080-00C/iOH020 UeHmpy BiHHUUbKO20 HayjioHarbHO20 MeOUYHO=20 yHigepcumemy im.
M.I. lMupoeosa. LlechanomempuyHi sumiptogaHHsi npoeodurnu 32i0Ho0 pekomeHdauili E.P. Harvold. CmamucmuyHa 06pobka ompumaHux
pe3ynbmamig nposedeHa 8 niyeHsitiHoMy rnakemi "Statistica 6,0" 3 sukopucmaHHsIM Herapamempu4yHUx Memodig OyjiHKU pe3yrnbmamig.
lpu nopieHsiHHI MenepeHmeeHoepaghidHUX MoKa3HUKie MiX toHakamu ma digdamamu [100inbCbK020 peeioHy YKkpaiHu 3 opmozHamu4yHUM
MPUKYCOM 8cmaHo8/1eHo 00CMOBIPHO binbuli 3Ha4YeHHST 008XKUHU 8EPXHBOI | HUXKHBOI Wernenu, HUXHLOI eucomu obriuyys ma MiKujenernHor
pi3HUYi 8 toHaKig, a makox 0ocmosipHo binbwe 3HayeHHs Kyma Ap1uAp1l-DOP y disuam. [pu nopigHsiHHI daHUX MOKa3HUKI8 3
pesynbmamamu ompumaHumu E.P. Harvold, e roHakie i disdam [lodinbcbKo2o pezioHy YKpaiHu 3 opmo2Hamu4yHuUM MpuKycom
8cmaHoeneHi 00cmoe8ipHO MeHWi 3Ha4eHHsT O0BXUHU 8EPXHbLOI i HUXHBLOI wienenu ma HUXHbOoI eucomu obnuy4si. Kpim moeo, e
yKpaiHcbKux dig4am ecmaHoerneHi docmosipHo Ginbwi 3HayeHHs1 kyma ApTuAp1l-DOP ma meHOeHuisi 00 MEHWUX 3Ha4YeHb MPKWEeNenHoi
pi3HUUj, @ 8 toHaKig - meHOeHyis o BinbWux 3Ha4YeHb MPKPI3Ue8o2o Kyma, HiX eenuyuHa OaHux napamempie ompumaHux E.P. Harvold.
Pe3ynbmamu docnidxeHHs1 nidmeepoxytomb HeobXiOHicmb cmeopeHHs HopMamueHoi 6a3u mesiepeHmeeHo2paidHUX MOKa3HUKig
3a memodukor E.P. Harvold Onsi HaceneHHsi pi3HUX peeioHie YKpaiHu 3 ypaxyeaHHSAM sIK cmameeoi, mak i 8ikogoi HanexHocmi.
KnrouoBi cnoBa: 60kosi menepeHmaeHoepamu 205108u, yegharomempis, toHaki i disdama [1odinnss 3 opmozHamMuUYHUM PUKYCOM,
aHanis E.P. Harvold.

LIE®ANIOMETPUYECKOE UCCINEQOBAHUA YKPAMHCKUX FOHOLLUEW U AEBYLLUEK C OPTOrTHATUMECKUM MPUKYCOM MO
METOLY E.P. HARVOLD

Yepubiw A.B.

CoenacHo MHO20YUCIIEHHbIX JTUMepamypHbIX UCMOYHUKO8 COBPEMEHHOEe HarpassieHue oKasaHusi crmomMamosiozudeckol momowu
npedycmampusaem uHOUgudyasibHbIU MO0X00 K nayueHmy, 8 yacmHocmu, ¢ y4yemoMm eeo fona, eo3pacma U HayuoHasibHoU
npuHadnexHocmu. Omo 8bi3bisaem Heobxodumocmb co30aHusi cobCMBeHHbIX HopMamueHbix 6a3 O HaceneHus pas3nuyHbIX cmpaH
U 3MHOCO8 C y4YyemoM 8Cex 803MOXHbIX Kpumepues. Llenb uccnedosaHusi - ycmaHo8ums U MpoaHanu3uposams ueghanomempudeckue
napamempsi no memody E.P. Harvold y toHowel u desywek Mo0onbcko20 peauoHa YkpauHbl ¢ opmogHamu4eckum rnpukycom. lepeuyHbie
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bokosbie menepeHmeeHoepammbi 38 roHowel u 55 desywek ¢ HopmarnbHOU OKKo3uel rpubuXeHHOU K Opmo2Hamu4yecKoMy MpuKycy,
ronyy4eHHble ¢ romowbto ycmpoticmea Veraviewepocs 3D, Mopuma (5inoHusi), 83simbl u3 6aHka GaHHbIX HayYHO-UCC/1e008amesibCKO20
ueHmpa BuHHUUKO20 HayuoHa/IbHO20 MeOUUUHCK020 yHugsepcumema umeHu H.U. lMupozosa. Llechanomempuyeckue u3mepeHus
nposodunu cozanacHo pekomeHOayusm E.P. Harvold. Cmamucmuydeckass obpabomka nony4yeHHbIX pe3ysibmamos rposedeHa 8
nuyeH3UuoHHoM nakeme "Statistica 6,0" ¢ ucronb3o8aHueM Herapamempuyeckux mMemodos oueHKU pedyrbmamos. [lpu cpagHeHuu
mernepeHmeeHozpaghudecKux rnokazamersnel mMexoy roHowamu u desywkamu [100onbCKO20 peauoHa YKpauHbl C OpmMO2HamuyecKuM
MPUKYCOM ycmaHo8rieHo 00Ccmo8epHO borbuwiue 3Ha4eHUs1 OruHbI 8epxXHel U HUXHeU Yerlrcmu, HUXHeU 8bICombl fluya U MeXHes1roCmHoU
pasHuubl y roHowel, a makxe 0ocmosepHo bonbuwee 3HadyeHue yana ApTuAp1-DOP y desywek. [Npu cpasHeHUU OaHHbIX rnokasamenel
¢ pesynbmamamu, ronyyeHHeiMu E.P. Harvold, y toHowel u desywek Modonbcko2o peauoHa YKpauHbl C OPmMo2Hamu4yecKuM rMpuKkycom
ycmaHoerieHbl 00CmMO8epHO MeHbWUe 3HadyeHuss ONlUHbl 8epxHel U HUWXHeU Yerrocmu u HuxHel ebicomsl nuya. Kpome moeo, 8
yKpauHcKkux 0esylweK ycmaHoerneHbl 00cmosepHo 6onbuwue 3HavyeHusi yena ApTuAp1-DOP u meHOeHUus K MEHbWUM 3Ha4eHUsIM
MeXyencmHol pa3Huubl, a y toHowel - meHOeHUyus K 601bWuM 3Ha4YeHUsM Mex0y-pe3yogoao yena, Yyem eefuquHa OaHHbIX
napamempos, nosny4YeHHbix E.P. Harvold. Pe3ynbmambi uccnedogaHus nodmeepxoarom HeobxodumMocmb co30aHUsi HOpMamugHoU
6a3bl menepeHmaeHozpagu4ecKkux nokasamernel no memooduke E.P. Harvold dnsi HaceneHus pasnu4yHbIX pe2uoHo8 YKpauHbl C y4yemom
Kak nonoeol, maKk u 8o3pacmHol npuHadnexHocmu.

KnioyeBble cnoBa: 60kosbie meriepeHmeaeHoepamMmbl 205108bl, yegharomempusi, OHowWU U 0esywku [Modornbs ¢ opmozHamu4yecKum
npukycom, aHanu3 E.P. Harvold.
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The assessment of the peculiarities of the processes of psychophysiological adaptation
of students involves the implementation of a comprehensive analysis of a number of
indicators of the functional state of the organism and of the personality traits of girls and
youth on the basis of the application of methods of statistical analysis, one of the main
tools of which is factor analysis. The aim of the work is to determine the leading factors
influencing the peculiarities of the course of psychophysiological adaptation of students
of modern institutions of higher medical education in the dynamics of the academic
year. Determination of the level of development of psychophysiological functions of
students was carried out with the use of the licensed computer complex "Efecton
Studio”, peculiarities of the person were evaluated on the basis of psychodiagnostic
studies, statistical processing of the received materials was carried out using a package
of programs of multidimensional statistical analysis "Statistica 6.1" on the basic
procedures of factor analysis. It is determined that as the main factors in the analysis
of the physiologically-determined correlates of the success of the processes of
psychophysiological adaptation, the following factors should be noted: "peculiarities of
dynamic efficiency" and "peculiarities of the balance of nervous processes”, as well as
at the beginning of the training time, the factor "peculiarities of mobility of nerve
processes"” and in the end it is a factor "the peculiarities of the mobility of the nervous
processes and the speed of the visual-motor reactions". The main factors that were
identified during the analysis of the mentally-determined correlates of the success of
the processes of psycho-physiological adaptation are the following factors: "features of
temperament and anxiety", "features of character properties"”, "features of the level of
subjective control of personality”, "peculiarities aggressive manifestations of
personality”, as well as "features of emotional burnout", which at the beginning of the
training period was associated with a number of features of the mechanisms of
psychological protection, at the end of it - with a number of features asthenic and
depressive states.

Keywords: students, academic year, psychophysiological adaptation, physiologically-
significant correlates, mentally-significant correlates, factor analysis.

Introduction

The study of the peculiarities of the course of
psychophysiological adaptation of students who are in the
institution of higher education, including in the conditions of
medical institutions of higher education, involves the
implementation of a comprehensive analysis of a number
of indicators of the functional state of the organism and
peculiarities of the personality of young men and women on

the basis of the application of methods of multidimensional
statistical analysis, one of the main tools of which is the
process of factor analysis [2-4, 8, 10, 12, 13, 18, 23-26, 29].

In general, factor analysis allows to quantitative
assessment of the characteristics of the investigated
indicators, which is directly determined on the basis of the
evaluation of characteristics, the level of expression of which
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is established and, therefore, makes it possible to detect a
rather narrow set of properties for a significant part of the
initial characteristics that characterize the relationship
between the groups of these signs and certain generalized
factors [1, 7, 11, 14, 20, 22, 27].

Therefore, factor analysis is attributed to statistical
methods that allow us to make a completely correct statistical
description of multidimensional objects, which are
characterized by the presence of a plurality of quantitative
attributes, and, therefore, a priori redundancy of the initial
characteristics of the system under study, based on the
definition of the depth indicators that actually form them and
determine [1, 5, 6, 15-17, 21, 28, 30].

The purpose of the work is to determine the leading
factors influencing the peculiarities of the processes of
psychophysiological adaptation of students of modern
institutions of higher medical education in the dynamics of
the academic year, and their complex assessment based
on the use of procedures of factor analysis.

Materials and methods

Scientific researchers were conducted among students
of the medical faculty of the National Pirogov Memorial
Medical University, Vinnytsya. 55 young women and 45 young
men were assigned to the study groups.

Comprehensive assessment of the development level
of the leading psychophysiological functions indicators of
the students (physiologically significant correlates of the
course of psychophysiological adaptation) envisaged the
definition of the degree of development of characteristics
that determined the features of sensorimotor reactions (the
speed of simple and differentiated visual-motor response,
simple audio-motor reaction), the course of the main
nervous processes (mobility and balance of nerve
processes), as well as the strength of the nervous system
(tapping test) and the dynamics of performance in monotony
conditions were carried out during academic year (at the
beginning of the autumn and at the end of spring semesters)
on the basis of the using computer complex "Effecton Studio”,
registered in the Fund of computer programs of educational
purposes (registration number 1717) and has a certificate
of conformity of the Institute of Information Education [9].

At the heart of determining the characteristics of the
personality of students (psychologically significant correlates
of psychophysiological adaptation) were psychodiagnostic
techniques that provided for the establishment of individual-
typological peculiarities of the person and, above all, the
properties of temperament, anxiety and character, indicators
of the level of subjective control, peculiarities of mental states,
nature , aggressiveness, emotional burnout, mechanisms
of psychological protection, etc. [19].

Applied implementation and subsequent interpretation
of the results obtained using factor analysis procedures
were carried out using the licensed standard application
package of multidimensional statistical analysis "Statistica
6.1" (license number BXXR901E245722FA, belonging to the

National Pirogov Memorial Medical University, Vinnytsya).

Results

Considering the obtained results, it should be noted that
at the beginning of the academic year the regularities of the
relationships between the studied parameters and the
physiologically-determined correlates of the success of the
processes of psycho-physiological adaptation (y) that were
established should be presented as the following
relationship (1-2):

- among young women: y = 0.408f1 + 0.236f2 + 0.298f3; (1)
where the factor f1 was to be defined as "the features of
dynamic performance" (the share of dispersion - 42,27%)
and, above all, united in its structure indicators that showed
the characteristics of dynamic performance in monotony
conditions and data on the performance of the tapping test
during all studied intervals; the factor f2 was to be defined as
"the peculiarities of the balance of nervous processes" (the
proportion of dispersion - 25.10%) and combines both the
actual characteristics of the equilibrium of the nervous
processes and the data with respect to the amount of
premature reactions and latency reactions; the factor f3 -
was to be defined as "the peculiarities of the mobility of the
nerve processes" (the dispersion share was 19.22%) and
included only indicators of the mobility of the nerve processes
in its structure;
- among young men: y = 0.517f1 + 0.243f2 + 0.1923; (2)
where the factor f1 was to be defined as "the features of
dynamic performance" (the share of dispersion - 43,27%)
and, above all, united in its structure indicators that depicted
the characteristics of dynamic performance in monotony
conditions and data on the performance of the tapping test
during all the studied intervals, except for the latter; the factor
f2 was to be defined as "the peculiarities of the equilibrium
of the nervous processes" (the proportion of the dispersion
was 26.10%) and combining both the actual characteristics
of the balance of the nervous processes and the data with
respect to the number of premature reactions and delayed
reactions; the factor f3 was to be defined as "the peculiarities
of the mobility of the nerve processes" (the dispersion share
was 21.22%) and included only the indices of the actual
mobility of the nerve processes in its structure.

At the same time, at the end of the school year, the
regularities of the relationship between the studied
parameters and the physiologically-determined correlates
of the success of the processes of psycho-physiological
adaptation (y) that have been established should be
presented in the form of such relationships (3-4):
- among young women: y = 0.430f1 + 0.226f2 + 0.200f3; (3)

where the factor f1 was to be defined as "the features of
dynamic performance" (the share of dispersion - 44.22%)
and, above all, united in its structure the indicators reflecting
the characteristics of dynamic performance in monotony
conditions and data on the implementation of the tapping
test during all studied intervals; the factor f2 was to be
defined as "the peculiarities of the balance of nervous
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processes” (the proportion of dispersion was 25.96%) and
combined both the actual characteristics of the balance of
nervous processes and the data with regard to the amount
of premature reactions and delayed reactions; the factor f3
was to be defined as "the peculiarities of the mobility of the
nerve processes and the speed of the visual-motor
reactions" (the proportion of the dispersion was 18.98%)
and included in its structure the parameters of the mobility
of the nerve processes and, unlike the initial stage of
observation, characteristics of the speed of the simple and
differentiated visual-motor reaction;
- among young men: y = 0.400f1 + 0.271f2 + 0.203f3;  (4)
where the factor f1 was to be defined as "the features of
dynamic performance” (the share of dispersion - 40.17%)
and, above all, united in its structure indicators that showed
the characteristics of dynamic performance in monotony
conditions and data on the implementation of the tapping test
during all studied intervals; the factor f2 was to be defined as
"the peculiarities of the balance of nervous processes" (the
dispersion share was 25.88%) and combined both the actual
characteristics of the balance of nervous processes and the
data with respect to the amount of premature reactions and
latency reactions; the factor f3 was to be defined as "the
peculiarities of the mobility of the nerve processes and the
speed of the visual-motor reactions" (the proportion of the
dispersion was 17.19%) and included in its structure the
parameters of the mobility of the nerve processes and, unlike
the initial stage of observation, characteristics of the speed of
the simple and differentiated visual-motor reaction.

At the same time, analyzing the results obtained, it should
be noted that at the beginning of the school year, the patterns
of relationships between the studied parameters and the
psychologically determined correlates of the success of the
processes of psycho-physiological adaptation (y), which were
established, should be presented as the following
relationship (5-6):
- among young women: y = 0.567f1 + 0.249f2 + 0.216f3 +
0.231f4 + 0.146f5; (5)

where the factor f1 was to be defined as "the features of
the level of subjective control of the individual" (the share of
dispersion - 29.00%) and, above all, united in its structure
indicators that reflect the characteristics of the general level of
subjective control level and level subjective control in the field
of educational relations and health and disease; the factor 2
- was to be defined as "the features of temperament and
anxiety" (the share of dispersion - 19.18%) and, first of all,
combines indicators of neuroticism, situational and
personality anxiety; the factor f3 was to be defined as "the
features of the character properties" (the fraction of the
dispersion was 15.32%) and included in its structure, first of
all, characteristics of the character properties of the hysteria
(Hy), psychopathy (Pd) and hypomania (Ma); the factor f4 -
was to be defined as "the features of aggressive
manifestations of personality" (the share of dispersion -
14.38%) and united in its structure, first of all, indices of
irritation, feeling of insult and index of aggressiveness; factor

5 - was to be defined as "the features of emotional burnout
and mechanisms of psychological protection" (the proportion
of dispersion - 8.96%) and combines the leading
characteristics of emotional burnout according to stress,
resistance and exhaustion phases, as well as mechanisms
of psychological protection such as mechanisms of its
protection on regression, displacement and projection scales;
-among young men: y = 0.449f1 + 0.338f2 + 0.247f3 + 0.1674
+0,10115; 6)
where the factor flwas to be defined as "the peculiarities
of the properties of nature" (the proportion of the dispersion
was 24.78%) and included in its structure, first of all,
characteristics of the character of the character on the scales
of hypochondria (Hs), hysteria (Hy), psychopathy (Pd),
paranoid (Pa), psychasthenia (Pt) and schizoid (Se); the factor
f2 was to be defined as "the features of aggressive
manifestations of personality" (the share of dispersion was
17.30%) and united in its structure, first of all, indicators of
indirect aggression, irritation, feeling of insult and indices of
aggression and hostility, the factor f3 was to be defined as
"features of temperament and anxiety" (the share of dispersion
- 16.30%) and combines indicators of neuroticism, situational
an personality anxiety; the factor f4 was to be defined as "the
peculiarities of the level of subjective control of personality”
(the share of dispersion was 15.62%) and, above all, united
in its structure the indicators reflecting the characteristics of
the general level of subjective control and the level of sub
oversight in the field of failures, learning relationships and
health and disease; the factor f5 - was to be defined as "the
features of emotional burnout and mechanisms of
psychological protection" (the share of dispersion - 9.23%)
and, first of all, combines the leading characteristics of
emotional burnout according to the phases of stress,
resistance and exhaustion, and also such mechanisms of
psychological protection as mechanisms of its protection on
regression, displacement, negation and projection scales.
At the same time, at the end of the academic year, the
regularities of the relationships between the studied indicators
and the mentally determined correlates of the success of the
processes of the psycho-physiological adaptation (y) that have
been established should be presented in the form of such
interrelations (7-8):
- among young women: y = 0.500f1 + 0.324f2 + 0.146f3 +
0.215f4 + 0.152f5; (7)
where the factor f1 was to be defined as "the features of
emotional burnout and asthenic and depressive states" (the
share of dispersion was 29.54%) and included in its structure
the leading characteristics of emotional burnout according to
the stresses, resistance and exhaustion phases, as well as
the indicators of the degree of expression asthenic and
depressive states; the factor f2 was to be defined as "the
peculiarities of the level of subjective control of personality”
(the share of dispersion was 17.57%) and, in the first place,
united in its structure the indicators reflecting the
characteristics of the general level of subjective control and
the level of sub objective monitoring in the field of
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achievements, educational relations and health and disease;
the factor f3 was to be defined as "the peculiarities of the
character properties" (the proportion of the dispersion was
16.04%) and combines, first of all, characteristics of the
character of the character on the scale of the hypochondria
(Hs), depression (D), hysteria (Hy), psychopathy (Pd) and
hypomania (Ma); factor f5 - was to be defined as "the features
of aggressive manifestations of personality" (the share of
dispersion - 15.13%) and included in its structure, first of all,
indicators of negativism, irritation and indices of
aggressiveness and hostility; factor f5 - was to be defined as
"the features of temperament and anxiety" (the share of
dispersion - 9.39%) and, above all, united in its structure
indicators of neuroticism, situational and personal anxiety;
- among young men: y= 0.451f1 + 0.148f2 + 0.339f3 + 0.260f4
+ 0.146f5; 8)
where the factor f1 was to be defined as "the features of
emotional burnout and asthenic and depressive states" (the
share of dispersion - 26.19%) and included in its structure
the leading characteristics of emotional buming according to
the phases of stress, resistance and exhaustion, as well as
indicators of the degree of expression asthenic and depressive
states; the factor f2 was to be defined as "the peculiarities of
the character properties" (the proportion of the dispersion
was 18.47%) and united in its structure, first of all,
characteristics of the character on the scales of hypochondria
(Hs), depression (D), psychopathy (Pd), psychasthenia (Pt)
and hypomania (Ma); factor f3 - was to be defined as "the
features of aggressive manifestations of personality” (the
proportion of dispersion - 15.90%) and, above all, combined
the indicators of verbal and indirect aggression, irritation and
indices of aggression and hostility; the factor f4 - was to be
defined as "the features of the level of subjective control of the
individual" (the share of dispersion - 14.68%) and, first of all,
included in its structure the indicators reflecting the
characteristics of the general level of subjective control and
the level of subjective control over failures, learning
relationships and health and disease; factor f5 - had to be
defined as "features of temperament and anxiety" (the share
of dispersion - 10.17%) and, above all, united in its structure
indicators of neuroticism, situational and personal anxiety.

Discussion

In the course of the conducted researches, using factor
analysis procedures, the leading factors that exert a
pronounced influence on the peculiarities of the processes
of adaptation transformation processes and the established
connections between a number of nominal indicators of the
level of development of psychophysiological functions and
the formation of the peculiarities of the student's personality
and the level of psychophysiological adaptation are revealed.
It was determined that regardless of the nature of the training
load, organization of daily activities and sexual characteristics,
as the main factor formations that were identified during the
analysis of the physiologically-determined correlates of the
progress of the processes of psycho-physiological

adaptation, it was noted the following factors: "features of
dynamic performance" and "peculiarities of the balance of
nervous processes”, as well as at the beginning of the training
period, the factor "peculiarities of the mobility of nerve
processes", which included in its structure only oscillation
the actual mobility of the neural processes, and in the end it is
the factor of "the peculiarities of the mobility of the nerve
processes and the speed of the visual-motor reactions"”, which
included in its structure as indicators of the mobility of the
nerve processes and, unlike the initial stage of observation,
characteristics of the speed of a simple and differentiated
visually-motor reaction.

At the same time, it should be noted that regardless of the
period of study, the nature of training loads, organization of daily
activities and sexual characteristics, as the main factor education,
identified during the analysis of the mentally determined correlates
of the success of the processes of psychophysiological
adaptation, the following factors were noted: ,"features
temperament and anxiety", "features of character properties”,
"peculiarities of the level of subjective control of personality”,
"peculiarities of aggressive manifestations of personality” and
features emotional burnout" that at the beginning of training time
was closely and inextricably linked with a number of features of
psychological defense mechanisms, at the end of it - with those
asthenic and depressive states.

It should be noted that the peculiarities of the
psychophysiological adaptation of students undergoing higher
education institutions during the academic year established
according to the data of factor analysis are of considerable
prognostic value and need to be taken into account during the
creation of a preventive environment in modern higher
education institutions [4, 10, 17, 21, 23, 24, 26].

Moreover, the revealed patterns must be taken into account
in the application of healthcare technologies in educational
institutions of different levels and profiles, the conceptual
principles of effective use of which are considered: regime-
adaptive, psychophysiological, personal and integrative-
functional principles with relevant content which have a
favorable overall impact on the processes of the formation of
the health and functional state of the body of young women
and men and provide high level of training preparedness of
modern students [25].

The obtained results are marked by significant significance
from the point of view of determining the peculiarities of the
formation of the adaptive resources of the student body in
higher educational establishments of the medical profile, and
the formation of effective approaches to the formation of the
optimal working dynamic stereotype of young women and
men who are studying [10, 23]. Moreover, the presence of
certain dynamic changes on the content of individual factor
groups requires careful analysis during the effective training
of future medical professionals [12, 13, 25, 29].

Considering the prospects for further use of the obtained
data, it should be noted several of their leading aspects,
namely: diagnostic, which is based on taking into account the
results obtained in the development of methods for assessing
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the level of expression of academic stress among students
of higher education institutions, and preventive, which involves
taking into account the factors that make unfavorable influence
on the processes of psychophysiological adaptation of young
women and men, during developing measures for their
correction and improvement.

Conclusions

In the course of the conducted researches, the leading
factors influencing the peculiarities of the psychophysiological
adaptation of students of modern institutions of higher
medical education in the dynamics of the academic year are
determined, and their complex assessments are carried
out on the basis of the use of factor analysis procedures.
Such an approach made it possible, during the analysis of
physiologically-determined correlates of the success of the
processes of psycho-physiological adaptation, such as the
following factors: "features of dynamic performance" and
"peculiarities of the balance of nervous processes", as well
as at the beginning of the training time, the factor
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MPOBIOHI ®AKTOPU, AKI BNMUBAIOTbL HA OCOEBNUBOCTI NEPEBITY MPOLIECIB NMCUXO®I3IONONYHOI AOANTALLIT
CTYAEHTIB CYYACHUX 3AKIAAIB BULOI MEOAUYHOI OCBITU B AUHAMILI HABYAINIBHOIO POKY, TA iX KOMIMMEKCHA
OLIHKA

Mopo3 B. M., Makapoe C. IO.

OuiHka ocobnusocmel nepebiey npouecie ncuxogizionoaidHoi adanmauii cmydeHmie nepedbayae 30iliCHEHHSI KOMMIEKCHO20 aHarisy
uinoeo psidy nmokasHuKie yHKUioOHanbHO20 cmaHy opeaHiamy ma ocobnusocmeli ocobucmocmi digyam i oHakie Ha nidcmasi
3acmocysaHHs1 Memodie cmamucmuy4yHO20 aHari3y, 0OHUM i3 OCHOBHUX IHCMpPyMeHmig sIKo2o € ghakmopHul aHanisz. Memorw pobomu
€ B8U3Ha4YeHHs1 NPoeiOHUX ¢hakmopis, siki ennuearome Ha ocobrusocmi nepebicy npouecie ncuxogizionoziyHoi adanmauii cmydeHmig
cydacHux 3aknadie suwjoi MeduyHoi oceimu 8 OuHaMili Hag4yarnbHO20 POKY. BusHayeHHs pigHsi po38UMKY ncuxogisionoaiyHux ¢byHKYt
cmyOeHmig Mpo8odusioch i3 3acmocy8aHHSIM JliueH308aH020 KOMIT'tomepHo20 Kommnekcy "Effecton Studio”, ocobnusocmi ocobucmocmi
ouiHrB8anuck Ha nidcmasi rncuxodiaeHocmuyHUX O0CNiIOXKeHb, cmamucmuyHa obpobka ompumMaHux mamepianie 30ilicHHO8anoCh i3
8UKOpUCMaHHSAM nakemy npozpam 6asamosuMipHO20 cmamucmu4yHo20 aHanidy "Statistica 6.1" Ha ocHO8HI rpouedyp ¢hakmopHO20
aHanizy. BusHa4eHo, Wo sk OCHOBHI ¢hakmopu i@ Yac aHanidy izionoeidHo-06ymMosneHux Kopesnssm ycniwHocmi nepebiey npouecie
ricuxogpizionoziyHoi adanmauii, cnid eid3Ha4yumu HacmynHi ¢pakmopu: "ocobnueocmi GuHamiyHol npaye3ddamHocmi” i "ocobrugocmi
8pigHOBaXXEeHOCMI HEPBOBUX MPOUECI8", @ MaKoX Ha rnoYyamky 4acy Hag4yaHHsi ghakmop "ocobrugocmi pyxsueocmi Hepeosux rpouyecie”
ma HanpukiHui oeo - ¢ghakmop "ocobsiueocmi pyxnueocmi Hep8osux MPoUecie i WeudKoCmi 30p080-MOMOPHUX peakyit”. Sk OCHO8HI
gakmopu, wo 6ynu eusHaqeHi nid Yac aHasisy ncuxiyHo-o6yMoenieHUX Kopernsam ycriwHocmi nepebiey npouecie rncuxogizionoaiyHor

adanmauji, cnid 8id3Ha4yumu maki gpakmopu: "ocobnueocmi memnepameHmy i mpugoxHocmi", "ocobnueocmi enac musocmel
xapakmepy", "ocobnueocmi pieHs cyb'ekmueHo20 KOHMPOI ocobucmocmi”, "ocobrugocmi azpecusHux rnposigie ocobucmocmi”, a
makox "ocobriueocmi eMmouiliHo20 8u2opaHHs", KUl Ha no4Yamky 4acy HaeyaHHs1 b6ye noe's3aHuli 3 0cobnueocmsMu MexaHiamie
MICUXO02IYHO20 3axucmy, HanpukiHui 0o2o - 3 Moka3HUKamMu acmeHi4Ho20 | OernpecusHo20 cmaHie.

KnrouyoBi cnoBa: cmydeHmu, HasqanbHUl pik, ncuxogpizionoziyHa adanmauisi, ¢hizionoeiyHo-3Haqyyw,i Kopensimu, rncuxiyHo-3Havy wji

Kopensmu, ¢hakmopHul aHaris.

BEQYLIMUE ®AKTOPbI, OKA3bIBAIOLLUUE BO3OEVNCTBUE HA OCOBEHHOCTU TEYEHWA NPOLLECCOB
MNCUXODUINONOrMYECKOU AOANTALUU CTYOAEHTOB COBPEMEHHbIX 3ABEOEHUIA BbICLLErO MEQULMHCKOIO
OBPA30BAHUA B AUHAMUKE YHYEBHOIO rogA, U UX KOMMNJIEKCHASA OLIEHKA

Mopo3 B. M., Makapoe C. IO.

OueHka ocobeHHocmeli meyeHUs1 npoyeccos rncuxogusuonoaudeckoli adanmayuu cmyGeHmos npedycMmampusaem OCyuwecmereHue
KOMIIIEKCHO20 aHaru3a yesnozo psida rnokasamersnel yHKUUOHaIbHO20 COCMOSHUSI op2aHu3Ma U JTUYHOCMHbIX 0cobeHHocmel desywiek
U toHowel Ha OCHO8e MPUMEHEHUsT Memodo8 CMamucmu4YecKoeo aHanu3sa, 0OHUM U3 OCHOBHbIX UHCMPYMEHMO8 KOMOopoeo Aensemcs
akmopHbIlU aHanu3. Llenbro pabomsi sienssiemces onpederneHue 8edywux hakmopos, okasblgarowjux sosdelicmsue Ha ocobeHHocmu
meyeHus npouyeccos rcuxoguauonoeudeckol adanmayuu cmyOeHmo8 CO8peMeHHbIX yupexO0eHull 8bicuwieeo MeOUYUHCKOea0
obpa3zosaHusi 8 OUHaMuke y4ebHoeo eoda. OnpedernieHue ypo8HS pasgumusi MCUXou3U0I02UYECKUX (YHKUULU cmyOeHmo8 npo8oousioch
C ucrnosib308aHUEM UUEH3UPOBaHHO20 KOMIMbomMepHo20 komrnekca "Effecton Studio”, nuyHocmHble ocobeHHOCMU oyeHusanuch Ha
OCHOB8aHuUU ricuxoduagHocmu4eckux uccrnedosaHull, cmamucmuyeckass obpabomka nony4YeHHbIX Mamepuanoe OCyuwecmesrsifiocb C
ucrnonb308aHuUeM rnakema rnpozpamMmmM MHO20MEePHO20 Ccmamucmu4yecko2o aHanusa "Statistica 6.1" Ha ocHose npouedyp ¢hakmopHO20
aHanusa. OnpedeneHo, YmMo 8 Kayecmee OCHOBHbIX (hakmopoe 8 xode aHasu3a ¢hu3uoo02udecKku-obycr08eHHbIX KOppensm
ycrewHocmu meYyeHUs poyeccos rcuxoghuauonoaudeckol adanmayuu, crnedyem ommemums criedyouwue gakmopsi: "ocobeHHocmu
OuHamuyeckol pabomocrnocobHocmu" u "ocobeHHOCMU ypagHOBEWEHHOCMU HEPBHBIX MPoyecco8”, a makxe 8 Hadase epemMeHu
obyyeHusi chakmop "ocobeHHOCMU MOOBUXHOCMU HEPBHbLIX MPoyeccos” u 8 KOHUe eeo - ghakmop "ocobeHHocmu node8 uxHocmu
HEepBHbIX MPOUECCO8 U CKOPOCMU 3pUmerbHO-MOMOPHbLIX peakyul”. B kayecmee OCHOBHbIX ¢hakmopos, Komopbie bbinu ornpedeseHbl
8 x00e aHanusa Mcuxu4yecku-obyCcrio8reHHbIX KOPPensim ycrnewHocmu medYyeHusi npoyeccos rncuxoguauonoauyeckol adanmayuu,
cnedyem ommemums credyrouue ghakmopsl: "ocobeHHoCcmu memnepameHma u mpegoxHocmu", "ocobeHHocmu ceolicme xapakmepa”,
"ocobeHHOCMU YpOBHSI Cyb6beKkmuBHO20 KOHMPOs nuyHocmu", "0cobeHHOCMU agpeccuBHbIX NposieneHUl UYHOCMU", a makxe
"oco6eHHOCMU 3MOUUOHaNbHO20 8bleopaHusi”, Komopbil 8 Hayane y4ebHo2o e2oda b6bin cesidaH ¢ psidoM ocobeHHocmel MexaHu3Mos8
rcuxonno2uyeckol 3awumsl, 8 KOHYe €20 - C MoKa3amessiMu acmeHu4ecko20 U OernpeccusHo20 COCMOSIHUU.

KnioueBble cnoBa: cmydeHmsl, y4ebHbil 200, ncuxogusuonoeuyeckas adanmayus, u3uono2u4yecKku-3HaquMble Koppesasmel,
MICUXUYECKU-3HaYUMble KOppesisimbl, (hakmopHbIl aHaniu3.
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For pathogenetically grounded therapy of burn disease, aimed at reducing the severity
of the pathological process, the rapid recovery of microcirculation and stimulation of
reparative processes, it is necessary to study the fine mechanisms of reparative
regeneration in the skin on the microscopic and biochemical levels. The purpose of the
study is to investigate the state of elastic and collagen fibers, as well as glycoproteins
and glycosaminoglycans in the intercellular substance of the dermis of rats 1, 3, 7, 14,
21 and 30 days after the burning of the II-1ll degree, with the background of the injection
during first 7 days of 0.9% NaCl solution. An experimental study of structural changes
in the skin after burn injury was performed on laboratory white rats, males weighing
1560-160 g. Rats were divided into 2 groups, which previously, under the conditions of
propofol anesthesia 60 mg/kg internally, catheterization of the femoral vein and depilation
lateral surfaces of the trunk of rats. Group 1 - animals without thermal trauma of the
skin, which once a day for the first 7 days were injected intravenous infusion of 0.9%
NaCl solution in a dose of 10 ml per kg. Group 2 - animals who were also injected once
a day with the first 7 days of infusion of 0.9% NaCl solution in a dose of 10 ml per kg after
2-3 degree skin burns, with a total area of 21-23% of the body surface of the rat.
Euthanasia of rats was performed after propofol anesthesia (60 mg/kg i/v) by decapitation.
Changes in the histochemical structure of bits of skin from the edge of the wound were
studied after 1, 3, 7, 14, 21, and 30 days from the beginning of the experiment. Histological
sections 5-6 microns thick were stained with Weigert's elastic stain and dyed with
picric acid by Van Gieson's method (for the detection of elastic and collagen fibers);
the PAS + Hale reaction was performed by the Moury method (detection of glycoproteins
and glycosaminoglycans in the intercellular substance of the dermis). The
histochemical investigations of the area of the II-1ll degree of skin damaged by burns
on the background of the injection of 0.9% NaCl solution found that the degree of
change depends on the duration of the experiment. In the early stages of the experiment,
the reorganization of the intercellular substance of the dermis manifests itself as
damage to the fibrous structures of its papillary and reticular layers. Histochemically,
the components of amorphous connective tissue substance are dominated by
glycoproteins, the content of acidic glycosaminoglycans is small. In the late stages of
the experiment (after 14, 21 and 30 days) in the connective tissue of the affected skin
in the central and marginal regions poorly structured collagen and elastic fibers are
observed. The pronounced "Hale"-positive coloration reflects an increase in the content
of sulfated glycosaminoglycans in the amorphous substance of the connective tissue.
Thus, the experimental thermal trauma of skin II-Ill degree on the background of the
introduction during the first 7 days, 0.9% of the NaCl solution is histochemically
characterized by reorganization of the intercellular substance of the connective tissue
of the dermis. In the early stages of the experiment there is damage to the fibrous
structures of the papillary and reticular layers, the prevalence of glycoproteins and the
insignificant content of acidic glycosaminoglycans in the amorphous substance,
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indicating a significant inhibition of adaptive-compensatory processes. In the long
term, after the thermal defeat in the dermis, histochemically, an increase in the amount
of acid glycosaminoglycans is detected and the PAS positivity of the collagen fibers of
the intercellular substance is well expressed. This indicates a slow updating of the
amorphous substance and fibrous structures of the connective tissue of the dermis, a
violation of regenerative processes.

Keywords: thermal burns of the skin, rats, histochemical studies.

Introduction

Burns are one of the most common traumatic skin
lesions. This is due to an increase in the frequency of their
receipt at work, in everyday life, in conditions of regional
military conflicts and disasters of peacetime [1, 32].

In the first place, thermal injury damages the skin,
because it plays an important role in protecting the body
from extreme environmental factors. Damage of the skin is
considered to be leading in the development of burn
disease, which is complicated by both pathogenesis and
treatment, and most importantly - characterized by high
mortality [18, 21, 33].

Burn wound is not a "stable" formation, in the process
of repair it is possible to deepen it, it is associated with
circulatory disorders and, first of all, with a capillary stasis,
which initially causes anoxia of tissues, and then their
necrosis [22]. Significant quantitative and qualitative
changes in metabolic processes result in endogenous
intoxication and associated with a decrease in non-specific
resistance of the organism [21, 33].

Timely and complete recovery of the skin needs not only
from the point of view of cosmetic and functional effectiveness,
but also to save the victim's life. Deepening of the damage
to the layers of the skin and deterioration of the patient's
condition may occur when irrational treatment [19, 20, 34].

Morphofunctional changes in organs and tissues with
thermal burns continue until the healing of burning surfaces
[35]. The main issue concerns the dynamics of
morphological changes in organs of indicators of
homeostasis, infectious process and the regeneration
scenario of burned skin. These organs include the lungs,
small intestine, kidneys, spleen, etc., the study of structural
changes in the modeling of burns of the skin is currently
actively conducted [3, 4, 7, 8, 11, 13, 23].

For pathogenetically grounded therapy of burn disease,
aimed at reducing the severity of the pathological process,
the rapid recovery of microcirculation and stimulation of
reparative processes, it is necessary to study the fine
mechanisms of reparative regeneration in the skin on the
microscopic and biochemical levels [24, 37]. Extrapolation
of results obtained on the example of burns in an
experiment on laboratory animals is a serious ground for
the study of the effectiveness of the use of pharmaceuticals
and drugs in the treatment of burn disease [6, 15, 29].

The purpose of the study is to investigate the state of
elastic and collagen fibers, as well as glycoproteins and
glycosaminoglycans in the intercellular substance of the
dermis of rats 1, 3, 7, 14, 21 and 30 days after the burning

of the Il degree, on the background of the injection during
first 7 days 0.9% NaCl solution.

Materials and methods

Experimental study of structural changes in the skin
after burn injury was performed on laboratory white rats,
males weighing 150-160 g obtained from the vivarium of
the Institute of Pharmacology and Toxicology of the Academy
of Medical Sciences of Ukraine. Animals were kept at the
Scientific and Experimental Clinic of the National Pirogov
Memorial Medical University, Vinnytsya on a standard diet,
with free access to water and food. The temperature in the
room where the animals were kept was 24-25 °C. The
research was conducted on the basis of the research
laboratory of functional morphology and genetics of the
development of the research center of the National Pirogov
Memorial Medical University, Vinnytsya and in the laboratory
of the department of pharmacology of the National Pirogov
Memorial Medical University, Vinnytsya.

Bioethics Committee of National Pirogov Memorial
Medical University, Vinnytsya determined that the
experiments were carried out taking into account the
recommendations of the European Commission regarding
medical and biological research using animals, medical
recommendations of the State Pharmacological Center of
the Ministry of Health of Ukraine and "Rules for the clinical
evaluation of safety of pharmacological agents (GLP)".

The rats were divided into 2 groups, which previously,
under the conditions of propofol anesthesia 60 mg/kg
internally, catheterization of the femoral vein and depilation
of the lateral surfaces of the trunk of the rats were
performed.

Group 1 - animals without thermal trauma of the skin,
which once a day for the first 7 days were administered
intravenous infusion of 0.9% NaCl solution in a dose of 10
ml per kg.

Group 2 - animals that were also treated once a day
with for first 7 days with infusion of 0.9% NaCl solution, at a
dose of 10 ml per kg after burning the skin. The burnout
shock was caused by applying to the shaved lateral
surfaces of the trunk of the rats four copper plates (two
plates on each side), which were preheated for 6 minutes
in water at a constant temperature of 100 °C. [14, 28]. The
surface area of each plate was 13.86 sm2. The total area of
defeat, calculated by the formula M. O. Lee [25], was 21-
23% of the body surface of rats. Such an area at the
exposure of 10 seconds is sufficient for the formation of a
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2-3 degree burn (according to the classification adopted at
the 20th Congress of Surgeons of Ukraine, September
2000 in Ternopil.) And causing a medium-gravity shock
state [31], which has been confirmed by team of performers
of the scientific work of the research center of the National
Pirogov Memorial Medical University, Vinnytsya "Structural
changes in the lungs in the conditions of endogenous
intoxication caused by skin burn and its correction with
domestic infusion drugs "lactoprotein with sorbitol" and
HAES-LX-5% (experimental study)" (State Registration No.
0112U004187) [12]. Euthanasia of rats was performed after
propofol anesthesia (60 mg/kg i/v) by decapitation. Changes
in the histochemical structure of the skin were studied 1, 3,
7,14, 21, and 30 days from the beginning of the experiment.

After decapitation for 5 minutes, they took pieces of skin
from the edge of the wound to fix the material before the
development of posthumous changes. Sections were fixed
in 10% formalin solution, while the exposure time did not
exceed 1-2 days. Subsequently, dehydration was carried
out in spirits of increasing concentration and poured into
paraffin blocks. Received on the sledge microtome MS-2
histological sections 5-6 microns thick were stained with
Weigert's elastic stain and dyed with picric acid by Van
Gieson's method (for the detection of elastic and collagen
fibers); the PAS + Hale reaction was performed by the Moury
method (detection of glycoproteins and glycosaminoglycans
in the intercellular substance of the dermis) [9, 30].
Histochemical slides were investigated in a light
microscope of Leitz Laborlux S.

Results

In the papillary layer of skin dermis of intact animals,
thin elastic fibers are observed, which anastomosises
between themselves and thicker wave-shaped
undifferentiated collagen fibers (Fig. 1).

When conducting histochemical studies of the skin of
white rats of the control group in the intercellular substance
of its connective tissue, brightly "Hale"-positive acidic
glycosaminoglycans and moderately PAS-positive
glycoproteins, neutral glycosaminoglycans (Fig. 2).

In the early stages after burn injury in the intercellular
substance of the connective tissue there is swelling and
thickening of collagen fibers, their homogenization,
destruction of elastic fibers and decay into fragments (Fig.
3). Histochemical changes in the amorphous substance
of the dermis appear to be insignificant "Hale"-positive color
and pronounced PAS-positive properties, indicating the
disintegration of glycosaminoglycans and an increase in
the number of glycoproteins (Fig. 4).

After 7 and 14 days of the experiment on preparations
prepared by the Van Gieson's-Weigert's method, defective
fibrous structures of the papillary and reticular skin dermis
are observed at the site of the lesion. Elastic fibers are not
detected (Fig. 5).

In the amorphous substance of the dermis, the
predominance of glycoproteins and a small amount of

& " g
Fig. 1. Histological organization of the skin of the animal intact
group. Epidermis (1), collagen (2) and elastic (3) fibers of the
papillary layer of the dermis. Van Gieson's-Weigert's coloring. x
600.

' N o ‘
vilis e, (]
Fig. 2. Histochemical organization of skin of white rat intact group.
Moderately PAS-positive collagen fibers (1) and bright "Hale"-
positive sour glycosaminoglycans (2) amorphous dermis
substances. Coloring by the Moury method. x 300.

acidic glycosaminoglycans was revealed histochemically,
manifested by pronounced PAS-positive properties and an
insignificant "Hale"-positive color (Fig. 6).

In the late stages of the experiment (21 and 30 days) in
preparations painted on the Van Gieson's-Weigert's method
poorly structured collagen and fragmented elastic fibers
are observed in the reticular layer of the connective tissue
of the skin (Fig. 7). The histochemical increase in the
amount of sulfated glycosaminoglycans in the amorphous
substance of the dermis, which may be due to an increase
in the synthetic activity of fibroblasts. There is a well-
expressed PAS-positivity of collagen fibers (Fig. 8).

Discussion

In intact skin, the fibrous structures of the dermis consist
of collagen, elastic and reticular fibers. The intervals between
fibers, appendages of the skin and other structural
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a thermal trauma. Necrotically altered epidermis (1), thickened
collagen fibers (2), fragmented elastic fibers (3), hemocapillaries
(4). Van Gieson's-Weigert's cqloring. x 400.

; LA el £l :.': f e Gl
Fig. 4. Histochemical changes in the skin of the skin of the animal
after 3 days after a thermal trauma. Swollen collagen fibers (1)

with pronounced PAS-positive properties. Coloring by the Moury

burn injury. Damaged, thin, unstructured collagen fibers (1), altered
fibroblasts (2). Van Gieson's-Weigert's coloring. x 300.

W . 4 s
2 L e T
Fig. 6. Histochemical changes of the derma of the animal 7 days
after a thermal trauma. PAS-positive collagen fibers (1). Coloring

by the Moury method.x 300.

Fig. 7. Histolog‘ical change in the skin of the animal after 21 days
after a thermal trauma. Collagen (1) and elastic fibers (2). Van
Gieson's-Weigert's coloring. x 600.

R B R e e W e - K
Fig. 8. Histochemical organization of skin of an animal 21 days
after a thermal trauma. Components of the dermis with well-
expressed PAS- (1) and "Hale"-positive (2) properties. Coloring by

the Moury method. x 200.
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formations are the so-called basic substance - an
amorphous substance, the important components of which
are glycoproteins and glycosaminoglycans [2].

At burns of II-1ll degree there are changes in the structure
of elastic and collagen fibers, and also the balance of
glycoproteins and glycosaminoglycans in the intercellular
substance of the skin dermal layer [16] is disturbed. The
fiber architecture, the ratio of glycosaminoglycans and
glycoproteins, the fibrous component, and the cell
proliferation are markers of the favorable flow of the wound
process and the effectiveness of the use of drugs [17].

Having made a search cut of literary data it is established
that prognostically it is beneficial:

A) when staining by Weigert's and dyeing with picric acid by
Van Gieson's [30]: ordering collagen fibers and reducing their
swelling, the appearance in the regenerate of elastic fibers
(within a month of observation) [10, 15, 29]; predominance of
the fibrous component over cell proliferate (fibroblasts), the
formation of an amorphous component, which indicates the
high degree of maturity of the granulation tissue (predominantly
for 14 days) [5, 16, 33]; formation of the dermal plate, which is
mainly represented by mature fibrous connective tissue
consisting of fuchsinophilic beams of collagen fibers, infitrated
fibroblast cells (after 1 month) [26, 27, 35].

B) in the implementation of the PAS + "Hale" reaction by
the Moury method [15, 17]: structuring of glyco-
saminoglycans [13, 36]; reduced expression of the PAS-
positive properties of granulation tissue (reduction of
glycoproteins) and the "Hale"-positive strengthening of the
connective tissue in the area of the burn wound (increase of
acidic glycosaminoglycans) by 14-21 days compared with
the previous terms of the experiment [22, 37].

The histochemical investigations made by us of the area
of the II-lll degree of skin that was damaged by burns on the
background of the introduction of a 0.9% solution of NaCl
found that the degree of change depends on the duration of
the experiment. In the early stages of the experiment (after 1,
3 and 7 days) the reorganization of the intercellular substance
of the dermis manifests itself as damage to the fibrous
structures of its papillary and reticular layers. Histochemically,
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FICTOXIMIYHA KAPTUHA B LLKIPI LLYPIB YEPE3 1, 3, 7, 14, 21 TA 30 Al NICNA ONIKY li-lll CTYNEHA HA ®OHI BBEAEHHA

NEPLWIKXX 7 AI6 0,9 % PO34YUHY NACL
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SAKHaUWeudwo20 8iOHOBMEHHST MIKPOUUPKYnauil i cmumynauii penapamusHux npouecie HeobxiOHe 8UBYEHHSI MOHKUX MeXaHi3mie
pernapamusHoi pe2eHepauii 8 WKIpi Ha MIKPOCKOMiYHOMY i BioximidHoMY pieHi. Mema GocnidxeHHs - sug4yuUMU cmaH ef1acmuYHUX | KorlazeHoeux
BOJIOKOH, @ MaKoX aflikonpomeiHig i anikodamiHoarnikaHie y MPKKIIMUHHIG pedosuHi Oepmu wypie Yepes 1, 3, 7, 14, 21 ma 30 0i6 nicris oniky
IFIl cmynens Ha ¢boHi esedeHHs nepwux 7 0i6 0,9 % posquHy NaCl. ExkcriepumeHmarnbHe G0CIOXeHHS CMPYKMYyPHUX 3MiH WKipu ricns i
0riko8o2o ypaxeHHs1 6ynu 8UKOHaHi Ha flabopamopHux binux wypax-camysix macoto 150-160 e. LLypi 6ynu posnodineHi Ha 2 epyrnu, 8 sKuX
rornepedHLO, 8 yMo8ax rpornogoro8o2o Hapkody 60 ma/ke 8HympiWHbLO, MPO8OOUNIU Kamemepu3aujio cmeaHo80i 8eHU ma Oeninsuito GiYHUX
rosepxoHb myryba wypis. 1 epyna - meapuHu 6e3 mepMidHOi mpasmu wkipu sikum 1 pa3 Ha 0oby nepuwi 7 8i6 MPoeoduu 8HYMPILHLO8EHHY
iHby3ito 0,9 % posduHy NaCly 003i 10 mn Ha Ke. 2 2pyna - meapuHU sIKUM maKox rpoeodurnu 1 pa3 Ha 006y nepwi 7 0i6 iHgpy3io 0,9 % po3duHy
NaCl, y 0osi 10 M1 Ha Ke nicrsi oniKy WKipu 2-3 cmyrneHro 3a2arnbHOK Mower ypaxeHHs1 21-23 % nosepxHi mina wypie. Eemanasiio wiypie
rpoeodurnu micssi Mpornogho08020 Hapkody (60 me Ha Ke e/8) winsaxom Oekanimauji. 3MiHU eicmoXiMiYHOI CmpyKmypu WMamoukie WKipu 3
Kpatiogoi QinsiHKU paHu susdanu dYepe3 1, 3, 7, 14, 21, ma 30 9i6 6i0 noyamky ekcriepumeHmy. icmonoeiyHi 3pi3u MosuwUHOK 5-6 MKM
3abapentosanu ¢ykcurniHom 3a Belieepmom ma doghapbosysarnu nikpoghykcuHom 3a Mmemodom Baw idoHa (0r1s1 8UsiGNIeHHSsT enacmuyHuUx ma
Kona2eHo8UX 80510KOH); nposodunu LLUIVIK+"Xeiin" peakuiio 3a Memodom Moypi (usieneHHs anikonpomeitie ma aniko3amiHoaikaHis y
MPKKITIMUHHIU peqosuHi 0epmu). [poeedeHi eicmoximvidHi 0ocioxeHHs1 OinsiHKU rnowkodxeHoi onikom II-lll cmyneHs: wikipu Ha ¢boHi 88eOeHHs
0,9 % pos4uHy NaCl ecmaHosunu, wo cmyniHb 3MiH 3anexums 6id mepmiHy docnidy. Y paHHi mepMiHu eKcriepuMeHmy peopaaHizauis
MDPKKITIMUHHOI pe4o8UHU OepMU NPOsinsiembCsi MOWKODKEHHSIM 80/TOKHUCMUX CMpyKmYyp ii COCO4YKo80e0 i cimyacmoeo wapig. [icmoximidHO
ceped KOMIMOHEHMI8 aMOPGOHOI pedoBUHU CrOMYHYHOI MKaHUHU repeeaxkaoms 2/liKormpomeiHu, eMicm KUCuxX efiko3amiHoarikaHie Hesemukud.
Y nizHi mepmiHu docnidy (Yepe3 14, 21 ma 30 0ib) y criony4dHili MKaHUHU ypaxkeHoi WKIpU 8 ueHmparbHUX i Kpatiosux OinsiHKkax criocmepiaatombscs
1o2aHo CMpPyKMmMypoeaHi KonageHos8i ma enlacmuyHi 8oriokHa. Bupaxere "Xelin"-no3umusHe 3abapsrneHHs1 gidobpaxae 30inbweHHs emicmy
cynbghamosaHux arniko3amiHoasnikaHie y aMopgHili pe4oBUHI CriosyYHOI mKkaHUHU. Takum YUHOM eKcriepuMeHmarsibHa mepMmiyHa mpasma
wekipu -l cmyneHsi Ha ¢poHi eeedeHHs1 nepwiux 7 0i6 0,9 % posyuHy NaCl 2icmoxiMidHO xapakmepu3yembCsi peopaaHizauiero MKKITIMUHHOI
PEeYOBUHU CrOMYyYHOI mKaHUHU Oepmu. Y paHHi mepmiHu docnidy 8i0byeaembCsi MOWKOOXKEHHS 80MTOKHUCMUX CMPYKMYyp COCOYKOBO20 i
cimyacmoeo wapis, rnepesaxaHHs1 anikornpomeiHie ma He3Ha4Hull emicm Kucnux aniko3amiHoarikaHie y aMopgbHili pe4o8uHi, Wo ceid4ums
Mpo 3Ha4yHe MNpueHiYeHHs1 MPUCMOoCy8allbHO-KOMMeHCamopHUX npouecie. Y giddaneHi mepMiHu ricrisi MepMiyHO20 ypaxeHHs y 0epMmi
2icmoxiMidHO 8usI8naeMbsCa 36inbUWeHHs KinbKocmi KUucnux anikodamiHoasnikarie ma dobpe supaxera LUMK-nosumueHicms KonazeHosux
B0/I0KOH MPKKIIMUHHOI peyoguHu. Lle ceid4umb rpo noeinbHe OHOBEHHS aMOPGhHOI PEYOBUHU | 8OMTOKHUCMUX CMPYKMYpP CrioyYHoi
MmKaHUHU GepMu, MOpPyWEeHHsT peeeHeparmopHUX Mpouecis.

KntoyoBi cnosa: mepmidHUl onik wKipu, wypu, 2icmoximidHi 0OCHiOKeHHS.

TMCTOXUMUYECKASA KAPTUHA B KOXE KPbIC YEPE3 1, 3, 7, 14, 21 1 30 CYTOK NMOCIE OXOrA II-lll CTENEHN HA ®OHE
BBEJEHWS MEPBLIX 7 AHEN 0,9% PACTBOPA NACL

Maesckuti A. E., Bonkoe K. C., He6becHasi 3. M., Muponxos E. B., Lllarok A. B.

[na namozeHemuyvecku obocHo8aHHOU meparnuu 002080l 6ore3Hu, HanpaeneHHoU Ha CHUXEHUEe 8blpaXeHHOCMU Mamosio2udyecKo20
npouecca, ckopelweao 80CCMAaHOBEHUS MUKPOUUPKYIAUUU U CMUMYISyUU pernapamusHbIX Mpoyecco8 Heobxoo0umMo u3yyeHue MOHKUX
MexaHU3Mo8 pernapamueHoOl peeeHepayuU 8 KOXe Ha MUKPOCKOMNUYECKOM U BUOXUMUYECKOM yposHe. Llernb uccriedogaHusi - UsyHumb COCMosiHUe
371aCMUYECcKUX U KOIIla2eHo8bIX 8OMIOKOH, @ MakKXe 2/UKOMPOMEeUHO8 U 2/1UKO3aMUHO2/TUKaHO8 8 MEXKITemMoYHOM sewecmee O0epMbl KpbIC
yepe3 1, 3, 7, 14, 21 u 30 cymok riocne oxoea II-lll cmeneHu Ha ghoHe esedeHusi nepeabix 7 OHel 0,9% pacmeopa NaCl. SkcriepumeHmarnsHoe
uccriedogaHue CMpYKMypHbIX USMEHEHUU KOXU rOC/ie ee OX0208020 MOPaXeHUsi bbinu 8bInosiHeHbl Ha flabopamopHbix 6ernbix Kpbicax-
camuax maccoli 150-160 2. Kpbicbl 6b11u pa3desieHbl Ha 2 2pyrirbl, 8 KOMOpPbIX MpedsapumeribHO, 8 YCII08UsIX MPooghor108020 Hapko3a 60 me/
Ke 8HYmpb, Mpo8oourniu kamemepusayuto 6edpeHHol 8eHbI U Oenunsiyuro 6oKosbIX rnosepxHocmel myriosuwia Kpbic. 1 epynna - XueomHsie 6e3
mepmudeckoll mpasmbl KOXU KOmopbIM 1 pa3 8 cymku nepebie 7 cymok nposodunu uHgysuro 0,9% pacmeopa NaCl e dose 10 mn Ha Ka. 2
2pyrna - XXUeomHble, KOmOopbIM makxe rposodunu 1 pas 8 cymku repsebie 7 cymok uHgy3uro 0,9% pacmeopa NaCl e do3e 10 mn Ha ke nocrne
0X02a KoXu 2-3 cmerieHu obujel nnouwadsto nopaxeHus 21-23% nosepxHocmu mesa Kpbic. 38maHasuto KpbIC mpogoduriu rocsie rporoghonoso2o
Hapkosa (60 me Ha Ke e/8) nymem Oekanumauyuu. VI3MeHeHuUs1 2uCmMOXUMUYECKoU CMpyKmypbl KyCOYKO8 KOXU C Kpaeeoz2o ydacmka paHbl
usydanu yepes 1, 3, 7, 14, 21 u 30 cymok om Ha4ana akcrniepumeHma. ['ucmoroaudeckue cpesbli monuuHoU 5-6 MKM okpawuseanu QyKCUTUHOM
o Belizepmy u Ookpawuusarom rukpogyKkcuHoM o memody BaH [u3oHa (0ns 8bISeneHUs1 31acmuYHbIX U KOSITa2eHo8bIX 80/I0KOH); Mpogoduru
LUMK+"Xelin" peakyuto memodom Moypu (8bisienieHue eriuKkornpomeuHo8 U 2/1UKO3aMUHO2ITUKaHO8 8 MEXKIIemOo4YHOM esewiecmse OepMbl).
lMposedeHHble 2ucmoxumuyeckue uccriedosaHusi ydacmka nospexoeHHoU oxoeom II-lll cmeneHu koxu Ha ghoHe esedeHusi 0,9% pacmeopa
NaCl ycmaHosumnu, 4mo cmeneHs U3MeHeHUU 3agucum om CpoKa orbima. B paHHUe CpoKu JKcriepumeHma peopaaHu3auyusi MEeXKIIemoYHo20
sewecmea OepMbl MPOSIAEMCS M08PEXXOEeHUEM BO/IOKHUCIILIX CMPYKIMYP €e COCOYKOB8020 U cemyamozo crioes. [ucmoxumudecku cpedu
KOMITOHEHMOo8 aMOopghHO20 8elecmsa coeOUHUMesIbHOU mKaHU npeobnadatom eruKonpomeuUHs!, cooepaHue KUCIIbIX 2/1IUKO3aMUHO2TUKaHOo8
Hesesnuko. B no3dHue cpoku onbima (depes 14, 21 u 30 cymok) 8 coeQuUHUMENbHOU MKaHU MOPaXXEHHOU KOXU 8 UeHmpasibHbIX U Kpaesbix
yyacmkax Habrrodaromcsi N7IoXo CMpPyKMmypuposaHHbie KOsl/la2eHo8ble U 3/1aCmuYyHble 80/10KHa. BbipaxeHHoe "Xelin"-nonoxumernbHoe
OKpalwuusaHue ompaxaem ysesiudeHue CcoOepXXaHUs Cyrbgamupo8aHHbIX 2/1UKO3aMUHO2/TUKaHO8 8 aMOopghHOM eeljecmee COeOUHUMETbHOU
mkaHu. Takum obpa3om, aKcrepuMeHmarsbHasi mepmudeckasi mpasema koxu Il-lll cmeneHu Ha ¢boHe 8sedeHusi repebix 7 OHell 0,9% pacmeopa
NaCl eucmoxumuyecku xapakmepusyemcsi peopaaHusayueli MEXKIIEemMoYHO20 sewecmea coeOuHUMerbHoU mkaHu OepMbl. B paHHue cpoku
orbima rpoucxodum rnospexoeHuUe 80I0KHUCMbIX CMPYKMYyp COCOYKOB020 U cemyamoeo crioes, rnpeobnadaHue 2uKornpomeuHos u
He3Ha4umeribHoe codepxkaHue KUCIIbIX 2/IUKO3aMUHO2ITUKaHOo8 8 aMOpghHOU eewyecmese, Himo ceudemeriscmeayem O 3Haq4umesibHOM rooasneHuu
npucriocobumeribHO-KOMIEeHCamopPHbIX Mpoyeccos. B omdaneHHble cpoKu r1oc/ie mepMuYecKo2o MopaxeHusi 8 depme 2UCMOXUMUYECKU
8bISIBIIIEMCS y8erluYeHUe KOnu4Yecmea KUC/bIX 2/1UKO3aMUHO_/IUKaHO8 U XOPOWO ebipaxeHHas LLIMK-rnosumueHocmb KornnageHo8bIX 80/T0KOH
MeXK/1emoyYyHoeo eeuwjecmea. Omo ceudemeribcmeyem o MedreHHOM 0OHO8/eHUU aMOpghHO20 seujecmsa U 80/I0KHUCMbIX CMPYKMYypP
coeOuUHUMesbHOU mKaHu OepMbl, HapyWeHUs] pe2eHepamopHbIX MPOUeccos.

KntouyeBble cnoBa: mepmMuyecKull 0X02 KOXU, KPbICbl, 2UCMOXUMUYecKue uccredosaHus.
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Possibility of the treatment effects on the dynamics of apoptosis
processes in tissues of kidneys in acute pyleonephritis and

comparative diabetes mellitus in the experiment

Borisov S.0. Kostev F.I., Borisov O.V., Molchaniuk N.I.
Odessa National Medical University, Department of Urology and Nephrology, Odessa, Ukraine

ARTICLE INFO Programmed cell death under conditions of an infectious-inflammatory process plays a
Received: 12 March. 2018 biologically exclusively positive role in the elimination of cells. Acute inflammatory process
Accepted: 30 April, 2018 is a phenomenon capable of excessive concentration of aggressive effectors of inflammation.

The aim of the work was to assess the dynamics of ultrastructural changes and early signs
of apoptosis in the kidney tissues in experimental modeling of acute pyelonephritis (AP)

UDC: 616.61-002.16-092:616.397- and concomitant diabetes mellitus (DM) of type Il and Il when conducting complex drug

008.64 correction. The work was performed on 300 adult Wistar rats, divided into 6 groups.
Fragments of the kidneys were studied and photographed in the electron microscope PEM-

CORRESPONDING AUTHOR 100-01. In the kidneys of animals of the group, where traditional medical correction was
e-mail: borisov-urol@ukr.net used after the friendly modeling of pyelonephritis and type I diabetes, it was found that the
Borysov S.0O. glomerular ultrastructure was more preserved, but part of the capillaries of the glomerulus

remained deformed with a narrowed lumen, there are signs of insufficient restoration of the
glomerular capillary network. In the group of animals using the proposed complex drug
correction, the renal structure was preserved, the capillaries of the glomerular network with
unchanged architectonics. It has been established that the traditional medical correction
did not sufficiently contribute to the restoration of damaged kidney tissue ultrastructure.
After carrying out the complex medical correction proposed by us after a friendly simulation
of an OP of DM type ll, the ultrastructure ofthe kidney tissue in form and structure approached
that of control animals, signs of a compensatory-restorative process appeared: most of the
podocytes were hyperplastic and hypertrophied. The podocytes of the outer leaflet were in
the active phase of activity, as evidenced by anincrease in contractile function and, possibly,
the release of urine from the cavity into the lumen of the proximal tubules. The structure of
the tubules and interstitial tissue is close to the structure of the group of control animals,
only inthe cytoplasm of the podocytes of the proximal tubules there is an increased content
of lysosomes. The ultrastructure of the glomeruli was normalized; the number of hypertrophic
podocytes of the inner leaflet with signs of enhanced protein synthesis increased. Changes
in the structures of the cortical and medulla are similar except for the state of cytotrabeculae,
where their size decreased in the medulla and signs of deformation of the plasmolemma
appeared. In experimental modeling of PD and DM of types | and I, pronounced ultrastructural
changes in the kidney tissues were established, and manifestations of early apoptosis
processes are significantly limited. The use of the complex drug correction proposed by us
stimulates the development of the reparative processes of the kidney and moderately
activates apoptosis. The addition of multi-vector preparations (Armadin and Nuklex) to the
complex of treatment intensifies compensatory-restorative changes in the kidneys and
apoptosis, which contributes to the elimination from the renal microstructures of excess
damaged cells and aggressive effectors of inflammation.

Keywords: kidneys, ultrastructure, acute inflammation, hypertrophy, medication
correction, apoptosis, modeling.

Introduction
Studies of recent years have shown that programmable ~ conditions, which includes the infectious and inflammatory
cell death (PCD) in conditions of a variety of pathological ~Process, can probably play a biologically positive role in
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the elimination of cells, the persistence of which has a
pronounced negative effect on the organ and system organs
[11,19, 22, 23, 24, 26, 27, 28, 31]. With regard to the acute
infectious-inflammatory process, the above-mentioned
phenomenon is capable of effectively eliminating the
excessive accumulation of aggressive inflammatory effector,
which provides a favorable course of the disease [1, 12, 13,
15, 16, 19, 27, 28].

In studies of authors Vinnichenko L. N. (1980) and
Verlander J. W. (1998) [27, 28], it has been established that
kidney diseases are accompanied by a number of specific
features of programmed cell death (PCD). Thus, inhibition
of apoptosis is observed with most different morphological
variants of glomerulopathy.

At the same time, obstructive nephropathy, reflux
nephropathy, hydronephrosis, polycystitis, interstitial
nephritis, and others are accompanied by its activation,
reported by a number of researchers [1, 13, 14, 18]. It is
known that in kidneys of a healthy adult, up to 3.0% of
glomerular cells are daily exposed to apoptosis [13, 15, 20].
There are studies of a number of authors devoted to the
study of the deep mechanisms of the apoptotic process and
its major effectors [7, 10, 20, 24]. Separately, the so-called
"mitochondrial pathway of apoptosis" is isolated, which is
carried out by indirect neutralization of anti-apoptotic effects
at the cellularlevel [1, 2, 7, 10, 25, 27]. It has been established
that factors that alter oxidative-reducing homeostasis in cells,
such as hypoxia and oxidative stress, can stimulate the
expression of regular apoptosis modulators both in vitro
and in vivo [6, 8, 9, 18, 21, 24, 29, 30]. The process of
apoptosis in a different kidney disease today is not sufficiently
studied. Modern drugs can influence the processes of
apoptosis and, in some way, correct the ultrastructural
changes of the kidneys, which require further research.

Taking into account the data obtained by us that electron
microscopic studies are highly informative in the study of
pathological changes and early dynamic processes of
apoptosis in kidney tissues, the aim of the work was to:
assess the dynamics of ultrastructural changes and early
processes of apoptosis in renal tissues in the experimental
modeling of acute pyelonephritis and concomitant diabetes
mellitus type | and Il under conditions of complex drug
correction.

Materials and methods

The work was performed on 300 adult Wistar rats, divided
into 6 groups: group A - control (30 intact animals); group B
(35 animals, acute pyelonephritis modeling); group E (50
animals, simulation of acute pyelonephritis and type |
diabetes with traditional treatment); group F (50 animals
with simulation of acute pyelonephritis and type 1 diabetes
mellitus in the complex treatment offered by us), group G
(50 animals with simulation of acute pyelonephritis and type
Il diabetes with traditional treatment), group H (50 animals
with simulation of acute pyelonephritis and diabetes mellitus
Il type with the complex treatment offered by us).

The collection of material for electron microscopic
research was carried out in an experiment conducted by the
authors Borysov S. O. with co-authors [4]. The ultra-thin
sections obtained in the experimental work were contrasted
by Reynolds E.S. [22]. The work was carried out in the
laboratory of pathoanatomical and electron microscopic
research.

In the traditional medication correction in a group of
animals with diabetes and pyelonephritis, an intramuscular
injection of antibiotic. "Hepacef" injected at a dose of 30 mg
per kg body weight 2 times a day for 14 days after the
simulation of acute pyelonephritis. With the proposed
comprehensive medical correction after the simulation of
acute pyelonephritis and diabetes mellitus, in addition to
the antibiotic "Hepacef" in the above scheme, received the
drug "Nuklex" per os at the rate of 1 kg of weight 7 mg 3
times a day and intramuscular injection of preparation
"Armadin" by 1.5 mg per 1 kg of weight 3 times a day for 14
days.

Results

In our previous study, the ultrastructure of the renal cortex
and renal medulla material of the kidney of animals of the
control group (A) was studied and described [4].

An electron microscopic study is performed on the
kidneys of animals of group E (models of AP and DM type |
with the use of traditional drug correction). While studying
the renal cortex, it was found that the capillaries in the
glomeruli have a focal length of the enlarged lumen, in which
its content of elevated electron density is located. Endothelial
cells of capillaries, mainly with unchanged ultrastructure.
However, some of them differed in the clarified cytoplasm
and the dilute arrangement of their organelles, clearly
identified fenestri (Fig. 1).
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Fig. 1. Ultrastructure of rat renal cortex (group E). Traditional drug
effect. Signs of edema of the cytoplasm of the endothelial cells of the
capillaries and the expansion of the elements of the granular
endoplasmic net in the cytotrebeculae of the glomerular capillary net.
Electronic Microphotography. x4000. Here and thereafter: RC - renal
cortex, C - capillary, CEC - capillary endothelial cell, CT - cytotrebecula,
CP - cytopodia, CV - cavernous vesicles, CF - collagen fibrils, PC -
podocyte, N - nucleus, M - mitochondria; RM - renal medulla, MC -
mesangiocyte, E - erythrocyte, GER - granulated endoplasmic reticulum,
IT - interstitial tissue, RPT - renal proximal tubules, BM - basement
membrane, GCN - glomerular capillary network.

58

ISSN 1818-1295 elSSN 2616-6194 Reports of Morphology



Borisov S.0. Kostev F.l.,, Borisov 0.V., Molchaniuk N.l.

Basement membrane has increased tortuosity. The cavity
of the capsule is significantly narrowed in places, in this
section cytopedicules are single, short and thickened,
cytotrabeculaes are short and have a slightly electron-dense
cytoplasm. In cavity we can see a substance identical to that
of the capillary lumen.

In other areas, cytopodies and cytotrabeculaes have a
structure close to normal. Podocytes are characterized by
large cell sizes, large nuclei and shallow folds of
karyolemma. There are nucleolus in the karyoplasm. The
cytoplasm has well expressed polysomes and
mitochondria. In the podocytes of the proximal tubules, the
ultrastructure is close to normal, only in some cells there is
a decrease in the number of mitochondria and enlightenment
of the cytoplasmic matrix. In the podocytes of the distal
tubules, the devastated areas of the cytoplasm are marked
centrally. Enlightenment of the main substance is manifested
in interstition of the connective tissue. As for the electron
microscopic picture of the renal medulla of the group E
animals, we found that the capillary net of the glomeruli was
well expressed. It was established that the gaps of the
capillaries were extended compared to the control group
material, and the area of the cavity was slightly narrowed.
Enlarged electron density of lumen content. Endothelial cells
of a number of capillaries with signs of hydropic changes,
others have a structure close to the usual structure. The
majority of podocytes of the inner layer was found to have an
unmodified ultrastructure, only in some of them, expanded
tanks of the granular endoplasmic grid were installed.
Cytopodies are thickened in some places (Fig. 2).

In the proximal tubules, the part of the podocytes has a
reduced number of mitochondria, and those in the cell are
manifested with the pathology of mitochondrial and
cytoplasmic basical structures, others with an increased
number of mitochondria in the cells. In all cells, the number
of vacuoles is reduced. In the part of the podocytes of the
distal tubules there are signs of edema of the cytoplasm
and the destruction of part of the organelles with a focal
destruction of the basal strain. Interstitial tissue sites are
determined by the clarification of its main substance. Thus,
the structure of the nephron after the traditional treatment
ultrastructure is more conserved than in the group with the
simulation of acute pyelonephritis. To a greater extent
expressed large hypertrophied, with active nuclei of
podocytes, different sizes of cytotrebeculaes, there was a
large number of cytopedicules. Only certain cytotrabeculae
are slightly deformed, noticeably compressed. In the cavity
of the capsule appear freely located separate rounded forms
of the cytotrabeculaes. Capillaries have the shape and
arrangement similar in structure of the control group of
animals. They differ only in the more dense content of their
lumen and the presence of part of the endothelial cells with
signs of hydropic changes.

In a similar electron microscopic study, the kidneys of
animals of group F (model of AP and | type of diabetes and
with proposed complex of medical correction - with the use

(group E). Traditiona
drug effect. Signs of edema of the cytoplasm of the endothelial
cells of the capillaries, the processes of mesangial cells are well
expressed. EMP. x5000.

Fig. . UIrastrﬁEture of rat renal cortex (group F). Proposed
pharmacological effect. Hypertrophic podocytes with expanded
elements of the granular endoplasmic net. EMP. x3000.

of preparations of multi-vector action of Armadin and Nuklex).
In studying the renal cortex of animals, it was discovered
that the ultrastructure of the glomerular capillaries is close
to that of the control animals. Attention is drawn to somewhat
extended areas of the contents of mesangial tissue. The
capillaries in the cross section are round or close to the oval
shape. Enlargement of capillaries of regular diameter with
content of moderate density. There are isolated red blood
cells in it. Endothelial cells in the majority are unchanged,
but there are isolated cells with signs of edema (Fig. 3).

In a well-defined cavity there are large podocytes and
cytotrabeculaes with a large number of their intracellular
organelles, as well as individual cell fragments and bubbles
of various sizes. As for the electron microscopic picture of
the renal medulla of animals, it was found that in the renal
glomeruli the podocytes of the outer layer in the majority with
the unchanged structure. Some podocytes are in a state of
increased metabolic activity. The glomerular net capillaries
do not differ much from such a control group, but their part
has a slightly narrowed lumen. Endothelial cells with signs
of edema are found on thinned areas of the cytoplasm.
Fenestra also well-defined in this area. The brightness of

Vol. 24, Ne2, Page 57-65
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Fig. 4. Ultrastructure of rat renal cortex (group F). Proposed
pharmacological correction. In the cavity of the capsule, fragments
of hypertrophied cytotrabeculaes are observed. EMP. x6000.
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Fig. 5. Ultrastructure of rat renal cortex (group G). Traditional drug
correction. Structures of interstitial tissue with signs of edema.
Electronic microphotography. x2500.

some capillaries is filled with moderate density, others are
more electronically dense. It contains single red blood cells
or large electron-transparent vacuoles. Mesangiocytes that
come in contact with capillaries are well-defined.

The cavity of the capsule is filed with a large number of
large cytotrabeculae of the inner layer, which has a normal
structure and is in contact with both the cytopedicules and
with each other. The cytopepidicles throughout the basal
membrane are well expressed. In the cytoplasm of the part
of cytotrabeculaes, the expansion of the elements of the
granular endoplasmic net and the edema of the intra-
mitochondrial matrix with the focal destruction of the crust,
which is possibly a sign of apoptosis in these cells, is noted.
Locally there are podocytes of large size with a large nucleus
and with an increased number of intracellular organelles,
which indicates an increase in their functional activity (Fig.
4).

Ultrastructure of proximal tubules practically unchanged.
Only in separate proximal tubules there are single vacuoles
and lysosomes. Interstitial tissue draws attention to the
increased number of cells. Ultrastructure of the distal tubules
without visible structural changes.

At the same time, we carried out an electron microscopic

study of the kidneys of animals of the G group (model of AP
and type Il diabetes with the use of traditional drug
correction). During the study of the renal cortex of animals, it
was found that in the renal glomeruli the outer layer of the
capsule led on the basal membrane, its podocytes had an
electron-enlightened cytoplasm. The cytoplasm has well
expressed polysomes and mitochondria. Detected close
contacts between adjacent podocytes. In the increased in
volume nuclei there is a margin of chromatin and in the
central zone of the nucleus, chromatin predominates in a
diffuse state. The glomerular capillaries have winding
contours. Enlargement in most of the capillaries is narrowed
and has an elevated electron density. It contains slightly
deformed erythrocytes. Endothelial cells, in general, had
signs of edema and destruction of the main part of the
organelles. However, part of bodies of endothelial cells in
structure is close to the same control group of animals. The
space of the capsule was narrowed. It should be noted that
the number of podocytes and cytotrabeculaes is reduced,
their area is also significantly reduced. They look wrinkled,
their cytoplasm is winding (Fig. 5).

Most of the podocytes and cytotrabeculaes are in a state
of destruction, in which gelization of cytoplasm is observed.
Cytopodiesare absent somewhere. In general, they have an
increased density of the cytoplasm, somewhat deformed,
their structure differs indistinct, which should be considered
an expression of apoptosis. The number of podocytes and
cytotrabeculaes in the glomerular is reduced, in the greater
part of the cytoplasm has an electron-dense appearance,
and its organelles are in a state of edema. Some podocytes
and their processes are almost unchanged. In proximal
tubules, the podocytes are in a different state: part of their
usual unchanged structure, and part with signs of alteration.
In such podocytes the cytoplasm is enlightened, that is,
with signs of edema, especially apical part of it. In the
podocytes of the distal tubules, there are also marked signs
of edema of the apical area cytoplasm and a decrease in
the number of organelles. It encounters a large number of
vacuoles and mitochondria, which are pathologically altered
(Fig. 5). In interstition focal signs of edema of the main
substance and intracellular organelles of capillaries appear.

During the study of the renal medulla of animals, it was
found that the glomerular capillaries have slightly winding
contours. Endothelial cells have signs of cytoplasmic
edema. Other endothelial cells encountered a reduced
number of organelles, expanded in the subtle parts of the
cytoplasm. Some endothelial cells contained signs of
activation of the cytoplasmic structures. The content of the
lumen of capillaries of moderately elevated electron density.
Podocytes and cytotrabeculaes of large size, densely filling
the cavity of the capsule. They were with a slightly enlightened
cytoplasm. Cytoplasm is regularly located along the
basement membrane. Somewhere they have an electron-
dense cytoplasm. Some cytotrabeculaes with deep
degenerative changes (Fig. 6). They are located between
the podocytes with unchanged ultrastructure. In proximal
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and distal tubules, there are podocytes with unchanged
structure and with signs of pathological changes in
mitochondria and slightly enlightened cytoplasm. In the
podocytes of the proximal tubules there are different sizes of
lysosomes, which indicates the increased need for cells to
dispose of its damaged elements. In the interstices there
are manifestations of minor edema of the main substance
and the cytoplasm of the endothelial cells of the
microvessels that are located there.

Based on the results of the electron microscopic picture,
it can be thought that the traditional treatment did not
sufficiently contribute to the restoration of damaged
ultrastructure of the renal tissues.

In accordance with the tasks of the study, electron
microscopic study was carried out on the kidneys of animals
of the group H (modeling of AP and type Il diabetes in the
complex treatment offered by us with the use of drugs of
multi-vector action - Armadin and Nuklex).

In the study of the renal cortex of animals, it was
determined that in the glomeruli the podocytes of the outer
layer have an enlarged nuclei and a cytoplasm relative to the
control group material. The inner layer is characterized by
the fact that the cytopodies are present throughout the
basement membrane, and in places they are thickened.
From some cytopodies, quite large cytotrabeculaes branch
out. These cells have moderately electron-dense cytoplasm,
in which markedly increased number of organelles. In
addition, in the capsule space there are rather large
podocytes in the state of hyperplasia and hypertrophy. They
contain a large nucleus and organelles enriched in the
cytoplasm. The nucleus has a convoluted karyolemma and
its separate invaginations, which increases the surface area
of the nucleus and metabolic processes with the cytoplasm.
Nuclear chromatin is in a diffuse state. The condition of
capillaries is practically no different from that of control
animals. A smaller density of contents in the lumen of
capillaries, close to such control animals was noted (Fig.
7).

Podocytes of PT and DT by their structure do not differ
from such control material, there is a somewhat increased
amount of lysosomes in podocytes of PT. Interstitial tissue
has places slightly enlightened amorphous connective
tissue substance and a large number of its large cells with
large nuclei.

In electron microscopic study of the renal medulla found
that the ultrastructure of the renal glomerulus is well
expressed. Podocytes of the outer layer have (like in the
renal cortex) increased nucleus and cytoplasm compared
with the control group. In the nucleus, chromatin diffuse state
predominates, and in the cytoplasm an increased number
of polysomes, elements of the granular endoplasmic net,
mitochondria, and Golgi complex. Most of the glomeruli
capillaries in the lumbar cut have correct round or oval shape.
Enlightenment of capillaries is slightly extended with
moderate electron density. Endothelial cells of capillaries
have an ordinary structure with clear fenestra. Cytopodies

g : X< - e, :
Fig. 6. Ultrastructure of rat renal medulla (group G). Traditional
drug correction. The cavity of the capsule is slit-shaped.
Hypertrophy of capillary endothelial cell, focal destruction of the
cytopedicules. Hydrophobic changes in the podocytes and
cytotrabeculaes of the glomerular capillary network. Electronic
microphotography. x4000.

: . o R
Fig. 7. Ultrastructure of rat renal cortex (group H) after the proposed
drug correction. The structure of the glomerular capillary network
with elements of activation of intracellular metabolic processes,
both in the podocytes, and in the endothelial cells of the capillaries.
Electronic microphotography. x3000.

are present throughout the length of the basement
membrane. Well defined cytotrabeculaes. Some of them
have an increased number of intracellular structures. Part of
the mitochondria is in the state of cellular degeneration,
which may be due to the increased energy requirement for
intracellular metabolic processes. Granular endoplasmic
network tanks are expanded, which may be a manifestation
of the onset of apoptosis in cells (Fig. 8).

In addition, part of the podocytes has a large size, an
elevated electron density cytoplasm, in which extended
elements of the granular endoplasmic net and edema of
the mitochondria are observed, which is also probably due
to the manifestations of apoptosis in these cells. Some of
the large cytotrabeculaes have a much narrower cytoplasm,
almost in the form of a filiform leg. Separate cytotrabeculaes
are interconnected with the same narrow processes.
Mesangial cells have unchanged structure, in some of them
in the cytoplasm there are two nuclei, or the nuclei have
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Fig. 8. Ultrastructure of the rat renal medulla (group H) after the
proposed medication correction. Podocyte of the inner leaf and
cytotrabeculaes with the extended elements of the granular
endoplasmic net and the signs of mitochondrial edema. Electronic

microphotography. x3000.

deep folds of karyolemma.

The proximal and distal tubules are unchanged, they
show well mitochondria, nuclei in the active state, as
evidenced by the chromatin, which is in a diffuse state. Well-
formed basal and apical areas of their cells. In the area of
interstitial tissue local signs of minor edema of the main
substance are detected. Cellular and fibrous elements of
connective tissue and amorphous substance without visible
structural changes.

Discussion

Taking into account the data obtained, it should be noted
that in the kidney of the animal group were we used traditional
drug correction after the common modeling of pyelonephritis
and type | diabetes, it was found that the ultrastructure of the
glomerulus is more conserved than in the group without
treatment. The cavity of the capsule is more pronounced,
but the part of the capillaries of the glomerulus remains
deformed and with a narrowed lumen. Among the podocytes
and cytotrabeculaes with normal ultrastructure, there are
often those with signs of degenerative changes of varying
degrees of manifestation, indicating that the normal
functioning of the glomerular capillary net has not been
restored, which ensures the formation of primary urine and
its filtration by the structures of the tubules. These data
supplement and improve the researches of 2011-2014 [11,
12, 17].

The use of traditional medication effects promotes the
development of reparative processes in the kidneys and
moderately activates apoptosis, proved in a number of works
[2,3,4,5,31].

The analysis of the ultrastructure of the nephron and
tubules of rats in the group with the proposed comprehensive
drug correction (with the use of preparations of multi-vector
action of Armadin and Nuklex) and its comparison with the
group with the traditional medication intervention showed
that in the group of animals using our proposed

comprehensive drug correction, the renal structure was more
preserved. The capillaries of the glomerular mesh in most
cases had an ordinary architectonics, endothelial cells were
practically restored, fenestra differed well. The lumen of the
capillaries has a high electron density. Podocytes of inner
layer differs by polymorphic changes. Among the podocytes
with normal structure there are cells with signs of their
destruction and atrophy, as well as signs of their hypertrophy,
indicating the activation of compensatory restoration
processes. Separate fragments of cytotrabeculaes are freely
located between the podocytes, which should be considered
as an expression of apoptosis. Similar fragments are
observed in the material of control animals, but in smaller
quantities. It should be noted that the cavity of the capsule in
this material is quite extensive.

As a result of the traditional treatment of animals after
the common model of pyelonephritis with type Il diabetes,
the structure of the nephron is partially restored. Podocytes
of the outer layer in the state of strengthening the protein-
synthetic and energy-forming function; in capillaries there is
an edema of endothelial cells and an elevated electron
density of its lumen. However, there are still signs of
pathological changes in the part of capillaries and, in
particular, their endothelial cells. Podocytes of inner layer in
a greater number have an electron-dense cytoplasm and
vacuolization of mitochondria, expanded granular
endoplasmic mesh tanks. Mesangial tissue is more
pronounced than that of control animals. Thus, in a
significant part of the podocytes and cytotrabeculaes there
is a rare disposition of cytopodies. The granular cluster is
concentrated in the cavity, which confirms the violation of the
barrier function and the smooth penetration of substances
from the lumen of the capillaries to the cavity of the capsule
of high molecular weight substances. In addition, in the cavity
there are isolated pinocytosis bubbles. The revealed
changes in the structure of the nephrons indicate that the
function of the formation of primary urine is disturbed. At the
same time, in parallel with the signs of alteration of the
glomerular structures, the phenomena of compensatory-
restorative nature are determined, evidence of which is the
restoration of the structure of some endothelial cells and
their fenestra, individual podocytes. However, the gaps in
capillaries have an elevated electron density. The structure
of the tubules and interstitial tissue remain with the elements
of hydropic changes. It should be noted that in the renal
medulla, the ultrastructure of the kidney tissues is more
conserved than renal cortex. It should be assumed that the
traditional drug correction did not sufficiently contribute to
the repair of damaged ultrastructure of the tissues of the
kidney. Similar conclusions were made in the works of
Bhayani S.B. with co-authors and Tirapelli L. F. with co-authors
[3, 24].

After carrying out the complex medical correction
proposed by us in the conditions of the common modeling
of acute pyelonephritis and type Il diabetes, the ultrastructure
of the kidney tissues by form and structure is basically similar
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to that of control animals. Significantly, there are signs of a
compensatory-restorative process of podocytes. Most of
these cells are in a state of hyperplasia and hypertrophy,
they are significantly enlarged in body size and explode into
a well-defined cavity. Cell cytoplasm is filled with a large
number of organelles, which confirms the enhancement of
protein-synthetic, energy-forming and other cellular functions.
Cytopodiaes and cytotrabeculaes are also enlarged, which
greatly extends the filtration zone. Capillaries are slightly
expanded, their lumen content does not differ from the similar
structures of control animals. Podocytes with signs of
alteration, as well as signs of their apoptosis, are found singly.
Somewhere in the cavity there are fragments of
cytotrabeculaes and signs of increased permeability of
substances in the lumen of the cavity of the capsule. Podocytes
of outer layer are also in the state of activating their activity,
which reflects the increase of contractile function and, possibly,
the release of urine from the cavity into the lumen of the PC.
The structure of the tubules and interstitial tissue is close to
the norm, only the cytoplasm of the PC podocytes shows an
increased content of lysosomes, which reflects the active
release of cells from their damaged elements.

Studies have shown that in the renal cortex ultrastructures
after the proposed drug correction have the following
characteristics: the ultrastructure of the glomeruli is close to
normal; increased number of podocytes of the inner layer in
a state of hypertrophy, in which signs of enhanced protein
synthesis are manifested; EC of capillaries have a much
higher restored structure compared to a group of animals
receiving traditional treatment; in the cavity of the capsule
there are cytotrabeculaes from which the fragments of the
cytoplasm are trimmed, as well as their freely located
fragments are observed; in the renal proximal tubules part
of the podocytes with the local destruction of structures. It
should be noted that changes in the structures studied in
both the renal cortex and in the renal medulla are similar
with the exception of the state of cytotrabeculae having signs
of deformation of plasmolemma and reduction of size in
the renal medulla.

Electron microscopic studies in pathological conditions,
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MOXITMBOCTI NIKYBANIbHOIo BNnmBy HA AUHAMIKY MPOLIECIB ANOMNTO3A B TKAHUHAX HUPOK NMPU rOCTPOMY
NIENOHE®PUTI TA CYNYTHLOMY LIYKPOBOMY OIABETI B EKCMEPUMEHTI

Bopucoe C.0., Kocmee ®.1., bopucoe O.B., MonyaHtok H.I.

BanpoepamosaHa KnimuHHa 3azuberib 8 ymosax iHQeKUiliHo-3anansHo20 npoyecy eidiepae 6iof02iHHO 8UKITIOYHO MO3UMUBHY POJlb 8
enimiHauii knimuH. focmputi 3ananbHUl npouyec - ye ssuwe, 30amHe 00 HAOMIPHO20 30CepPedKEHHST azpecusHUX eqghekmopie 3arnaneHHsl.
Memoto pobomu cmana ouyiHka OuHaMiku ynbmpacmpyKkmypHUX 3MiH ma paHHIX npoyecie arnonmosa 8 mKaHuHax HUp oK rpu
eKkcriepuMmeHmarnsHoMy MooesitogaHHi eocmpoeo nienoHegpumy (1) ma cynymHboz2o yykposozo OGiabemy (L) | ma Il munie npu
rposedeHHi KoMMIeKCHoI MedukameHmMO3HOI kopekyil. Poboma sukoHaHa Ha 300 dopocrnux wypax niHii Bicmap, po3nodineHux Ha 6
2pyn. @pasmeHmMu HUPOK meapuH eusyanu i gpomozpachysanu 8 enekmpoHHOMYy mikpockoni NMEM-100-01. Y Hupkax meapuH epynu, 0e
suKopucmosysanu mpaduuiliHy medukamMeHmMO3Hy KOPEeKUito micris crnie0pyXHb020 MoOesito8aHHs rnienoHegpumy i diabemy | muny
8usIBIIeHo, WO yrbmpacmpykmypa Kiybouka 6inbw 36epexeHa, 0OHaK YacmuHa Kaninsipie Kryboyka 3anuwaemscsi 0eghopMO8aHO 3i
38YXEHUM rpoceimoM, € 03HaKu HedoCcmamHb020 8iOHOBMNEHHS (hyHKUOHy8aHHSI Kily604K080I KaninapHoi cimku. Y epyni meapuH i3
8UKOPUCMAaHHSIM 3arpornoHO8aHOI KOMIMIeKCHOI MedukaMeHmMO3HOI KopeKuii HUpkoga cmpykmypa 6yna 36epexeHor, Kaninspu
Kny6o4ykogoi cimku i3 He3aMiHeHOK apXximeKkmoHikot. BcmaHoseneHo, wo mpaduyiliHa MedukaMeHmo3Ha KopeKuyis HedocmamHbo
cripusina 8iOHOBMEHHIO MOWKOOXEHUX yrbmpacmpyKkmyp mKaHUH HUpKu. [licrna nposedeHHs 3anpornoHo8aHOi HaMu KO MII/1eKCHOI
MeOuKkamMeHmMOo3HOI KopeKyii 8 ymosax crigdpyxHb020 modemntosarHsi 11 i LI Il muny ynbmpacmpykmypa mKaHUH HUPKU 3@ ¢bOPMOL0
i cmpykmypoto Habrnuxanacb 00 makoi KOHMPOSILHUX MEapUH, MPOS8USIUCL 03HaKU KOMIMEHCamopHO-8IOHOBHO20 rpoyecy: binbwicmb
nodoyumie 6ynu einepnna3osaHi U einepmpoghosaHi. lNodoyumu 308HIWHBLO20 fTUCMKa 3HaxXo0uuCb 8 akmueHil ¢hasi GigrbHoCMi,
po Wo c€eidyuIo Nid8UUEHHSI CKOPOYy8abHOI QOyHKUII i, MOX/IUBO, 8UBINbHEHHSI CeYi i3 MOPOXHUHU 00 Npoceimy rnpoKcUManbHUX
KaHanbyie. Cmpykmypa KaHanbuie ma iHmepcmuyitiHoi mkaHuHuU 6r1u3bka 00 CmMpPyKmMypu epynu KOHMPOJSIbHUX MeapUuH, fuwe 8
yumonna3mi nodoyumie npokcuMasnbHUX KaHanbyie gidmideHul nidsuweHul emicm nizocom. Ynbmpacmpykmypa Kiy6o4kie
HopMmarnizosyeanach,; 36inblysanach KirbKicmb einepmpogiyHux nodoyumie 8HympiwHbL020 /IUCMKa 3 03HaKkaMu rocurneHoeo binkoso2o
CuHme3sy. 3MiHU 8 cmpyKmypax KOpKO80i ma MO3K080i peyosuHU aHaroz2idHi 3a 8UHSIMKOM cmaHy yumompabekyn, de ix po3mipu
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3MeHWyeanucb 8 MO3KO08Ili pedo8uHi i 3'aensanuck o3Haku Oegopmauii nnasmonemu. lpu ekcrniepumeHmanbHoMy ModenroearHi 1 i
U I ma Il munie ecmaHo8ieHi supaxeHi yrnbmpacmpyKmypHi 3MiHU 8 mKaHUHax HUPKU, a Mposieu paHHIX rpouyecie anornmosa
cymmego obmexeHi. 3acmocyeaHHs KOMMIEeKCHOI MeOuKkaMeHmMO3HOI KopeKuii, 3anponoHo8aHol Hamu, CMUMYIIOEe pO38UMOK
pernapamusHUX npouyecie HUPKU ma MoMipHO akmusye arnonmo3d. [JodagaHHsi 00 KOMreKkcy siKysaHHs npenapamie 6acamoeeKkmopHOl
0ii (ApmadiHa ma Hyknekca) iHmeHcugikye KoMneHcamopHO-8i0HO8MI08arnbHi 3MiHU y HUPKax ma arnonmos, wo crnpuse enimiHayii 3
HUPKOBUX MIKpOCMPYKmMyp Halnuwka rMoWKOOXeHUX KIimuH ma a2pecusHux egekmopie 3anasneHHs.

KnroyoBi cnoBa: HUpKU, yrnbmpacmpyKkmypa, 20cmpe 3ananeHHs, 2inepmpocpisi, MedukaMeHmo3Ha KopeKUyis, aronmo3, MoOeslto8aHHs.

BO3MOXHOCTU NNEYEBEHOIO BO3AENCTBUA HA AUHAMUKY MPOLIECCOB AMOMNTO3A B TKAHU MOYEK MPU OCTPOM
NMUENOHE®PUTE U CONYTCTBYKOLLEM CAXAPHOM OUABETE B 3KCNMEPUMEHTE

Bopucoe C.A. Kocmee ®.U. Bopucoe A.B. Mon4aHok H.U.

BanpoepammuposaHas knemoyHas eubesib 8 ycro8usiX UHGEKUUOHHO-80cnanumensHo20 rnpoyecca uzpaem buonozau4ye cku
UCKITIOYUMETBbHO 10I0XUMEsIbHY0 POk 8 aruMuHayuu Knemok. Ocmpeili gocrianumernbsHbIl Npoyecc - 3mo sefeHue, crnocobHoe K
HadMepHOMYy cocpedomoyYeHUr az2peccusHbix 3ghgekmopos esocrnaneHus. Llenbw pabomsl cmana oyeHka OUHaMUKU
ynbmpacmpyKmypHbIX U3MEHEeHUU U paHHUX MPU3HaKo8 arornmo3aa 8 MKaHsiX MoYeK fpu sKcrepuMmeHmanbHOM MOOeTuposaHUU 0cmpozo
nuenoHegppuma (OF1) u conymcmeyrouje2o caxapHoeo uabema (CA) | u Il muna npu nposedeHuu KOMMIeKCHoOU MeduKkaMeHMmOo3HOU
Koppekyuu. Paboma ebinonHeHa Ha 300 83pocrbix Kpbicax fuHUU Bucmap, pa3deneHHbix Ha 6 epynn. ®paeMeHmMbI MoYeK usyyanu u
gomoepacgpuposanu 8 arnekmpoHHoM mukpockone NMEM-100-01. B no4ykax >Xue8omHbIX 2pynnbkl, 20e Ucronb308anu mpaoduyuoHHYo
MeduKaMeHMO3HY KOpPeKUuto rocrie coopyXecmeeHHo20 ModenuposaHus nuenoHegppuma u duabema | muna ycmaHo8/1€HO, Ymo
ynbmpacmpykmypa Krybouka bornee coxpaHeHHasi, 00HaKo Yacmb Karnusisapos Kiybouka ocmasanack 0e¢hopMUpO8aHHOU C CyXEHHbIM
rpoceemom, ecmb Mpu3HaKu HedocmamoyYyHO20 80CCmMaHo8IeHUsT (hyHKUUOHUPosaHuUsi Kiyboukoeol KanumnnaspHol cemu. B epynne
JKUBOMHBIX C UcConb3o8aHueM npedrnoxeHHoU KomnekcHol medukameHmOo3HoU KoppeKkyuel noyeyHass cmpykmypa byna coxpaHeHa,
Kanunnsapsl Kny604ko8ol cemu ¢ HEU3MEHEHHOU apXumeKmoHUKOU. YcmaHoeneHo, 4mo mpaduyuoHHasi MeOUKaMeHmMOo3Has KOPPeKyusi
Hedocmamoy4HO crocobcmeogana 80CCMaHOB/IEHUI MO8PEXOEHHbIX ynbmpacmpykmyp mkaHel noyku. llocne npoeedeHu s
npednoXeHHOU HamMu KOMIIeKCHOU MeduKkaMeHmMO3HOU KoppeKkuuu rocre codpyxecmeeHHoeo modenuposaHusi Of 3 CA Il muna
ynbmpacmpyKkmypa mkaHu noyku rno ¢oopme u cmpykmype npubnuxanacb K makogol KOHMPOIIbHbIX XUBOMHbIX, MPOSI8UIUCH MPU3HaKU
KOMIeHcamopHOo-80cCmaHo8uUmMe ibHo2o npoyecca: bonbwuHcmeo nodoyumos 6binu 2unepnnasuposaHbl U 2unepmpoghup 08aHsl.
lModoyumsbl HapyXHO20 nucmKa Haxoousnucb 8 akmueHoU ¢hase OesnbHOCMU, PO YMO ceudemesibCmeos8asio MoebiueHue
cokpamumenbHOU OyHKUUU U, 803MOXHO, 8bIC80OOXOeHUE MOYU U3 1010CMU 8 MPOC8eMm NPOKCUMarbHbIX KaHanbuyes. Cmpykmypa
KaHanbues u uHmepcmuyuanbHol mkaHu 61uska Kk cmpykmype epynbl KOHMPOSbHbLIX XUBOMHbIX, MOMbKO 8 yumonnasme nodoyumos
MPOKCUMaribHbIX KaHanblyeg OmMeYeHo MosbieHHoe codepxaHue Nu30CoM. Ynbmpacmpykmypa Kiybo4Kko8 HOpManu3oebieanacs;
yg8enu4yueasnoch KOu4ecmeo aurnepmpoguyecKkux nodoyumos 8HympeHHe20 JIUCmKa C fpu3Hakamu ycuneHHo2o 6efikogoeo cuHmesa.
VIsmeHeHuUs1 8 cmpyKkmypax KOPKO8020 U M03208020 8eulecmea aHano2uyHble 3a UCK/IIoYeHUeM cocmosiHus yumompabekyn, ede ux
pa3mepbl yMeHbWanuchb 8 M032080M 8ewecmee U Mosensanuch fnpudHaku degpopmayuu rnasmonemmsl. [1pu aKcrnepumMeHmanbHOM
modenuposaHuu Of1 u CA | u Il munos ycmaHo8meHb! 8bipaxeHHble ybmpacmpyKmypHble USMEHEHUST 8 MKaHSX MOYKU, a MposieieHust
paHHUX Mpoueccos arornmo3a CywecmeeHHO oegpaHuyeHbl. [TpumeHeHUe KoMIeKcHoU MeduKkaMeHmOo3HOU KOppeKyuu, rnpedroxXeHHoU
Hamu, cmumynupyem pasgumue pernapamusHbIX MPoyeccos8 MoYKU U yMepeHHO akmusupyem arnonmo3s. [JobasneHue 8 KoMriiekc
nieyeHuUs npernapamos MHO208eKmopHoao Oelicmeus (ApmaduHa u Hyknekca) uHmeHcuguyupyem KOMIeHcamopHOo-
80CCMaHoO8UMEbHbIE U3MEHEHUsT 8 Mo4Ykax U arnornmo3, Ymo crocobecmeyem 3ruMuHayuu u3 rnovyeyHbIX MUKpocmpykmyp u3bbimka
r108pexx0eHHbIX KIemoK U agpeccusHbIX 3¢ghghekmopos eocnaneHus.

KnioueBble cnoBa: royku, ynbmpacmpykmypa, ocmpoe eocnaneHue, aunepmpogusi, MeOuKkaMeHmMo3Hasi KOpPeKyusi, arnornmoas,
MoOenuposaHus.

Vol. 24, Ne2, Page 57-65 65



DOI: 10.31393/morphology-journal-2018-24(2)-10

Reports of Morphology, Vol. 24, Ne2, Pages 66-72

ISSN 1818-1295 eISSN 2616-6194

REPORTS OF MORPHOLOGY

Official Journal of the Scientific Society of Anatomists,
Histologists, Embryologists and Topographic Anatomists

journal homepage: https://morphology-journal.com

Volume 24, Ne2 2018

officl
Histaloglsts,

BICHJK MOP®OJIOTTE
REPORTS OF
MORPHOLOGY

of Ukraine

Planimetric correlations between Peyer's patches and the area of
small intestine of white rats

Hryn V.H.

Ukrainian Medical Stomatological Academy, Poltava, Ukraine

ARTICLE INFO
Received: 9 March, 2018
Accepted: 30 April, 2018

UDC:616.341:612.1

CORRESPONDING AUTHOR
e-mail: vogrin034@gmail.com
Hryn V.H.

The largest concentration of the local immune system in the form of the nodular
associations of the lymphoid tissue with the epithelium of the mucous membranes
(tonsils, single lymphoid nodules and their aggregations, named Peyer's patches) is
located in the gut. The paper is aimed at the study of the quantitative and planimetric
correlations between the Peyer's patches and the area of the small intestine of white
rats based on the visual assessment and comparative analysis of some metric values.
The study was conducted on 60 white male rats, which were assigned into 2 groups of
30 animals: after the morning feeding (controls) and after a daily fasting. After the
removal made in advance, the gut-associated complexes have been studied from the
stomach to the cecum. The resulting experimental data have been processed on a
personal computer using the EXCEL 2010 (Microsoft Excel Corp., USA) software. No
significant difference in the diameter and length of the small intestine of white rats of the
first and second groups was found. The total area of the small intestine wall in the
control group ranged from 8666 mm? to 20724 mm?, and from 8496 mm? to 20573 mm?
in group Il (after a daily fasting), ranking equally. Thickness parameters of the small
intestine in two groups of animals were almost similar in its unchanged, within the limits
of individual variability, longitudinal length. To conduct an accurate quantitative and
planimetric analysis of the aggregated lymphoid nodules of the white rat's small intestine,
it was advisable to distinguish 3 groups, namely: small-, medium- and large-sized.
Thus, their total number varies from 12 to 28 units. Among them 8 to 17 units (on the
average of 12.60+0.40) were small-sized, 2 to 11 (5.800+£0.500) were medium-sized,
and the large ones were not always found. For example, in the studied samples, they
were absent in 6 animals, whereas 1 to 5 units were presented in the rest of animals.
The area of single small Peyer's patches ranged from 1.570 to 9.800 mm?, and their
total area was 64.90+2.90 mm?; the area of medium samples individually ranges from
10.60 to 27.50 mm?. Totally, they occupy an average area of 97.60+8.00 mm?. The same
value of individual large aggregated nodules is between 31.40 and 60.40 mm?, which
totally accounted on the average of 58.40+10.30 mm?. Thus, the average statistical
value of the total areas of Peyer's patches is 220.9+14.4 mm?, accounting for only 2%
of the total area of the small intestine wall of white rats, not including single lymphoid
nodules, not exceeding 1 mm.

Keywords: Peyer's patches, small intestine, metric values.

Introduction

Currently, it has been found that the immune system of
the mucous membranes of the gut is functionally
consolidated with the immune mechanisms of the mucous
membranes of other hollow organs (the phenomenon of
the "immune solidarity of the mucous membranes") [6, 14,
16. 22, 32, 35, 36]. Apparently, the gut is characterized by the
highest concentration of local immune system in the form of
nodular associations of the lymphoid tissue with the

epithelium of the mucous membranes [2, 8, 10, 21, 25],
involving the tonsils, single lymphoid nodules, as well as
their aggregations, named Peyer's patches. Moreover, the
highest concentration of the latter is found in distal part of
the human ileum and appendix, which is absent in rats, as
well as the presence of tonsils is unusual for this species of
rodents [9, 11, 12, 19, 33, 40].

Consequently, in white rats, according to the publications,
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aggregated lymphoid nodules (Peyer's patches) are located
mainly in the wall of the small intestine, which is a transitive
section between the stomach and cecum, accounting for
about one meter in length, which is just 4-5 times shorter
than in humans, being completely disproportionate relative
to their body mass [3, 5, 13, 20, 24]. Taking into account that
the lymphoid structures of the small intestine provide with
immune control over its antigenic contents and are the initial
links in the mechanisms of formation of the corresponding
immune responses, it can be considered that the following
planimetric parameters will serve as the most informative
quantitative indices to estimate this correlation: (1) the total
area of the small intestine walls; (2) the overall dimensional
area of the Peyer's patches, and (3) index of the latter to the
first ratio.

The paper was aimed at the study of the quantitative and
planimetric correlation between the Peyer's patches and
the area of the white rats small intestine based on the visual
assessment and comparative analysis of some metric
values.

Materials and methods

The study was conducted on 60 mature Wistar white
male rats, weighing 200.0£20.00 g, one half of which was
on a daily fasting regimen before vivisection, and euthanasia
of the others was carried out immediately after the morning
feeding. Before the experiment, all animals were kept in
standard conditions of the experimental biological clinic
(vivarium) of the Ukrainian Medical Stomatological Academy
in compliance to the regulations on keeping experimental
animals adopted by the European Parliament and Council
Directive (2010/63/EU), the Order of the Ministry of Education
and Science, Youth and Sports of Ukraine as of 01.03.2012,
Ne249 "On approval of the procedure for conducting tests,
experiments on animals by research institutions" and
"General ethical principles of experiments on animals",
adopted by the V National Congress on Bioethics (Kiev, 2013)
[7, 31, 34].

After euthanasia made under the overdose of thiopental
sodium anesthesia (75 mg/kg animal body weight
intramuscularly in the upper third of the hip of the hind paw),
the anterior abdominal wall was removed from all animals.
The total organs of the gut were removed from the
abdominal cavity, which, with the preservation of the natural
position between them, were embedded into 10% neutral
buffered formalin and photographed [1, 4, 39, 41]. Within
few days, after washing in running water, in the area of the
pyloric sphincter, loops of the small intestine were cut off
from the stomach and cecum. It was measures flat, placed
on a sheet of laminated graph paper with refinement using
a metal ruler (GOST 427-75) and caliper (SHTS-1 DSTU
8.113: 2009; GOST 166-89 as of 14.05.17.Cert. No.1188/
0315), which was calibrated by the territorial body of the
State Consumer Standard of Ukraine.

Considering that the small intestine is a tubular
formation, the calculations used in mathematics for

measuring the lateral surface area of cylindrical figures are
quite applicable for calculating the area of its wall.
Consequently, it is necessary to know only the size of the
diameter of the figure and its height or length, which is easy
to measure on the selected specimens of the small intestine.
With these data, the calculation of the area of its wall is
initially reduced to determining its perimeter according to
the formula:

S =27RL = zDL,

where R is the outer radius of the intestine, D is the outer
diameter, L is the longitudinal length of the intestine.

The resulting value was then multiplied by the actual
length of the small intestine. It would be appropriate to point
at this, the only possible, simple way of calculation of the
area of the small intestine, since, for some reasons, it was
not mentioned in the related descriptions of the authors,
cited above.

The initial digital parameters of aggregated lymphoid
nodules are represented by their number in the small
intestine wall and two-dimensional size of isolated ones.
Given that they all have a rounded shape (orbicular or oval),
their area can be calculated by conventional formulas. The
area of the oval lymphoid nodules was calculated using the
formula for calculating the area of an ellipse:

S = rab,

where S is the area of the ellipse, m is the pi-number
(3.1415), a is the length of the semimajor axis, b is the length
of the minor semiaxis.

The calculation of the area of orbicular lymphoid nodules
was carried out according to the formula for calculating the
area of a circle:

S=rR?

where S is the area of a circle, w is the pi-number (3.1415),
r is the radius of a circle [18, 38].

The resulting experimental data were processed on a
personal computer using the EXCEL 2010 (Microsoft Excel
Corp., USA) software.

Results

Noteworthy, the analysis of the resulting digital data
has shown no significant difference in the major metric
parameters of the small intestine (its diameter and length)
of white rats of the first and second groups, being within the
statistical accuracy, which depends entirely on the variation
of quantitative indicators (Table 1). Therefore, the calculation
made on the basis of these initial data of the total area of its
wall in animals of the control group is from 8666 mm? to
20724 mm?; in the group of animals undergone daily fasting,
the value ranges from 8496 mm? to 20573 mm?, ranking
equally. The average value was 13127+644 mm?2.

For better representation of the morphophysiological
features of the digestive system of white rats, 2 groups of
animals were formed; animals of one of the group underwent
evening fasting. By this, on the one hand, the
representativeness of metric studies was twice higher, and
on the other hand, it has been possible to identify some
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Table 1. The mean values of the area of the outer surface of small intestine of white rats of both groups.

Groups
No. After moming feeding (control group) (n=30) After daily fasting (n=30)
D (diameter), mm | L (longitudinal length), mm | S (area), mm? | D (diameter), mm | L (longitudinal length), mm [ S (area), mm?
Mzm 4.200%0.200 998.619.0 131271644 4.200%0.200 10059 13313£638
Min 3 920 8666 3 902 8497
Max 6 1100 20724 6 1092 20573

Notes: S - area, D - diameter, L - longitudinal length, M - mean value, m - error of mean, Min - minimal value, Max - maximum value.

Fig. 1. Location, configuration and general dimensions of the stomach
and cecum of white rats after daily fasting. 1 - esophagus; 2 -
stomach; 3 - duodenum; 4 - loops of the small intestine; 5 - cecum.

morphological peculiarities of changes in the gut that occur
during their daily feeding cycle. Here it is reasonable to
give them a general assessment. Notably, in animals after
a daily fasting, the stomach is collapsed, while the cecum
looks more dilated (Fig. 1). At the same time, the small
intestine, which is the transitive part between them, has
heterogeneous lengthwise alternation of distensions,
containing portions of chyme of different size, which are
separated from each other by constrictions of different
expressions. And the dimensional frequency of these
distensions increases in the distal direction, i.e., towards
the cecum (Fig. 2). A completely opposite picture occurs in
animals, killed immediately after the morning feeding. The
difference was mainly in their small intestine which was of
homogenous thickness that significantly simplified

T {25 283RERRIT; SRRE AL . =3
Fig. 2. Total specimen of the white rats' gut after daily fasting. 1 -
esophagus; 2 - stomach; 3 - loops of the smallintestine; 4 - cecum;
5 - colon.

+

measuring of its thickness, whereas in the first group of
animals, calculation of its average thickness had to be
made from the measurements in the region of several
thickenings and narrowings. Finally, the thickness
parameters of the small intestine in two groups of animals
turned out to be similar, as mentioned above, with an
unchanged, within the limits of individual variation, its
longitudinal length. Consequently, in the process of
transitive movement of the chyme from the stomach into
the cecum the white rats' small intestine undergoes only
homogenous, isometric deformation while preserving its
basic dimensional parameters.

Peyer's patches are clearly visualized without optical
instruments in the form of somewhat whitish orbicular or
oval protrusions of various sizes that are faintly visible on
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Table 2. The resulting data of the quantitative and planimetric analysis of the aggregated lymphoid nodules (Peyer's patches) of the white

rats small intestine.

Number and area (S) of PPs size
No. Toﬁ;r::; ber Small Medium Large T;t:lsa(:;:;f
Number S (mn¥) Number S (mm?) Number S (mn¥)
Mzm 19.90%0.70 12.60£0.40 | 64.90+2.90 | 5.800%0.500 | 97.60+8.00 | 1.500+0.300 | 58.40+10.30 220.9%14.4
Min 12 8 1.570 2 10.60 0 31.40 87.30
Max 28 17 9.800 1 27.50 5 60.40 406.7

Notes: PPs - Peyer's patches, S - area, M - mean value, m - error of mean, Min - minimal value, Max - maximum value.

the outer surface of the white rats' small intestine along its
entire length, starting from the duodenal part and reaching
almost the cecum (Fig. 3). Moreover, their alternation in
shape and size in such longitudinal direction is rather
voluntary and changeable. However, in the total big
combinational variability of their distribution along the length
of the small intestine, certain regularity is observed in the
form of smoothly increasing concentration of lymphoid
tissue towards the cecum, which specifically results in
enlargement of Peyer's patches and the last of them is the
largest. If the shape of the aggregated lymphoid nodules
is not an essential morphological criterion in their
evaluation, then their dimensions should be taken into
account, since they directly depend on the number of single
lymphoid nodules associated in them. In this regard, for
more clear quantitative and planimetric analysis of

aggregated lymphoid nodules of the white rats' small
intestine, it is reasonable to distinguish 3 groups among
them, namely: small-, medium- and large-sized, which
were separately subjected to mathematical analysis (Table
2). The findings show, first of all, the great variability of the
total quantitative composition of lymphoid formations and
their metric parameters. Thus, their total number varies
from 12 to 28 units (the average value was 19.90+0.70).
Among them 8 to 17 units (on the average of 12.60+0.40)
were small-sized, 2 to 11 (5.800+£0.500) were medium-
sized, and the large ones were not always found. For
example, in the studied samples, they were absent in 6
animals, whereas 1 to 5 units were presented in the rest of
the animals.

It has been subsequently established that the area of
single small-sized Peyer's patches ranged from 1.570 to
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9.800 mm?, and their total area was 64.90+2.90 mm?; the
area of medium-sized samples individually ranges from
10.60 to 27.50 mm?. In aggregate, they occupy an average
area of 97.60+8.00 mm?2. The same value of individual large
aggregated nodules is between 31.40 and 60.40 mm?,
which totally accounted on the average of 58.40+£10.30 mm?.

Discussion

The anatomy of the gut of laboratory rats has not been
fully elucidated in publications, and the available scarce data
are not systematized, while it is known that the shape,
structure and topography of the organs of the gastrointestinal
tract in vertebrates are quite variably [23, 30, 37, 40].

The similarity of the structural organization of the organs
and tissues of humans and some animals determines
the use of the latter for the experimental modeling of various
diseases occurred in clinical practice [2, 17, 23]. However,
for a deeper understanding and adequate interpretation of
the findings of the experiment and the development of
methods for their correction, certain species characteristics
and differences that are typical for specific animals should
be taken into account as well as the quantitative parameters
of their tissues, organs and systems for comparison.

Accurate digital data on metric values of the albino rats'
small intestine are presented in the "Results" section.
However, such parameter as the mean statistical value of
the area of the small intestine (13127+644 mm?) is
noteworthy since it does not coincide with similar values
obtained by S.A. Kashchenko et al. [15, 26, 27, 28, 29],
stating that the surface area of the small intestine is at the
average of 9121+35 mm? in albino male rats weighing
250-280 g, that is approximately 300.0 mm? less than the
calculated value. Apparently, it can be explained differently.
For example, when measuring dimensions of small
intestine, which is, morphologically, rather variable gut-
associated organ, the errors in the results are always
inevitable; this entirely depends on its functional state on
the eve of the vivisection of animals, as well as their
individual status and weight. The latter factor can be
minimized by selecting animals of approximately equal
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Planimetric correlations between Peyer's patches and the area of small intestine of white rats

MNAHIMETPUYHI CNIBBIAHOLWEHHA MK MEMEPOBUMMW BNSALLKAMMU | NNOLLEK TOHKOI KULUKW BINUX LLUYPIB

puub B.T.

TpasHull mpakm ei0pi3HsembCs Halibinbwo KOHUeHmpauieto Micyeeoeo npedcmasHuymea iMyHHoOI cucmemu y euansidi 8y3ruKo8ux
acoyjayiti nimgoidHoI mkaHUHU 3 enimesiieM cnu308ux 0b6OOHOK (Muedanuku, MOOOUHOKI TiMGDOIOHI 8y3TUKU i X 2pynosi CKynmYeHHs -
nedieposi 6rsiwku). Mema - sus4umu KirbKicHe i nnaHimempuyHe Crig8iOHOWEHHS M neldepogumu brisiluKkamu | Mniower mMoHKOI KUWKU
6inux wypie Ha OCHO8I 8i3yarnbHOI OUiHKU i MOPIBHSINILHO20 aHanisy Oesikux MempuYHUX MoKasHuUKig. [ocnidxeHHs1 nposedeHo Ha 60 6Ginux
wypax-camusix, aKux po3oinunu Ha 2 epyrnu rno 30 meapuH: ricisi paHKogoeo 200yeaHHs1 (KOHMPOosbHa epyna) i nicisi 00608020 20/100y8aHHS.
icrisi nonepedHb020 8udaneHHs!, OOCOXKys8anu KOMIMIEKCU WITYHKOBO-KUWKOBO20 mpakmy 8i0 wiiyHKy 00 cainoi kuwku. Ompumani
ekcriepumeHmarbHi aHi 06pobrieHi Ha nepcoHanbHOMY KOMIT'tomepi nakemom npuknadHoi ma cmamucmuyHoi npoepamu EXCEL 2010
(Microsoft Excel Corp., CLUA). Hiamemp i 0oexuHa moOHKOI KuwkKu 6inux wypie nepwoi i Opyeoi epynu mix cobor AocmosipHoO He
8i0pi3HsAnucs. 3acanbHa nnowa cmiHKU MOHKUU KUWKU 8 KOHMPOIbHIl epyni ckrnana eid 8666 mm? 0o 20724 mm?, a y 2 epyni (nicnsi
00606020 20100y8aHHs) 6i0 8496 mMm? do 20573 MM?, W0 BUSIBUIOCS MPaKMUYHO PieHO3Ha4YHUM. [lapamempu mMosWUHU MOHKOI KUWKU Y
080X epyn meapuH 8usI8UUCS 6AU3LKUMU MPU HE3MIHHIU, 8 Mexax iHOugiOyarnbHoI eapiamusHocmi, ii M03006XHbLOI 008XUHU. 3 Memoro
poBedeHHs1 KOPEKMHO20 KifbKICHO20 i rnnaHiMempu4yHo20 aHanisy epyrnosux nimMgoidHUX 8y3/1UKi8 MOHKOI KUWKU Ginux wypie OouinsHO
byno sudinumu 3 epynu, a came: mMano2o, cepedHb020 | 8eNuKo20 po3amipy. Tak, 3azanbHa iX Kifbkicmb eapitoe 8 Mexax 8id 12 do 28
00uHuUb. Ceped Hux mManux ¢opm Hanidyemscsi 6i0 8 0o 17 oduHuyb (8 cepedHbomy - 12,60+0,40), cepedHix - 6id 2 do 11 (5,800+0,500),
a eefiuki 3ycmpiyatombcsi He 3aexou. Hanpuknal, y eusyeHux eubipkax 80HU 6ynu eidcymHi y 6 meapuH, modi 5K y 8CiX iHWux ix
Hanidyeanocsi 8id 1 o 5 oOuHuupk. lMNnowa okpemux Manux nelieposux 6rswok nepebyeana e diana3oHi 8id 1,570 do 9,800 mm?, a
3aearnbHa ix niowa OopisHioe 64,90+2,90 mMM?; nowa cepedHix 3paskie okpemo Konueaemscs 8id 10,60 do 27,50 Mm2. B cyKyrnHocmi 80HU
3atimaroms rnowy 8 cepedHbomy 97,60+8,00 mMm?. Te X 3Ha4YeHHs] OKPEMUX 8EJIUKUX 2Ppyrosux e8y3riukie 3Haxooumbscsi mix 31,40 i 60.40
MM?, Wo 8 iX CyKyrnHOMy 3Ha4yeHHi 0opieHioe 8 cepedHbomy 58,40+10,30 Mm?. Takum HUHOM, 8CMaHOBIEHO cepedHbocmamucmuyHe
3Ha4YeHHs1 3aeallbHUX niow rnetieposux 6r1siWok, sike OopieHioe 220,9+14,4 Mm?, wo cmaHosums nuwe 2% 8id 3az2asibHol niowi cmiHKu
MOHKOI KUWKU Binux wypis, He epaxosyroyu MooOUHOKI JiMGPOIOHI 8y3UKU, 8€/TUYUHOK He binbwe 1 MM.

KnroyvoBi cnoBa: nelieposi 6rsiwKu, MoHKa KulikKa, MempuyHi MoKasHUKU.

MNAHUMETPUYECKUE OTHOLLEHUA MEXLOY NEMEPOBLIMU BNALLKAMWU U NNOLWALBI TOHKOM KULLKU BENbIX KPbIC
puub B.T.

MuwesapumenbHbIl mpakm omiuyaemcsi camoli 605bwol KoHUeHmpauyuel mecmHoeo npedcmasumernibcmea UMMYHHOU cucmembi
8 sude y3esnKosbix accoyuayul TuUM@OUOHOU mMKaHU € anumesiueM Cu3ucmbix 0bosi04eK (MUuHOanuHbl, 0OUHOYHbIE TUMOUOHbIE
y3enKu U ux epynrnosbie cKoriaeHus - netiepoebl 6asiwku). Lenb - udydyums KOMUYECMBEHHOe U MiaHUMempuyeckoe OmHOWeHue
mex0Oy nelieposbiMu 6rsilukamu U naowadblo MoHKOU KUWKU 6eribiX KpbIC Ha OCHOBE 8U3YaribHOU OUEHKU U CpasHUMEeNbHO20 aHanusa
HEKomMopbIX Mempu4eckux nokasamerned. ViccrnedosaHue nposedeHo Ha 60 6erbix Kpbicax-camyax, Komopbix pa3denusnu Ha 2 epynrbl
o 30 XueomHbIX: M0Ce ympeHHe20 KOPMIeHUsi (KOHmporibHasi epynna) u rnocsie cymoyHoeo 2onodaHusi. Mocne npedsapumernbHO20
yOaneHusi, uccriedosasnu KOMMIeKChl Xeny00YHO-KUWEYHO20 mpakma om xesyoka 0o crenoli Kuwku. [1ony4eHHble IKcrnepuMeHmarbHbIe
OaHHble 0bpabomaHbl Ha epcoHaIbHOM KOMIbIomepe nakemom npuknadHol u cmamucmudeckol rnpoepammbl EXCEL 2010 (Microsoft
Excel Corp., CLUA). Quamemp u dnuHa moHKoU KULWKU 6esbix KpbIC nepeoll u emopol 2pynrbi Mexdy cobol d0Cmo8epHO He OMIUYasucCh.
Ob6was nnowadb CMeHKU MOHOKU KUWKU 8 KOHmporbHOoU epynne cocmasuna om 8666 mm2 0o 20724 mm?, a eo 2 epynne (nocne
cymoyHoeo eonodaHusi) om 8496 mm? do 20573 MM?, 4MO OKa3anock MPaKMUYecKU pasHo3Ha4YHbIM. TorncmomHble napamempbs! MOHKOU
KUWKU y 08YX epyrn XUBOMHbIX OKa3anuck 6nu3KumMu rpu HeusmeHHou, 8 npedernax uHOusudyarnbHOU 8apuamueHocmu, ee npodosIbLHOU
OnuHbl. C uernbio MposedeHuUsi KOPPEKMHO20 KOUYECMBEHHO20 U M1aHUMempuU4YecKo2o aHanu3a epynnosbiX 1uMgoudHbIX y3eKo8
MOHKOU KUWKU 6erbiX KpbIC yernecoobpasHo bbir1o ebidenumes 3 epynrbl, a UMEHHO: Marioeo, cpedHez0 u 6ombwo2o pa3mepa. Tak, obwee
ux Koruyecmeo sapbupyem 8 npedesnax om 12 0o 28 eduHuy. Cpedu HUx Marnbix ¢hopm HacHumbieaemcsi om 8 0o 17 eQuHuy (8 cpedHem
- 12,60+0,40), cpedHux - om 2 0o 11 (5,800+0,500), a 6onbwue ecmpeyaromcesi He ecezda. Hanpumep, 8 usyyeHHbIx 8bI60pKax OHU
omcymcmeosanu y 6 XugomHbix, mozada KaK y ecex ocmasibHbIX UX Hacyumbieanocb om 1 0o 5 eduHuy. lNnowadb omoesibHbIX MasbiX
nelieposbix brisiwek Haxodunack 8 OuanazoHe om 1,570 Ao 9,800 Mm?, a obwas ux nnouwjads pasHa 64,90+2,90 mm?; nnowadb CpedHUX
obpasuoe 8 omdenbHocmu konebrnemcs om 10,60 8o 27,50 MM? B cosokynHocmu oHU 3aHumarom riouadb 8 cpedHem 97,60+8,00 mm?.
To xe 3Ha4yeHue omoesbHbIX 6OMbLIUX 2pynnosbIX y3enkoe Haxodumcsi Mexdy 31,40 u 60,40 MM?, 4mMO 8 UX COBOKYMHOM 3Ha4YeHUU PasHo
8 cpedHem 58,40+10,30 mm?. Takum obpasom, ycmaHO&NeHo cpedHecmamucmu4yeckoe 3HadeHue obuwux rowadel nelieposbix brsiwex
pasHo 220,9+14,4 Mm?, ymo cocmaensiem eceeo nuwb 2% om obwel nnowadu cmeHKU MOHKOU KUWKU 6enbiX KpbIC, He ydumbleasi
O00UHOYHbIE JTUMGDOUOHbIE y3€rIKU, 8eflUHUHOU He npesbiwarouwelt 1 Mm.

KnioueBble cnoBa: neliepossi 61sWKU, MOHKasl KUWKa, Mempuyeckue nokasamesnu.
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