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The key to successful orthodontic treatment is the use of a delicate, modern, accurate
and scientifically sound method of intervention planning. In addition, it is critical that
this method takes into account as many variables as possible that may affect the final
result. Given these criteria, the most appropriate for planning orthodontic treatment is
cephalometric analysis of lateral teleradiograms, which, however, requires preliminary
clinical trials to adapt it to the local population. The aim of the study was to establish the
features of cephalometric parameters of the upper and lower jaws, determined according
to the COGS method, in Ukrainian young men and young women with orthognathic
occlusion depending on the type of face. According to the COGS method, cephalometry
was performed for 46 young men (aged 17 to 21) and 72 young women (aged 16 to 20)
who belonged in three generations to Caucasian residents of Ukraine and had an
orthognathic bite. OnyxCeph®TM software, 3DPro version, Image Instruments GmbH,
Germany was used for cephalometric analysis of the upper and lower jaws. Determination
of the type of face of young men and young women was carried out according to the
values of the morphological index of Garson. Statistical processing of the obtained
results was performed in the license package "Statistica 6.0" using non-parametric
evaluation methods. The following significant or tendencies of differences between
linear and angular parameters of the upper and lower jaws were found between young
women with different face types: in young women with a very wide face type - lower
values of ANS-Me distance and N-A-Pog, MP-HP angles (compared to other types
face) and Ar-Go-Gn (compared to medium and narrow face types), as well as larger
values of the distances N-B and N-Pog (compared to other face types); in young women
with medium face type - smaller the values of the distances N-A (compared to other
face types), N-B and N-Pog (compared to wide and narrow face types), Go-Pog (compared
to very wide face type), A-B (compared to a wide face type), as well as larger values of
the distance B-Pog and angles MP-HP and Ar-Go-Gn (compared to a wide face type);
representatives with a narrow face type have higher values of the distances N-ANS
(compared to other face types), B-Pog (compared to very wide and wide face types),
PNS-N (compared to a wide face type). The following significant or tendencies of
differences between linear and angular indicators of the upper and lower jaws were
found between young men with different face types: representatives with very wide face
type have higher values of N-B, N-Pog, ANS-PNS distances (compared to average face
type), Ar-Go (compared to wide and medium face types), A-B (compared to medium and
narrow face types) and N-A (compared to narrow face types), as well as smaller MP-HP
angle values (compared to other face types); representatives with a narrow face type
have larger values of PNS-N (compared to other face types) and N-ANS (compared to
very wide and wide face types), as well as smaller values of N-A-Pog angle (compared
to average face type); representatives with medium face type have only smaller values
ofthe ANS-PNS distance (compared to wide face type). Young men with different face
types also have larger upper linear dimensions of the upper and lower jaws than in
young women with different face types; and in young women mainly with narrow and
medium face types - angular indicators of the upper and lower jaws.

© 2022 National Pirogov Memorial Medical University, Vinnytsya 5
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Introduction

Aesthetic and balanced facial profile from the point of
view of modern medicine has certain, specific parameters
that can be calculated in order to plan surgery or therapeutic
intervention. What is important, a key component that
influences the formation of a balanced facial profile is a
person's smile. The condition of the dental and maxillary
apparatus, thus, is the focus of various areas of dentistry
[26].

At the same time, current data on the prevalence of
pathology of the dental and maxillofacial system are not
comforting.

In Saudi Arabia, bite pathologies of class I, Il and llI
were found in 52.8 %, 31.8 % and 15.4 % of 500 randomized
subjects, respectively. Also, within this sample, 23.4 %
showed excessive occlusion, and 12.2 % reduced
occlusion [16].

A survey of 1,200 children in India found a prevalence of
occlusal pathology in 53.7 % of young men and 32.8 % of
young women. 6.8 % have a high risk of caries and 38.1 %
have a moderate risk of caries [17].

During the dental examination, 671 adults, residents of
Spain, observed orthodontic pathology in 31.3 % of the
examined. Of these, only 21.1 % agreed that the identified
pathology is really relevant to them. In particular, women
agreed to a greater extent than men (23.9 % and 14.4 %,
respectively) [4].

374 12-year-old children were examined in Ethiopia for
orthodontic pathology. According to the analysis of
scientists, almost 50 % of subjects had pathology of the
dental and maxillofacial system. The most common
pathologies were crowding of teeth and overbite (23.3 %
and 30.8 %, respectively) [24].

Given this problem, it is necessary to take into account
all possible parameters that may affect the predisposition
to the formation of a pathology. An important parameter
influencing the formation of the dental-maxillary system is
the type of human face [13]. Thus, Duan J. and others [12]
drew attention to the fact that parameters such as the angle
between the axis of the first premolar of the mandible and
the buccal surface of the cheek, vestibular angle and
vestibular arc are much higher in people with short face
type.

Individuals with brachycephalic facial type are more
sensitive to orthodontic treatment and have better sagittal
lip contractions [18].

Cephalometric analysis allows to apply the obtained
anthropometric data in practice, in order to directly help
patients.

Since its introduction to the general public, the
cephalometric method of analysis has not remained out of
the active attention of the world scientific community. This

powerful tool for planning orthodontic treatment has found
its place in various fields of medicine - the treatment of
ENT diseases, personal identification in forensic medicine,
maxillofacial surgery, etc. [14]. However, at the same time,
this method requires the use of adaptation of normative
indicators for different variables. This can be sex, age,
nationality, facial type and other parameters, which will help
to maximize the effectiveness of planning the patient's
treatment, which in turn will improve the end result - a
beautiful and harmonious smile. The wide range of different
methods of analysis of lateral teleradiograms, which is the
result of almost a century of evolution of the method still
does not allow researchers from around the world to fully
capture and adapt them. In addition, even preliminary data
need to be revised due to the active migration processes
taking place in the modern world [25].

A similar problem exists in Ukraine and needs to be
addressed in order to implement cephalometric analysis
as soon as possible.

The aim of the study was to establish the features of
cephalometric parameters of the upper and lower jaws,
determined according to the COGS method, in Ukrainian
young men and young women with orthognathic occlusion
depending on the type of face.

Materials and methods

Cephalometric examination of lateral teleradiograms
(obtained using a dental cone-beam tomograph
Veraviewepocs 3D Morita) of 46 young men (aged 17 to 21
years) and 72 young women (aged 16 to 20 years) taken
from the database of the research center and Department
of Pediatric Dentistry National Pirogov Memorial Medical
University, Vinnytsya. All young men and young women
applied to Vinintermed Private Dental Clinic for a diagnostic
examination, belonged in three generations to Caucasian
Ukrainians, and had a physiological bite that was as close
as possible to orthognathic (orthognathic bite). Committee
on Bioethics of National Pirogov Memorial Medical
University, Vinnytsya (protocol Ne 8 From 30.09.2021) found
that the studies do not contradict the basic bioethical
standards of the Declaration of Helsinki, the Council of
Europe Convention on Human Rights and Biomedicine
(1977), the relevant WHO regulations and laws of Ukraine.

Cephalometric analysis was performed according to
the COGS-method [5], which was performed using
OnyxCeph®™ software, 3DPro version, Image Instruments
GmbH, Germany (license for software NeURSQ-1799
registered to M. O. Dmitriev).

Determination of facial type was performed according
to the values of the Garson morphological index [20]. The
distribution of persons by the value of the Garson index

ISSN 1818-1295 elSSN 2616-6194 Reports of Morphology
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was: young men - 5 with a very wide face, 22 with a wide
face, 11 with a medium face, 8 with a narrow face; young
women - 25 with a very wide face, 25 with a wide face, 10
with a medium face, 12 with a narrow face.

For the convenience of clinical use and correct modeling
of a large array of metric characteristics, we used the
distribution of teleradiographic indicators proposed by
Dmitriev M. O. [6, 7, 8], according to which the second group
includes indicators of the dental system, which often need
to focus on orthodontic treatment of patients who are in the
process of growth, as well as in persons with a formed
skeleton, which with the help of orthognathic surgery can
change the width, length, angles and positions of the upper
and lower jaws.

The main cephalometric points and measurements
included in the second group of indicators (Fig. 1, 2):

A (subspinale) - the most posterior point of the anterior
contour of the upper jaw;

ANS (spina nazalis anterior) - point at the apex of the
anterior nasal spine;

apOcP (anterior point of occlusal plane, anterior Downs
point) - the middle of the line connecting the cutting edges
of the upper middle Islu and lower IS1L cutters;

Ar (articulare) - intersection of the anterior surface of
the main part of the occipital bone with the posterior surface
of the neck of the mandible;

B (submentale) - the deepest point of the anterior
contour of the mandible;

Me (menton) - the lowest point of the symphysis of the
mandible;

N (nasion) - the most anterior point of the frontal-nasal
suture;

PNS (spina nazalis posterior) - point at the apex of the
posterior nasal spine;

Pog (pogonion) - the foremost point of the chin
protrusion;

ppOcP (posterior point of occlusal plane) - the point is
located in the place of the most posterior contact of the first
molars;

tGo (tangens gonion) - projection point at the angle of
the mandible, formed at the intersection of lines, one of
which is a tangent line to the posterior edge of the
mandibular branch from the point Ar, the second is a tangent
line to the lower edge of the mandible from the point Me. It
is usually a few millimeters below and distal to the Go
point;

distance A-B (distance of A to B on occl. Plane, the
distance from point A to point B on the closing plane) -
distance from point A and B defined along the line Occl.
Plane, which passes through the points apOcP and ppOcP
(mm);

distance ANS-PNS (maxillary length, PNS-ANS) -
distance from the point ANS to point PNS parallel to the
horizontal line HR-Line (mm);

distance ANS-Me (anterior lower facial height, ANS-Gn)
- distance from the point ANS to point Me (mm);

3
S ———————— — — a— =

HIR-Thilehe

Fig. 1. The main cephalometric points and measurements included
in the second group of indicators of the COGS method. 1 - angle N-
A-Pog; 2 - distance N-A; 3 - distance N-B; 4 - distance N-Pog.
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Fig. 2. The main cephalometric points and measurements included
in the second group of indicators of the COGS method. 1 - distance
N-ANS; 2 - distance ANS-Me; 3 - distance PNS-N; 4 - angle MP-
HP; 5 - distance ANS-PNS; 6 - distance Ar-Go; 7 - distance Go-
Pog; 8 - distance B-Pog; 9 - angle Ar-Go-Gn; 10 - distance A-B.

distance Ar-Go (ramus length, the length of the
mandible ramus, distance ar-Go) - distance from the point
Ar to point tGo (mm);

distance B-Pog - distance from the point Pog to point B
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parallel to the mandibular plane, line tGo-Me (mm);

distance Go-Pog (mandibular length, the length of the
base of the mandible) - distance from the point Pog to
point tGo (mm);

distance N-A (maxillary position) - distance between
points N and A, defined along the line HR-Line (HR-Line -
the line is drawn through the point N and seven degrees
above the line S-N (mm);

distance N-ANS (anterior upper facial height) - distance
from the point N to point ANS (mm);

distance N-B (mandibular position) - distance between
points N and B, defined along the line HR-Line (mm);

distance N-Pog (position of chin) - distance between
points N and Pog, defined along the line HR-Line (mm);

distance PNS-N (posterior upper facial height) - distance
from the point PNS to line HR-Line (mm);

angle Ar-Go-Gn (gonial angle) - the angle is formed by
lines Ar-tGo and tGo-Me (°);

angle MP-HP (angle of mandibular to horizontal plane)
- the angle formed by the mandibular plane tGo-Me and
line HR-line (°);

angle N-A-Pog (convexity, angle of facial convexity) - the
angle is formed by lines N-A and A-Pog (°).

Statistical processing of the obtained results was
performed in the license package "Statistica 6.0" using
non-parametric evaluation methods. Mean values and
standard deviation were determined for each trait. The
reliability of the difference between the values between the
independent quantitative values was determined using the
U-Mann-Whitney test.

Results

Tables 1 and 2 present the results of the linear and
angular values of the upper and lower jaws in young men
or young women with orthognathic occlusion, depending
on the type of face.

We also found sex differences in the value of these
indicators, namely significantly higher or trends toward
higher values:

in young men - values of distances N-A (with very wide,
p=0.075 and medium face, p=0.067), N-B (with medium
face, p<0.05), N-Pog (with wide, p=0.062 and medium face,
p<0.05), N-ANS (with wide, p<0.001, medium, p<0.05 and
narrow face, p=0.082), ANS-Me (with wide, p<0.01 and
narrow face, p=0.097), PNS-N (with wide, p<0.001, average,
p=0.067 and narrow face, p<0.01), ANS-PNS (with very wide,
p<0.01, wide, p<0.001 and narrow face, p=0.054), Ar-Go
(with very wide, p<0.001, wide, p<0.001, medium, p<0.05
and narrow face, p<0.01), Go-Pog (with very wide, p<0.01,
wide, p<0.01, medium, p<0.01 and narrow face, p<0.01),
B-Pog (with wide face, p<0.001) and A-B (with very wide,
p<0.01 and medium face, p=0.078), and angle N-A-Pog
(with very wide face p=0.075);

in young women - values of angles N-A-Pog (with a
narrow face p<0.05), MP-HP (with very wide, p<0.01,
medium, p<0.05 and narrow face, p<0.01) and Ar-Go-Gn
with medium, p=0.091 and narrow face, p=0.054).

Discussion

Analysis of 23 indicators of 100 teleradiograms
(including 50 men and women aged 20, ethnic
Bangladesh) using the COGS method allowed to adapt

Table 1. The magnitude of the linear and angular parameters of the upper and lower jaws in young men with different face types (M+0).

Face type
ndicator Ver;(/lv)vide Wide (2) Average (3) Narrow (4) Puz Pia Pus Pes Pes Pos
Angle N-A-Pog 3.02045.119 | 1.659+5.202 | 2.618+5.642 | -1.538+4.378 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | =0.076
Distance N-A 3.600+4.888 | 0.305+3.644 | -0.427+3.267 | -0.850+3.127 | >0.05 | >0.05 | =0.079 | >0.05 | >0.05 | >0.05
Distance N-B 1.580+7.088 | -3.355+6.825 | -4.409+4.382 | -3.688+3.841 | >0.05 |=0.062| >0.05 | >0.05 | >0.05 | >0.05
Distance N-Pog 4.90047.635 | -1.005+8.121 | -2.464+5.542 | -0.450+5.792 | >0.05 |=0.079| >0.05 | >0.05 | >0.05 | >0.05
Distance N-ANS 47.3446.50 | 50.90+2.72 51.85+3.21 53.55+2.09 >0.05 | >0.05 | =0.079 | >0.05 | <0.05 | >0.05
Distance ANS-Me 60.74+7.33 | 62.89+3.93 63.41+3.56 62.81+3.66 >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05
Distance PNS-N 49.34+2.51 | 51.36+2.63 50.47+2.84 54.06+2.55 >0.05 | >0.05 | <0.05 | >0.05 | <0.05 | <0.05
Angle MP-HP 11.38+4.20 | 18.70+£6.71 | 20.97+4.98 17.33+5.64 <0.05 <0.01 | =0.079 | >0.05 | >0.05 | >0.05
Distance ANS-PNS | 57.02+4.57 | 54.65+2.90 52.49+3.61 53.20+3.06 >0.05 | =0.070| >0.05 |=0.089| >0.05 | >0.05
Distance Ar-Go 56.3842.80 | 52.67+5.13 51.37+4.22 53.59+3.37 =0.066 | =0.054 | >0.05 | >0.05 | >0.05 | >0.05
Distance Go-Pog 81.66+5.49 | 77.51+5.38 78.80+5.12 79.10+6.01 >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05
Distance B-Pog 6.360+£2.620 | 7.191+1.685 | 7.632+1.462 | 7.825+1.440 >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05
Angle Ar-Go-Gn 114.5+7.6 119.7+6.6 118.9+4.6 117.04.7 >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05
Distance A-B 1.880+1.359 | 0.118+2.692 | -0.773+2.763 | -0.088+2.234 | >0.05 | <0.05 [ =0.057 [ >0.05 | >0.05 | >0.05

Notes: here and in the following table, M+c - average sample + standard deviation
between the respective types of faces in young men or young women.

; p(1-2’ 1-3' 1-47 2:3' 24 3-4)

- the reliability of the differences
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Table 2. The magnitude of linear and angular parameters of the upper and lower jaws in young women with different face types (M+0).

Face type
Indicator - - P, P.s Py4 P, P, P,
Verywide (1) | Wide (2) Average (3) Narrow (4)
Angle N-A-Pog -1.188+4.718 | 2.600+6.150 | 2.200+3.207 | 3.858+3.487 | <0.05 [ <0.05 | <0.01 | >0.05 | >0.05 | >0.05
Distance N-A -0.472+3.476 | -1.196+3.738 | -3.180+2.538 | -0.608+3.734 | >0.05 | <0.05 | >0.05 |=0.062| >0.05 | =0.065
Distance N-B -2.20045.302 | -5.268+5.046 | -8.290+3.089 | -5.317+4.822 | =0.068 | <0.001| <0.05 | <0.05 | >0.05 | =0.093
Distance N-Pog 0.160+5.945 | -4.484+5.594 | -7.980+4.195 | -4.342+5.863 <0.05 | <0.001] <0.05 | =0.093| >0.05 | =0.087
Distance N-ANS 47.77+2.88 | 47.56+2.55 48.97+3.37 51.23+2.99 >0.05 | >0.05 | <0.01 | >0.05 | <0.001| =0.099
Distance ANS-Me 57.06+2.93 | 59.96+3.78 | 61.87+5.24 60.09+3.53 <0.01 | <0.01 | <0.05 | >0.05 | >0.05 | >0.05
Distance PNS-N 48.56+2.58 47.87+2.11 | 48.02+2.92 49.38+2.03 >0.05 | >0.05 | >0.05 | >0.05 | <0.05 | >0.05
Angle MP-HP 18.38+4.89 | 21.89+4.17 | 25.97+3.64 24.65+3.90 <0.05 | <0.001 | <0.001| <0.01 | >0.05 | >0.05
Distance ANS-PNS | 50.38+2.19 | 50.78+2.49 | 50.75+4.07 50.28+2.72 >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05
Distance Ar-Go 47.97+5.89 | 47.20+6.46 | 46.69+4.27 47.61+3.50 >0.05 | >0.05 | >0.05 | >0.05 | >0.05 | >0.05
Distance Go-Pog 74.3243.44 | 72.81+3.40 | 70.85+4.16 72.32+3.67 >0.05 | <0.05 | >0.05 | >0.05 | >0.05 | >0.05
Distance B-Pog 6.464+1.412 | 5.856+1.235 | 6.890+1.593 | 7.192+1.196 | >0.05 | >0.05 | =0.062 | =0.068 | <0.01 [ >0.05
Angle Ar-Go-Gn 117.8+6.6 118.7+7.2 1232454 123.0+6.4 >0.05 | <0.05 | <0.05 [=0.065| >0.05 | >0.05
Distance A-B -1.628+2.331 -0.808+2.686 | -2.140+1.688 | -0.792+2.944 | >0.05 | >0.05 | >0.05 [=0.080| >0.05 [ >0.05

this method for the local population. According to the results
of the study - 15 indicators had pronounced manifestations
of sexual dimorphism [1].

A similar study was performed using COGS analysis
for residents of Saudi Arabia (160 people). The results of
38 measurements were selected for statistical processing.
In this study, the manifestations of sexual dimorphism were
not detected. But at the same time there are significant
differences with European regulatory indicators [2]. These
data are confirmed by the work of another team of authors,
where the sample was 500 people aged 18-30 years [21].

There are also significant differences in the normative
indicators of the COGS analysis for Sudanese residents.
In particular, the latter have smaller values of height, length
of the upper jaw, shorter base of the skull. In addition,
significant manifestations of sexual dimorphism have been
identified [15].

Residents of Kerala (India) also have significant
differences with European data, which was made possible
by studying their lateral teleradiograms using the COGS
method [19]. Another study, however, already conducted in
a sample of 100 indigenous peoples in northern India,
also found significant differences with regulatory data and
also found differences in the rates of men and women [22].

Also positive results were obtained when surveying
people living in the central regions of India. This contingent
found a decrease in the height of the upper and lower
incisors, the height of the upper third of the face and the
length of the anterior base of the skull [23]

A COGS survey of ethnic Malaysians and Chinese living
in Malaysia was conducted. Of the 38 indicators, statistically
significant differences between the sexes were found in 4

indicators of Malaysian Chinese and 18 Malaysians. There
was also a significant difference between ethnic groups in
16 indicators [3].

When comparing between young men or young women
with orthognathic occlusion with different face types of linear
and angular indicators of the upper and lower jaws,
determined by the COGS method, more pronounced
differences were found between young women with
different face types, namely:

in women with a very wide face type significantly smaller,
or a tendency to lower values of the distance ANS-Me and
angles N-A-Pog, MP-HP (compared to other face types)
and Ar-Go-Gn (compared to medium and narrow face
types), as well as significantly higher values of the distances
N-B and N-Pog (compared to other types of faces);

in young women with medium face type significantly
smaller, or tendencies to smaller values of distances N-A
(compared to other face types), N-B and N-Pog (compared
to wide and narrow face types), Go-Pog (compared to very
wide face type), A-B (compared to a wide face type), as well
as significantly larger, or tendencies to larger values of the
distance B-Pog and angles MP-HP and Ar-Go-Gn
(compared to a wide face type);

in women with a narrow face type significantly greater,
or tendencies to greater values of the distances N-ANS
(compared to other face types), B-Pog (compared to very
wide and wide face types), PNS-N (compared to a wide
face type).

Between young men with different face types, most of
the reliable, or tendencies of differences between linear
and angular indicators of the upper and lower jaws,
determined by the COGS method, are established with
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representatives of very wide or narrow face types:

in representatives with a very wide face type significantly
greater, or tendencies to greater values of the distances N-
B, N-Pog, ANS-PNS (compared to the average face type),
Ar-Go (compared to wide and medium face types), A-B
(compared with medium and narrow face types) and N-A
(compared to narrow face type), as well as significantly
smaller, or tendencies to smaller values of the MP-HP angle
(compared to other face types);

representatives with a narrow face type have significantly
larger, or tend to greater values of the distances PNS-N
(compared to other types of faces) and N-ANS (compared
to very wide and wide types of faces), as well as a tendency
to smaller values of the angle N-A -Pog (compared to the
average face type);

representatives with medium face type have only a slight
tendency to lower values of the ANS-PNS distance
(compared to wide face type).

We also found pronounced manifestations of sexual
dimorphism of linear and angular parameters of the upper
and lower jaws, determined by COGS-method, namely: in
young men with different face types significantly larger or
tendencies to larger values of most linear sizes of upper
and lower jaws; and in young women, mostly with narrow
and medium face types - angular indicators.
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OCOBJIMBOCTI LLEDANIOMETPUYHUX NAPAMETPIB BEPXHbOI TA HWXXHbLOI LWENEMN 3A METOAOM COGS B YKPAIHCbKUX

IOHAKIB | AIBYAT I3 OPTOHATUMHUM MPUKYCOM B 3ANEXHOCTI BIiA TUNY obnn4y4sa

Hecmepenko €. A., liHkapyk-OQukoesuybka M. M., Yailika B. I'., fydik O. ., l'yHac I. B.

Krtowem 0o ycniwHo2o npoeedeHHs1 opmodOHMUYHO20 JliKy8aHHsI € 3acmocyeaHHs1 0erlikamHO020, Cy4acHO20, MOYHO20 ma HayKogo
06rpyHmogaHo20 MemoOdy nnaHyeaHHs empy4aHHsi. OKpiM moz20 Kpumu4Ho eaxiiueo, abu daHuli memod epaxosyeas sikomoza binbuly
KinbKicmb 3MiHHUX, WO MOXYymb 8ryiueamu Ha OCmamoYHul pe3ynbmam. 3 ypaxysaHHsiM OaHux Kpumepiig, Halbinbw OouinbHUM Orisi
rnnaHyeaHHsi opmodOHMUYHO20 JliKy8aHHs € yeghanomempuyHul aHania 60kosux menepeHmaeHoepam, sKul, npome, nompebye
rposedeHHs nornepedHix KiiHiYHUx docnioxeHb 3 Memoto adanmauii tio2o Onsa micyesozo HacesneHHs1. Mema docnidxeHHs1 - ecmaHosumu
ocobnusocmi yegharnoMempuyHUX rnapamempie 8epxHbOI ma HUWXHbOI wernen, wo eu3dHadarombcsi 3@ memodom COGS, 8 ykpalHCbKUX
IoHaKig i digdam i3 OpmMo2HamMu4YHUM MPUKYyCcOM y 3anexHocmi 8id mury obnuyys. 32i0Ho COGS-memody nposedeHo uecghanomempiio
46 roHakis (sikom gid 17 Go 21 pokig) i 72 diguam (sikom 6i0 16 Ao 20 pokig) ki Hanexanu y mpbox KoniHax 00 MewkaHyig YkpaiHu
€8poneocioHoi pacu ma manu opmozHamuy4Hul npukyc. Ans npoeedeHHs ueghanoMempuyHO20 aHasidy MOKa3HUKI8 8E6pXHbOI ma
HUWXHBLOI Wwesnen sukopucmosyeanock npoepamHe 3abesneyeHHss OnyxCephd™, gepcii 3DPro, komnanii Image Instruments GmbH,
HimeyquHa. BusHayeHHs1 muny obrnuyysi toHakie i digdam rnpoeodusiocsi 8idrnogiOHO 3HaYEeHHSAM MOopgonoeidHo2o iHOekcy [apcoHa.
CmamucmuyHy 06pobKy ompumaHux pesynbmamig npogodusnu 8 niyeHsiliHomy nakemi "Statistica 6.0" 3 sukopucmaHHAM
HenapamempuyHux memodie ouiHku. Mix disyamamu 3 pisHumMu munamu obruy4si ecmaHoeneHi HacmyrnHi ocmosipHi abo meHOeHui
8idmiHHOCmeU MIiHIUHUX | Kymoeux MOKa3HUKI8 8epXHbOI ma HUXHbLOI wesnen: y npedcmasHuub i3 Oyxe WUpPOKUM murom obruyys -
MeHWIi 3Ha4eHHs1 eenuyuHu eidcmaHi ANS-Me ma kymie N-A-Pog, MP-HP (nopigHsiHo 3 iHwumu munamu obnu4ys) i Ar-Go-Gn
(nopigHsIHO 3 cepeldHiM i 8y3bkUM munamu obnu4ysi), a makox 6inbwi 3HayeHHs1 eenuduHu eidcmarel N-B i N-Pog (rnopisHsHO 3
iHwumu munamu obnuyys); y npedcmasHuub i3 cepedHivM murom obnuyysi - MeHWi 3Ha4yeHHs1 eenuduHU siocmarel N-A (ropigHsHO
3 iHwumu munamu obnuy4si), N-B i N-Pog (rmopigHsiHO 3 wupokum i 8ysbkum munamu obnuyysi), Go-Pog (ropisHsiHO 3 Oyxe wupokum
muriom obnuyyst), A-B (rmopigHsiHO 3 wupokum murom 06nuyyst), @ makox binbwi 3Ha4eHHs1 eenuyuHuU eidcmani B-Pog i kymie MP-HP
ma Ar-Go-Gn (nopigHsHO 3 WUpokuM murnom obnuyysi); y npedcmasHuupb i3 8y3bKUM murom obnuyys - Binbwi 3HaYEeHHS1 8e/TUYUHU
giocmaHel N-ANS (ropigHsiHO 3 iHWuUMU munamu obsuydsi), B-Pog (ropigHssHO 3 Oyxe wupokum i wupokum munamu obnuyysi), PNS-
N (nopigHsIHO 3 wupokum murnom o0bnu4ys). Mix Hakamu 3 pisHUMU munamu obauydss ecmaHosneHi HacmyrnHi ocmosipHi abo
meHOeHUii 8i0MiIHHOCMeU MiHIUHUX | Kymo8uX MOKa3HUKI8 8epXHbOI ma HUXHbBOI wienen: y npedcmasHukig i3 Oyxe WUPOKUM muriom
06nuyys - binbwi 3Ha4eHHs1 eenuduHU sidcmarel N-B, N-Pog, ANS-PNS (ropigHsiHO 3 cepedHiM murnom obnuy4si), Ar-Go (ropigHsIHO
3 wupokuM i cepedHim munamu obnuyysi), A-B (ropieHsIHO 3 cepedHim i 8y3bkum murnamu 06nuy4ys) i N-A (nopigHsIHO 3 8y3bKUM
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munom 0bnuYyst), a makoxX MeHWi 3Ha4eHHs1 eenuqyuHu Kyma MP-HP (nopisHsHO 3 iHwumu munamu obnuyys); y npedcmagHukis i3
8y3bKUM muriom o0bnuyyst - 6inbuwi, 3Ha4eHHs1 eenuduHuU gidcmarel PNS-N (nopigHsiHO 3 iHwumu murnamu obnuyysi) i N-ANS (ropigHsiHO
3 OyXKe WUPOKUM i WupoKuM munamu ob5uyysi), a makox MeHwWi 3Ha4eHHs1 eenuyuHu Kyma N-A-Pog (ropieHsiHO 3 cepeOdHim murom
06nuyys); y npedcmasHukige i3 cepedHiM murnom obsuyys - nuuwe MeHwi 3Had4eHHs eenu4yuHu gidcmaHi ANS-PNS (nopigHsiHO 3
wupokum muriom 0bnuyysi). Takox 8 toHaKig i3 pisHUMU murnamu obnuyysi ecmaHoerneHi bifbwi 3Ha4eHHs, HiX y digdam i3 8i0rnosioHUMU
munamu obnuyys 6inbuwiocmi NiHIGHUX PO3Mipie 8epXHbOI ma HUXHBLOI wernern; a y dig4yam rnepeeaxHo 3 8y3bKUM i cepedHiM murnamu
061uyy4s - Kymosux rMoKa3HuKie 8epXHbOI ma HUXHbLOI wener.

KnrouoBi cnoBa: KoHycHo-npomeHesa komm'tomepHa momozpadisi, menepeHmaeHoepaisi, ueganomempis 3a COGS-memodom,
Kegharomempisi, 66pXHsI ma HUXHS wernenu, oHaku, digyama, opmoaHamuyHull rnpukyc, munu obnuyysi, cmamesi po36ixHOCMI.
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Vascular pathology of the retina is a common problem among patients with diabetes
mellitus, hypertension. There are non-invasive diagnostic methods for retinal examination,
which gives an advantage over other research methods. Pathological processes should be
differentiated from the normal state of blood vessels without their lesion, so we should
understand the pattern and variant anatomy of the vascular bed. The objective was to
investigate the nature of the variability of the central retinal artery branching on the disc of
optic nerve. We studied 402 images of the ophthalmoscopies from 8 databases that are
available on the Internet. It was investigated that central retinal artery goes out to optic disc
as one trunk (86.8 %) or two (13.0 %) and three (0.2 %) branches of the first order. One of
the most common options is the ramification of two branches of first order - the upper and
lower (73.1 %). Three branches were also found: upper, lower, nasal branch - 20.0 %;
upper, lower, macular - 3.3 %. Other options were observed, but to a lesser extent. In
1.7 % of cases, four branches ramified from the main trunk: upper, lower, nasal and
macular. When describing the variants of artery and vein on optic disc, similar variants
of the pattern are observed, which were combined into groups X-shaped pattern of the |
(41.3 %), Il (7.7 %) and lll type (10.2 %), Y-shaped (9.4 %), { (dzeta)-shaped pattern | type
(8.7 %), ¢ (dzeta)-shaped pattern Il type (15.0 %) and V-shaped (7.7 %). The classic
version can be represented as follows. Most often, the central retinal artery goes to the
optic disc as a single trunk. One of the most common options was the ramification of two
branches: upper and lower. The most common variant of the pattern of artery and vein at
the optic disc was X-shaped pattern of the | type.

Keywords: human, eye, retina, central retinal artery.

Introduction

Vascular diseases of the retina are a common
complication of diseases such as diabetes, hypertension
and more. According to the WHO, the leading causes of
blindness in people over the age of 50 in 2020 are age-
related macular degeneration (1.8 million) and diabetic
retinopathy (0.86 million) [22], among which 3 to 4.1 % of
Europeans are affected [18]. By 2020, diabetic retinopathy
was detected in 7.9 % of the 5 million subjects [19].

Another extremely serious vascular pathology of the
retina is occlusion of the central retinal artery (CRA) and
the central retinal vein (CRV). In 2020, among the 5 million
studied - 4.4 % had occlusion of the CRV. Annual incidence
of the most common retinal diseases (such as diabetic
retinopathy, central artery and retinal vein occlusion)
continues to increase [19].

The human retina receives blood supply from the CRA,
and blood flows through the CRV. Sometimes the
cilioretinal artery is involved [1, 14].

The main trunk of the CRA goes to the optic disc,

dichotomously branching into two branches of the first order
(upper and lower). Then each of the branches forms two
branches of the second order: temporal and nasal [10, 16,
17, 20]; upper - upper temporal and upper nasal; lower -
respectively, the lower temporal and lower nasal. Temporal
branches go arcuate around the macula; they are better
seen during ophthalmoscopy. The nasal branches run
diagonally and in the opposite direction from the temporal
branches; they are harder to see because they are out of
sight [9, 23]. However, the sequence of division of CRA into
branches is not constant. The variety of variants of CRA
branching on the optic disc is the first vector of its individual
anatomical variability.

The purpose of the work: to investigate the variant
anatomy of the CRA branch on the disc of optic nerve.

Materials and methods
We studied 402 images of the retinal fundus obtained
from 8 databases that are publicly available on the Internet

© 2022 National Pirogov Memorial Medical University, Vinnytsya
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Table 1. Retinal fundus image database.

Database Link . Number of
images used
CHASE 26
DRIVE AV https:/imww.medicmind.tech/retinakima- 40
MESSIDOR ge-databases 98
STARE 29
FIRE https://projects.ics.forth.gr/cwriffire/ 41
HRF https://paperswithcode.com/dataset/hrf 33
INSPIRE https://medicine.uiowa.edu/eyefinspire- 20
datasets
http:/mww.ia.uned.es/~ejcarmona/
DRIONS DRIONS-DB.html 95
Total: 402

[3-5, 7, 11-13, 15, 21]. The data are presented in table 1.
To describe the branching of the CRA, retinal fundus
images were processed: the images were added to
Microsoft PowerPoint 2016, which created an enlarged
image of the optic disc in the form of a circle. Then the
images were transferred to Adobe Photoshop CS5, a new
layer was added and the course of the artery was drawn in
it, repeating their course on the base image. The next step
was to hide the first layer of the original photo and leave the
layer with the painted vessels. These images were analyzed
and classified. Each image was described by the following
criteria: the number of main trunks on the optic disc, the
number of branches branching from the main trunk within

&
A

the optic disc, and the types of pattern formed by second-
order branches on the optic disc.

Results

The first manifestation of individual anatomical variability
of the CRA is variants of its branching within the optic disc to
the branches of the first and second order (Fig. 1). The most
common variant of the structure is the division of the main
trunk of the CRA into two branches of the first order: upper
and lower (264 observations, or 73.1 %; see Fig. la). Less
frequently, on the optic disc, the main trunk of the CRA
branched into three branches of the first order, with several
variants of branching. More often than others (72, or 20.0 %
of observations) there was a variant when the main trunk
was divided into upper, lower and nasal branches (see Fig.
1b). Less often (12 or 3.3 %) the division of the main trunk
into upper, lower and macular branches was observed (see
Fig. 1c). In 6 images, or 1.7 % of cases, four branches
branched from the main trunk: upper, lower, nasal and
macular (see Fig. 1d, Fig. 2).

Another - the second - manifestation of individual
anatomical variability of the CRA is the beginning, or depth,
of its branching relative to the optic disc on the next branches
of the first order. Most often (355 observations, or 86.8 %),
the main trunk of the CRA emerges on the optic disc and
already on its surface branches into next branches of the
first order (see Figs. 1, 2). But there are variants of the
structure, when it branches before the passage of lamina
cribrosa into two branches (53 observations, or 13.0 %;

. &
@

Fig. 1. Variants of division of CRA main trunk into branches of the first order (arrows indicate the branches): a - into 2 branches: upper
and lower; b - on 3 branches: upper, lower, nasal; ¢ - on 3 branches: upper, lower, macular; d - on 4 branches: upper, lower, macular,

nasal.
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Fig. 2. The main branches of the CRA and CRV of the human retina: upper temporal, upper nasal, lower temporal, lower nasal, macular, nasal.

Fig. 3a, b). In only one case we observe a division into
three (1 observation, or 0.2 %) branches of the first order
(see Fig. 3c).

When the CRA appears on the surface of the optic disc
by two branches of the first order, there are several options
for its further branching. As a rule, when entering the optic
disc, they are located in such a way that they can be
described as the upper and lower branches of the first
order. Each of them branches into temporal and nasal (see
Fig. 3a); the latter can be considered second-order
branches.

Sometimes the branches of the first order differ in the
degree of branching; in this case, they can be defined as
the main and additional branches of the first order: the
main branch into a larger number of branches (see Fig.
3b). The additional branch either does not branch, or at a
certain distance from the beginning is divided into two
branches. Together, they form the usual number of second-
order branches (branching of an additional branch on the
surface of the optic disc we consider as second-order
branches).

The additional branch, depending on the location
relative to the main one, can be described as temporal
(Fig. 4a, b) or nasal (Fig. 4c); the first can be described as
upper temporal if its trunk emerges in the upper temporal
area (see Fig. 4a), or lower temporal if its trunk emerges in
the lower temporal area (see Fig. 4b).

The third manifestation of CRA variability is the
peculiarity of the division into second-order branches and
the pattern they form on the optic disc (Fig. 5).

We have identified the following types:

1) X-shaped pattern of type | - the artery comes to the
surface of the optic disc at right angles to its surface and

Cc

Fig. 3. Options for individual variability of the CRA: enters on the
surface of the optic disc as two (a, b), or three (c) branches of the
first order (arrows).

Vol. 28, Ne2, Page 13-19
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%
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=

Fig. 4. Variants of individual variability of CRA: the main branch of
the first order is divided into upper and lower branches of the first
order; the additional branch is located as upper temporal (a), lower
temporal (b), upper nasal (c).

branches to clearly visible branches of the first order. Then
from each of the branches of the first order branches of the
second order are formed. This type of figure is the most
common (166 observations, or 41.3 %) (see Figure 5.1);

2) X-shaped pattern of type Il - the artery of the optic disc
at right angles branches into very short branches of the
first order (the length of which is about two diameters of the
CRA) and then branches to the branches of the second
order (31 observations, or 7.7 %) (see Fig. 5.2);

3) X-shaped pattern type Ill - the artery emerges from
the optic disc at right angles and immediately branches to
the branches of the second order, ie branches of the first
order are almost absent (41 observations, or 10.2 %) (see
Fig. 5.3);

4) Y-shaped pattern - in the place of branching there is
the formation of two upper branches of the second order
(or there is a very short upper branch of the first order,
which immediately branches) and there is one lower branch
of the first order (see Fig. 5.4). Thus, the CRA on the optic
disc is represented by three branches: the upper temporal
and upper nasal and lower. This figure resembles the letter

1 %
2 =
3 I

I R S e MR RO
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Fig. 5. Variants of the central retinal artery pattern on the optic
disc (vascular pattern): 1 - X-shaped pattern of the I; 2 - 1I; 3 - 1lI
type; 4 - Y-shaped; 5 - ¢ (dzeta)-shaped pattern | type; 6 - ¢
(dzeta)-shaped pattern Il type; 7 - VV-shaped pattern.

Y (38 observations, or 9.4%). The "mirror" variant of the
structure, which we defined as lambda (A)-shaped
(formation of the upper, lower temporal and lower nasal
branches) is theoretically possible, but we have not met;

5) C (zeta)-shaped pattern of type | - the artery at the exit
of the optic nerve branches into branches of the first order
and forms an angle, the pattern resembles the symbol ">"
or "<" (see Fig. 5.5). The apex of the acute angle can be
directed both towards the macula (the temporal direction -
18 observations, or 4.5 %), and from it (nasally 17
observations, or 4.2 %);

6) ¢ (zeta)-like pattern of type Il - similar to the previous
version, but in this case on the surface of the optic disc you
can see the trunk of the CRA, which then branches into the
upper and lower branches of the first order. In contrast to
the previous version, the trunk and the top of the corner are
directed to the macula (60 observations, or 15.0 %) (see
Fig. 5.6);

7) double V-shaped pattern - occurs when the artery
branches into branches of the first order outside the lamina
cribrosa, outside the eyeball. The images show a CAS
already branched into branches of the second order. The
optic disc has the appearance of two inverted letters V (or
short "Y") (31 observations, or 7.7 %) (see Fig. 5.7).

The difference between the variant of the structure of
the { (zeta)-like pattern of type | and Il can be explained as
follows:

- if the artery reaches the surface of the optic disc at an
angle of 900 to it, then its branching will not be visible its
main trunk (¢ (zeta) similar figure of type |, see Fig. 5.5);

- if the artery comes out at a different angle (acute), then
in many cases you can observe its entire course, starting
from the main trunk (¢ (zeta) similar figure type Il, see Fig.
5.6).

Its pattern depends on the level of branching. For
example, the closer to the optic disc (after the passage of
the lamina cribrosa) branching occurred, the smaller the
distance between the exit points of the branches.

Discussion
The literature uses the term main trunk to describe the
CRA until its branching [8, 20]. In one study [20] it is

proposed to use such concepts as large and small arterial
trunk. We also use the concept of the main trunk, but we
suggest using such concepts. In the optic nerve or on the
optic disc, the main trunk branches into two branches of
the first order, or the main and additional branches of the
first order, where the main branch has a larger diameter
and branches further into a larger number of branches.
After the next branching, they become second-order
branches.

We have described three manifestations of individual
anatomical variability of the CRA: variants of its branching
within the optic disc on the branches of the first and second
order; the beginning, or depth, branching of the CRA relative
to the optic disc on next branches of the first order; the
peculiarity of the division into branches of the second order
and the pattern they form on the optic disc.

The literature describes the division of the CRA trunk on
the optic disc into two (upper, lower) and three branches
(upper, lower, macular and upper, lower, nasal) [6, 16]. We
also identified the presence of two: upper and lower
branches (264 observations, or 73.1 %) and three branches:
upper, lower and nasal (72, or 20.0 % of observations) and
upper, lower and macular (12, or 3.3 %). This division was
also supplemented - division into four branches: upper,
lower, macular, nasal (6, or 1.7 %).

In the literature [6, 8, 15] there are variants of CRA output
to the optic disc in the form of one and two trunks. One
study found the presence of two CRA trunks (in two images)
branching from the ocular artery [8]. Another paper
described the large and small trunks of the CRA, which
extended to the optic disc. In various cases, small trunks
located in the macular and upper nasal region have been
described [6]. We also described one main trunk, which
branches into next branches of the first order (355
observations, or 86.8 %), as well as a variant in which the
CRA branches before the passage of the lamina cribrosa
into two branches (53 observations, or 13.0 %). The option
of having three CRA trunks protruding on the optic disc (1
observation, or 0.2 %) was also described.

The literature describes the variants of branching of the
CRA and CRV on the optic disc together, where there are
A-, O-, Y-, D- and X-shaped branching among relatives [2,
15]. We studied images of the ophthalmoscopies in greater
numbers, and people who are not related to each other. It
has been shown that A, O and Y-like branching are the most
common. It should be noted that only 17.0 % were selected
for analysis as appropriate, which confirms the existence of
other types of branching options, which was not described.
In turn, we proposed a classification of variants of branching
only CRA on the optic disc without CRV.

Conclusion

1. Individual variability of CRA branching on the disc of
optic nerve consist in the level of its branching, the number
of branches of the first and second orders and the pattern
that forms the CRA on the disc of optic nerve.

Vol. 28, Ne2, Page 13-19
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2. Classic (most common) option: CRA goes to the
optic disc in the form of a single trunk; branches into two
branches: upper and lower. The latter on the upper temporal,
upper nasal, lower temporal and lower nasal. The most
common variant of the pattern of arteries and veins on the
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LLEHTPAJIbHA APTEPIA CITKIBKKU: 3AKOHOMIPHOCTI PO3rAJTY>XXEHHA HA OUCKY 30POBOIO HEPBA

Opnoea T. B., CmenaHeHko O. 1O.

CyduHHa namorioeisi cimkigku € nowupeHoto npobriemoro ceped Xxeopux Ha uykposul Oiabem, ainepmoHiyHy xeopoby. [ns docnioxKeHHs
cimkigKu iCHylomb HeiHeasugHi memodu OiazHocmuku, wo Hadae nepesazgy Had iHwWumMu mMemodamu AocnidxeHHs. [TamonoaiyHi
npouecu sapmo OughepeHuiroeamu 8i0 HOpMaribHoO20 cmaHy CyOuH 6e3 iX ypaxXeHHs1, momMy CJ1id po3yMimu 3aKOHOMIPHICMb opaaHizauii
ma eapiaHmHy aHamomito cyOuHHo20 pycna. Memoto docnidxeHHs1 6yno docidumu xapakmep MiHIUBOCMI PO32arnyXXeHHs1 UeHmparnbHoi
apmepii cimkieku Ha Aucky 30pogoz2o Hepea. Hamu 6yno susyeHo 402 3HiMKie 04HO20 OHa 3 8 6a3 daHux, SIKi 3Haxo0simbCs y
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8i0kpumomy docmyni 8 mepexi iHmepHem. byno eusHadyeHo, W0 ueHmparbHa apmepis Cimkieku auxodumb Ha OUCK 30p08020 Hepea
y suansdi o0Hoeo cmosbypa (86,8 %) abo dsox (13,0 %) i mpbox (0,2 %) zinok nepwoeo nopsidky. OOHUM i3 HalbinbW MOWUPEHIWUX
sapiaHmie 6yno sidzanyxeHHs1 080X 2iNOK Mepwozo nopsidKy - 8epxHbOi ma HUXHbOI (73,1 %). Hani eusensanucb mpu 2inKu: 8epxHs,
HUXHS, Hocoea einka - 20,0 %; eepxHsl, HUXHS, MakynspHa - 3,3 %. TakoxX criocmepizanuck iHWi eapiaHmu, ane 8 He3HayHit mipi. B
1,7 % esunadkis 8id 2onosHo20 cmosbypa gid2asnyxXyeasioCb YOmupu 2inKu: 8epxHs, HUXHS, Hocosa ma MmakynspHa. [lpu onuci
eapiaHmie suxody apmepii ma eeHu Ha [3H criocmepieatombcsi cxoxi eapiaHmu pucyHky, siki 6yno ob'edHaHo 8 epynu: X-nodibHuli
pucyHok | (41,3 %), Il (7,7 %) ma Il muny (10,2 %), Y-nodi6Huli (9,4 %), { (03ema)-nodibHuli pucyHok | muny (8,7 %), { (03ema)-
nodibHut pucyHok |l muny (15,0 %) ma V-nodibHul pucyHok (7,7 %). Knacu4yHul eapiaHm mMoxHa rnpedcmasumu makum YUHOM.
Haul4acmiwe ueHmparnbHa apmepisi cimkieku euxoOumb Ha OUCK 30p08020 Hepsa y sueansidi o0Ho2o cmoebypa. OdHUM i3 Haubinbw
nowupeHiwux eapiaHmie 6yno gidzanyxeHH 080X 2if10K: 8epXHbOI ma HUXHbOI. Halbinbw nowupeHull 8apiaHm pUCyHKYy 8uxody
apmepii ma eeHuU Ha OUCKY 30p08020 Hepsa - X-rodibHull pucyHok | murny.

KnrouyoBi cnoBa: nroduHa, oKo, cimkieka, yeHmpalribHa apmepisi CimkieKu.
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Significant progress has been made in the diagnosis of seborrheic dermatitis. It is
based on the anamnesis and clinical picture of skin lesions. Carrying out a detailed
analysis of the structure and size of the body in combination with clinical and instrumental
studies allows us to further make a more reliable prognosis of complications of this
disease and improve the results of treatment of such patients. The aim of the study was
to establish and analyze the features of the skinfold thickness in Ukrainian men and
women with seborrheic dermatitis of varying severity. Skinfold thickness (SFT) was
determined in 40 men and 40 women (aged 25 to 44 years) with generalized fatty
seborrheic dermatitis (mild and severe). The control group consisted of SFT values of
practically healthy men (n=82) and women (n=154) of the same age group from the
database of the research center National Pirogov Memorial Medical University, Vinnytsya.
Statistical processing of SFT indicators was performed in the license package "Statistica
6.0" using non-parametric evaluation methods. Compared with practically healthy men,
patients with mild and severe seborrheic dermatitis had lower SFT values on the
posterior (by 49.7 % and 46.5 %) and anterior (by 41.9 % and 46.4 %) surfaces of the
shoulder and chest (by 28.9 % and 27.9 %), on the thigh (47.3 % and 38.3 %), on the
forearm (only compared to severe severity by 18.5 %), at the lower angle of the shoulder
blade (only compared to mild severity by 3.5 %) and on the shin (only compared to
severe severity by 15.9 %), as well as higher values of SFT on the side (by 36.7 % and
51.6 %); and in women patients of varying severity- also lower values of SFT on the
posterior surface of the shoulder (by 51.0 % and 43.6 %), on the anterior surface of the
shoulder (by 46.6 % and 31.0 %), on the chest (by 31.3 % and 18.9 %), on thighs (by
47.4 % and 38.9 %) and on the shin (only compared to the mild degree by 10.2 %), as
well as higher values of SFT on the side (by 37.0 % and 44.6 %). Among men or women
with seborrheic dermatitis of varying severity, only higher values were found in women
with severe SFT on the anterior surface of the shoulder (by 22.6 %), and in men with
severe severity - higher values of SFT on the thigh (by 14.6 %). Manifestations of
sexual dimorphism of SFT among patients with seborrheic dermatitis of varying severity
were found only between men and women with severe disease, namely, higher values of
SFT inwomen on the front shoulder surface (by 28.6 %), forearm (by 16.0 %) and on the
shin (by 26.3 %).

Keywords: seborrheic dermatitis, constitutional features of skin diseases, Ukrainian
men and women, anthropometry, skinfold thickness, sex differences.

Introduction

Seborrheic dermatitis (SD) is a common disease and
has great social significance, as it often leads to physical
and psycho-emotional maladaptation of the patient and
his family members. Clinical manifestations of dermatitis
lead to psycho-emotional experiences, reduce social activity
and quality of life, as well as cause the development of
inferiority complex in patients. The disease is often resistant

to therapy and occurs with frequent recurrences [6, 11, 18].

SD develops in the face and body with developed
secretion of sebum [19]. The pathological process on the
head is manifested by increased oiliness of the scalp,
dandruff, constant itching and discomfort. SD of the scalp
is accompanied by the appearance of plaques and thick
scales, which can spread beyond hair growth and resemble
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psoriasis. On the face, the pathological process is localized
in the eyebrows, central part of the face, nasolabial folds
and chin. If skin of a scalp is affected - thinning and thinning
of hair which are often followed by formation of small white
scales is observed. On the smooth skin of the back, face,
chest appear macular-erythematous elements, papules,
plaques appear [15, 16].

Significant progress has been made in the diagnosis
of SD. It is based on the anamnesis and clinical picture of
skin lesions. To date, many aspects of etiopathogenesis
remain poorly understood. Genetic predisposition to certain
metabolic features and the influence of the external
environment on the development of the disease cannot be
ruled out [13].

At the same time, a number of new emphases have
emerged in the tactics of diagnosis, including the role of
constitutional dermatology, aimed at a personalized
approach to each patient [9]. This approach is essential
both in terms of theoretical constitutional human biology
and to address the problems of modern preventive
medicine. For example, it is known that in the group of
dolichomorphic somatotypes there is a tendency to reduce
the incidence of severe skin lesions in the pathological
process of pyoderma, atopic dermatitis with weight gain,
while people with brachymorphic somatotype get an
average of 42 % of all severe diseases [20]. In the group of
patients with mesomorphic somatotype, the highest
incidence of psoriasis was noted, as this type of
somatotype most often occurs in the population [17].

Isolation of signs of diagnostic value (anthropometric,
dermatoglyphic, etc.) and their further use in the clinic is
another approach to the study of multifactorial diseases,
including SD. The search for constitutional markers in
connection with its resistance in the norm and in various
pathological conditions is a necessary component of
multifaceted comprehensive studies of the biological status
of man [1, 8].

An important form of prevention of multifactorial
nosologies is the formation of risk groups for primary
prevention, genetic counseling and medical examination.
In this regard, the practical work of doctors and geneticists
is relevant to the use in low practice of low-cost and highly
informative diagnostic methods [8, 9]. A good example is a
more detailed analysis of the structure and size of the body
in combination with clinical and instrumental studies, which
will further obtain a reliable prognosis for the development
of complications of dermatosis and improve the treatment
of such patients [14].

The aim of the study was to establish and analyze the
features of the skinfold thickness in Ukrainian men and
women with seborrheic dermatitis of varying severity.

Materials and methods

Clinical and anthropological examination of 40 men
and 40 young women with generalized oily form of SD of
mild and severe severity (25-44 years according to the age
periodization of the WHO, 2015) was conducted on the
basis of the Department of Dermatology and Venereal
Diseases with a postgraduate course in National Pirogov
Memorial Medical University, Vinnytsya and the Central
Military Medical Center.

The Bioethics Committee of the National Pirogov
Memorial Medical University, Vinnytsya (Minutes Ne 10 of
26.11.2020) found that the studies did not contradict the
basic bioethical standards of the Helsinki Declaration, the
Council of Europe Convention on Human Rights and
Biomedicine (1977), WHO regulations and Ukrainian law.

The diagnosis of SD was established on the basis of
the subject's complaints, life history and illness,
examination of the face, scalp, torso and extremities with
the assessment of subjective and objective signs of the
disease.

Anthropometric survey was conducted in accordance
with the scheme of Bunak V. V. [4]. Measurements of skinfold
thickness (SFT) were performed using a caliper (mm).
Measured: SFT on the posterior (GZPL) and anterior (GPPL)
surfaces of the shoulder, on the forearm (GPR), at the lower
angle of the shoulder blade (GL), on the chest (GGR),
abdomen (GG), sides (GB), thighs (GBD) and on the shin
(GGL).

As a control group used SFT indicators of practically
healthy men (n=82) and women (n=154) of the same age,
which were selected from the database of the research
center National Pirogov Memorial Medical University,
Vinnytsya.

Statistical processing of the results was performed in
the license package "Statistica 6.0" using non-parametric
evaluation methods. The reliability of the difference between
the values between the independent quantitative values
was determined using the U-Mann-Whitney test.

Results

Table 1 presents the results of the comparison of SFT
between healthy and patients with mild to severe SD men
and/or women.

Table 1. Comparison of SFT between healthy and SD patients of varying severity in men and/or women (M+0).

Men with SD
Indexes Healthy men (n=82) VS (=20) SS (n20) Phms Phss Prns.ss
GZPL 7.848+2.914 3.950+1.146 4.200+£1.609 <0.001 <0.001 >0.05
GPPL 5.592+2.132 3.250+1.070 3.000£1.214 <0.001 <0.001 >0.05
GPR 4.173+1.621 3.550+0.686 3.400+0.940 >0.05 =0.088 >0.05
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Continuation of table 1.

Men with SD

Indexes Healthy men (n=82) MS (m-20) SS (20) Prms Phss Pins.ss
GL 13.53+£3.92t 13.05+6.50 13.30+6.31 =0.071 >0.05 >0.05
GGR 4.924+1.729 3.500£1.000 3.550+1.317 <0.001 <0.001 >0.05
GG 12.33+4.79 12.35+5.78 13.65+9.00 >0.05 >0.05 >0.05
GB 10.75+4 .41 14.70+7.32 16.30+8.05 <0.05 <0.001 >0.05
GBD 12.80+3.85 6.750+1.618 7.900+2.125 <0.001 <0.001 =0.058
GGL 8.982+2.691 8.000+2.152 7.550+1.986 >0.05 =0.052 >0.05

ndexes Healthy women Women with SD o o o
(n=154) MS (n=20) SS (n=20) s e mess
GZPL 8.163+3.168 4.000+1.338 4.600+£1.501 <0.001 <0.001 >0.05
GPPL 6.091+2.514 3.250+0.967 4.200+1.542* <0.001 <0.001 <0.05
GPR 4.264+2.092 4.000£1.170 4.050+1.099t >0.05 >0.05 >0.05
GL 12.70+4.13 14.55+6.57 12.60+4.28 >0.05 >0.05 >0.05
GGR 5.238+2.452 3.600+1.046 4.250+1.482 <0.001 <0.05 >0.05
GG 13.71+£5.14* 14.60+4.69 15.80+6.15 >0.05 >0.05 >0.05
GB 11.93+4.99t 16.35+5.95 17.25+5.99 <0.01 <0.001 >0.05
GBD 14.74+4.38** 7.750+3.076 9.000+3.061 <0.001 <0.001 >0.05
GGL 10.80+3.09*+* 9.700£2.993t 10.25+2 .47%* <0.05 >0.05 >0.05

Notes: MS - mild severity; SS - severe severity; p, . - the significance of the difference in SFT values between healthy and patients with

mild SD; p, ., - the significance of the difference in SFT values between healthy and patients with severe SD; p

- the significance of

ms-ss

the difference in SFT values between patients with mild to severe SD; * - the reliability of the difference in the values of the corresponding
folds between men and women at the level p<0.05; ** - the reliability of the difference in the values of the corresponding folds between
men and women at the level p<0.01; *** - the reliability of the difference in the values of the corresponding folds between men and women
at the level p<0.001; t - trends in the difference between the values of the corresponding folds between men and women.

Discussion

It is a known fact that in solving the problem of identifying
the peculiarities of the pathology depending on the
physique, algorithms for taking into account the
constitutional parameters of the body have long been
actively used, which we consider necessary to use in
groups of patients with SD. Establishing differences
between healthy and patients with different dermatitis [2, 5,
7, 10] suggested the presence of such a pattern in SD.

Thus, Chaplyk-Chizho I. O. [5] found significantly higher
values of SFT on the posterior, anterior surface of the
shoulder and on the side in men with pyoderma compared
to healthy men.

According to the results of Makarchuk I. M. [7] found that
in healthy individuals of both sexes SFT on the front surface
of the shoulder, forearm, lower angle of the shoulder blade,
chest, abdomen, side, lower extremity recorded significantly
higher values compared with patients with acne.

Al-Omary Ala'a Osama Ahmad et al. [2] found that in
men with various forms and severity of eczema, most SFT
(except fold on the side) are significantly lower than in
healthy men.

Obadeh Bassam Abdel-Rahman Al-Qaraleh [10] found
that in men with mild or severe psoriasis, compared to

healthy men, significantly higher SFT at the lower angle of
the shoulder blade, abdomen and side and lower - on the
back and front of the shoulder, chest and thighs are observed.

In the analysis of SFT between healthy and patients
with mild to severe SD Ukrainian men or women, we found
the following significant or trends of differences (Table 2,
see Table 1):

between healthy and sick men - in practically healthy
men SFT values are higher on the posterior surface of the
shoulder (49.7 % and 46.5 %, respectively), on the anterior
surface of the shoulder (41.9 % and 46.4 %, respectively),
on the chest (28.9 % and 27.9 %, respectively), on the thigh
(by 47.3 % and 38.3 %, respectively), on the forearm (only
compared to severe severity by 18.5 %), at the lower angle
of the shoulder blade (only compared to mild severity by
3.5 %) and on the shin (only compared to with severe severity
by 15.9 %), as well as lower values of SFT on the side (by
36.7 % and 51.6 %, respectively);

between healthy and sick women - in practically healthy
women SFT values are higher on the posterior surface of
the shoulder (by 51.0 % and 43.6 %, respectively), on the
anterior surface of the shoulder (by 46.6 % and 31.0 %,
respectively), on the chest (by 31.3 % and 18.9 %,
respectively), on the thigh (by 47.4 % and 38.9 %,
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Table 2. Differences in SFT between healthy and patients with
seborrheic dermatitis of varying severity in men and/or women.

Men Women
indexes H SD/MS | SD/TC H SD/MS | SD/TC
= BIN [N B 1K
NN EE BN EE R o |
GPR | |
GL
=HN NN N N EE .
GG
- T
> | B | [Ny (08
R | 1B

Notes: H - healthy; SD/MS - SD of mild severity; SD/SS - SD of
severe severity; .or - significant differences in SFT between
healthy and sick men; [@or [l - trends in SFT differences between
healthy and sick men; [l or [ - trends in differences in SFT
between sick men of varying severity; . or - significant
differences in SFT between healthy and sick women; .or . -
significant differences in SFT between sick women of varying
severity; significantly higher SFT are highlighted in green when
comparing the respective groups between men and women,; trends
in higher SFT values are highlighted in yellow when comparing the
respective groups between men and women.

respectively) and on the shin (only compared to the mild
severity by 10.2 %), as well as lower values of SFT on the
side (by 37.0 % and 44.6 %, respectively).

Differences in the studied groups of patients are
revealed in a comprehensive assessment of the patient's
condition and features of the constitutional parameters of
the body. Indeed, the role of the severity of the initial state of
the patient remains a leading reflection of morphology,
area, topography of the pathological process, the body's
response and becomes a major factor in predicting adverse
disease [3, 12].

For a long time, clinicians have drawn attention to the
more severe course of dermatoses in overweight people
[15]. The type of fat distribution is important.

When comparing SFT between patients with SD of varying
severity in Ukrainian men or women, we found in men only
a tendency to higher values in patients with severe SD of
SFT on the thigh by 14.6 %; and in women - only significantly
higher in patients with severe SD of SFT on the anterior
surface of the shoulder by 22.6 % (see Tables 1, 2).
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OCOBJIMBOCTI TOBLUMHU LLKIPHO-XUPOBUX CKINAOOK Y YONOBIKIB | )XIHOK XBOPUX HA CEBEOPEMHWUA OEPMATUT

PI3HOIO CTYNEHA BAXKOCTI

XacaeHex A. P, iJmumpenko C. B., Cepzema I. B., Bondap C. A., AHgpinosa M. P.

Y diaeHocmuui cebopeliHozo depmamumy 00CA2HYymO 3Ha4yHO20 rnpoepecy. BoHa rpyHmyembcsi Ha aHaMHe3i ma KiiHiYHIU KapmuHi
ypaxkeHHs1 wikipu. [posedeHHs1 demarnbHO20 aHanisy ocobnusocmeli 6ydosu ma po3mipie mina 8 KOMIIEeKC 3 KIiHIKO-IHCmpyMeHmarnbHUMU
docnidxeHHsaMU 0o3eorisie Hadani nposodumu 6inbw AoCMO8IpHULU MPO2HO3 PO3BUMKY YCKMaOHeHb Ub020 3axX80ptoeaHHs ma rokpauumu
pe3ynbmamu siky8aHHs1 makux xeopux. Mema docnidxeHHs1 - ecmaHo8umu ma rnposecmu aHarsnia ocobsueocmeli MoBWUHU WKIPHO-
JKUPOBUX CKadoK 8 yKpaiHCbKUX YOrIoeiKig i XIHOK Xxeopux Ha cebopelHull depmamum pi3HO20 cmyrieHs1 8axkocmi. [1pogedeHo 8u3Ha4YeHHs
mo8wUHU WKipHO-xuposux cknadok (TLLPKC) y 40 yonosikie i 40 xiHok (eikom 8i0 25 G0 44 pokig) X80pux Ha 2eHeparsisosaHy XUPHY
¢opmy cebopeliHoeo Oepmamumy (51e2K020 ma msiXKK0o20 cmyreHs: 8axkocmi). KoHmpornbHy 2pyny cknadanu nokasHuku TLLXKC npakmu4Ho
30oposux yonosikie (n=82) i xiHok (nN=154) aHanoaiyHoi 8ikoeoi epynu 3 6aHKy daHux HayKog0-00C/1iOHO20 UeHmpy BiHHUUbkO20
HaujoHarnbHo20 Medu4Hoe20 yHisepcumemy im. M. I. [Nupoeosa. CmamucmuyHa 06pobka MoKa3HUKI@ MOBLUHU LWKIPHO-XUPOBUX CK1a0oK
nposedeHa 8 niyeHsitiHomy nakemi "Statistica 6.0" i3 sukopucmaHHsIM HerapamempuyHUx mMemodig OUiHKU. Y xeopux Ha cebopelHull
depmamum Jieeko20 ma MsIXKKO20 CMYIeHsT 8aXKOCMI YOI08iKig, MOPIGHSIHO 3 MPaKmMu4yHO 300p0o8UMU HOsl08iKaMmu, 8CMaHOBeHi MeHW|
3HayeHHs1 TULPKC Ha 3adHit (Ha 49,7 % i 46,5 %) ma nepedHiti (Ha 41,9 % i 46,4 %) noeepxHsix nneva, Ha epydsix (Ha 28,9 % i 27,9 %), Ha
cmeeHi (Ha 47,3 % i 38,3 %), Ha nepednniyyi (fluwe MOPIBHSIHO 3 MSKKUM cmyreHeM 8axkocmi Ha 18,5 %), ni0 HWXHIM Kymom fionamku
(nuwe ropigHAHO 3 rle2KuM cmyrneHem eaxkocmi Ha 3,5 %) ma Ha 2oMinuyj (Iuwe MopPIBHSIHO 3 MSXKKUM cmyrneHem saxkocmi Ha 15,9 %),
a makox binbwi 3HayeHHs1 TUPKC Ha 6oui (Ha 36,7 % i 51,6 %); a y Xeopux pi3HO20 CMYMNeHs1 8aXKKOCMI XIHOK - MaKOX MEHWI 3Ha4eHHSsI
TLUPKC Ha 3adHit nosepxHi nneya (Ha 51,0 % i 43,6 %), Ha nepedHil nosepxHi rnneva (Ha 46,6 % i 31,0 %), Ha epydsx (Ha 31,3 % i
18,9 %), Ha cmeeHi (Ha 47,4 % i 38,9 %) ma Ha 2ominyj (nuwe rnopieHsHO 3 e2kumM cmyrneHem g8axkkocmi Ha 10,2 %), a makox 6inbwi
3HavyeHHs1 TULPKC Ha 6oui (Ha 37,0 % i 44,6 %). Mix xeopumu Ha cebopeliHuli Oepmamum pPi3HO20 CMyreHs1 8aXXKocmi Yyonosikamu abo
XKIHKaMUu 8cmaHoerneHi nuwe binbui 3Ha4eHHsT Y XKIHOK i3 msiKkuM cmyrneHem eaxkkocmi TLLXKC Ha nepedHiti nosepxHi nneda (Ha 22,6 %),
a y 4orsioeiKig i3 MsXXKUM cmyrneHeMm gaxkocmi - binbwe 3HayeHHs1 TUKC Ha cmeeHi (Ha 14,6 %). [posisu cmamegozo dumopghiamy
TUPKC mix xeopumu Ha cebopelHull depmamum pi3HO20 CMyNeHsl 8aXKOCMi 8CMaHOBMeHi nuwe MiX 4ornosikaMu ma XiHKamu 3
MSDKKUM CMYNEeHeM 8aXKOCMi 3ax80pH08aHHs, a came - binbwi 3Ha4yeHHs1 y xiHok TLLPKC Ha niepedHiti nosepxHi nneqa (Ha 28,6 %), Ha
nepednniyyi (Ha 16,0 %) ma Ha eominui (Ha 26,3 %).

KnrouoBi cnoBa: cebopeliHuli depmamum, KOHCmMUMyuioHanbHi 0cobriugocmi 3axeoprogaHb WKIpU, YKpaiHCbKU 4OI08iKu ma XiHKU,
aHmpornomempisi, mosuwjuHa WKIPHO-XUPOBUX CKIadoK, cmamesi po3bixHocmi.
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One of the current problems is the study of the effects of vitamin D on the body, and in
men its action is closely related to the pathogenesis of androgen deficiency and
hypofertility. Particular attention needs to be paid to determining whether cholecalciferol
(D3) has a negative effect on the gonads and spermatogenesis of intact individuals, as
vitamin D therapy is used in reproductive disorders with or without vitamin D deficiency.
The aim of the study was to determine the effect of vitamin D on the histological
structure of gonads and morphometric parameters of spermatogenesis of adult intact
male rats. The studies were performed on adult sexually active male Wistar rats.
Vitamin D3 was administered orally in doses of 1000 IU, 4000 IU and 10000 IU. The
solutions were made on seed oil. The control was intact rats. Vitamin D and its solvent
were administered throughout the period of spermatogenesis and the time of maturation
of sperm in the epididymis, after which the structural organization of the testes was
determined. Gonadal samples were fixed in 10 % formalin solution, leave in alcohols of
increasing strength, and embedded in paraffin. In addition to survey microscopy,
morphometric evaluation of the process of spermatogenesis was performed on sections
of gonads stained with hematoxylin and eosin. Micropreparations were examined using
a Granum L 30 (03) light microscope, and microscopic images were taken with a
Granum DSM 310 digital video camera. Photographs were processed on a Pentium 2.4
GHz computer using Toup View. Statistical processing of data results was performed in
the standard software package "Statistica 6.0" using Student's t-test and using a non-
parametric analogue of one-way analysis of variance - Kruskal-Wallis criterion. In rat
testicular sections, seminiferous tubules were located transversely or obliquely and
were oval or round in shape. The diameter of the tubules is normal, the tubular membrane,
as well as the protein and vascular membranes were normal. The basal department
contains the youngest cells of the germinal epithelium - spermatogonia. Cells have a
pronounced functional activity. Morphometric characteristics of spermatogenesis of
intact rats corresponded to the physiological norm. The introduction of the solvent
throughout the period of spermatogenesis and maturation of mature sperm in the
epididymis did not affect the histoarchitectonics of the testicles. The testicular lobes
are filled with concentric or flattened profiles of sections of the seminal tubules, which
are close enough to each other. The diameter of the tubules is normal, the intrinsic
membrane of the tubules, as well as the protein and vascular membranes corresponded
to those in intact animals. 3-4 generations of spermatogenic cells, which were at
different stages of development, can be seen in the tubules. However, few tubules with
focal destruction of the germinal epithelium and exfoliation of germ cells in the lumen
of the tubules have been observed. No significant changes in the microstructure of the
seminal tubules were observed after administration of vitamin D at all doses studied.
Not only spermatogenesis but also spermiogenesis is clearly traced in different tubules
of rats - stages of cellular transformations from spermatid to sperm. Morphometric
parameters of the process of spermatogenesis of rats receiving different doses of
vitamin D3 do not differ from those of intact rats. Thus, the use of vitamin D in these
doses revealed the safety of its effect on the number of spermatogonia and tubules with
stage 12 meiosis. When cholecaciferol was used in male rats for 68 days, the

© 2022 National Pirogov Memorial Medical University, Vinnytsya

25



Ifluence of vitamin D on the histostructure of the testis and morphometric indications of spermatogenesis of intact rats

spermatogenesis index remained at the level of animals that did not receive the test
substance. The use of vitamin D3 in intact adult male rats does not adversely affect the
histological structure of the testes.

Keywords: vitamin D, testicle, gonadotoxicity, testicular histostructure, morphometric
parameters of spermatogenesis.

Introduction

One of the current problems is the study of the effects of
vitamin D on the body [11], and in men its action is closely
related to the pathogenesis of androgen deficiency and
hypofertility [17]. Seasonal fluctuations in vitamin D levels
have been found, with high levels in summer and autumn
and low levels in winter and spring, which are almost
identical to similar annual cycles of testosterone levels,
suggesting a strong association between androgen
metabolism and vitamin D [22].

It has been shown that in men the level of vitamin D
determines the qualitative and quantitative parameters of
ejaculate [6, 16], including motility and morphology of sperm
[1, 14]. There is growing evidence of the importance of
vitamin D for sperm maturation. An association between
low levels of vitamin D and decreased numbers of motile
and morphologically normal sperm has been reported [10].

Vitamin D deficiency in animals leads to impaired
maturation of the vas deferens, decreased testicular weight
and sperm concentration [8]. The experiment showed that
vitamin D saturation leads to a significant improvement in
spermatogenesis in experimental reproductive diseases
[12, 21]. Evidence from the literature on the use of vitamin
D on the male body to demonstrate the wide variability in
design, methodology, patient population, reference values
and routes of administration of both vitamin D and its
metabolites and requires further study.

Vitamin D belongs to the group of fat-soluble
secosteroids. Secosteroid is a molecule that is very similar
to steroids, but with a broken steroid ring. Vitamin D is
naturally available in several forms, but only two forms are
important for the human body (D2 and D3), which differ
chemically in their side chains. These structural differences
alter their binding to the carrier protein, ie vitamin D-binding
protein, and their metabolism, but in general the biological
activity of these active derivatives is close [7, 15].

Particular attention needs to be paid to determining
whether cholecalciferol (D3), which is the most active
metabolite of this vitamin and is often used in the clinic, has
an adverse effect on gonads and spermatogenesis of intact
individuals, as vitamin D therapy is used in reproductive
disorders vitamin D deficiency, so without it [4].

The aim of the study was to determine the effect of
vitamin D on the histological structure of gonads and
morphometric parameters of spermatogenesis of adult
intact male rats.

Materials and methods
The study was performed on adult sexually active male
Wistar rats weighing 250-300 g, kept in standard vivarium

conditions under natural light and drinking mode ad libitum
in accordance with the national "General Ethical Principles
of Animal Experiment” (Minutes Ne 2 meeting of the
Bioethics Commission from January 29, 2021).

Vitamin D3 was administered orally in doses of 1000
U, 4000 IU and 10000 IU. The solutions were made on
seed oil from vitamin D3 (powder) (China, batch
CHG20062009, which meets the quality standard GB 9840-
2017). The control was intact rats. Vitamin D in various
doses and its solvent were administered throughout the
period of spermatogenesis and the time of maturation of
sperm in the epididymis - only 68 days. At the end of the
introduction of animals was removed from the experiment
by decapitation under mild chloroform anesthesia.

After euthanasia, rats' gonads were removed and
weighed, structural organization of the testes was further
studied. Gonadal samples were fixed in 10 % formalin
solution, in alcohols of increasing strength, and embedded
in paraffin. In addition to survey microscopy, morphometric
evaluation of the process of spermatogenesis was
performed on sections of gonads stained with hematoxylin
and eosin [2].

Micropreparations were examined using a Granum L
30 (03) light microscope, and microscopic images were
taken with a Granum DCM 310 digital video camera.
Photographs were processed on a 2.4 GHz Pentium
computer using Toup View.

Statistical processing of data results was performed in
the standard software package "Statistica 6.0" using
Student's t-test and using a non-parametric analogue of
one-way analysis of variance - Kruskal-Wallis criterion,
followed by the Mann-Whitney test [13].

Results

The testicles of intact rats served as a general intact
control in our study. Figure 1 and Table 1 show the
histostructure of testicular tissue and morphometric
parameters that characterize the process of
spermatogenesis of these animals. Light microscopy
showed that the testicles of rats, which did not receive any
substances, convoluted seminal tubules were cut in the
transverse or oblique direction and had an oval or round
shape. The diameter of the tubules is normal, the tubule
membrane, as well as the protein and vascular
membranes were normal [9]. The wall of the seminal
tubules is built of germ cells. The basal department
contains the youngest cells of the germinal epithelium -
spermatogonia. Among them are cells with chromatin in
the nucleus of condensed (type B) and non-condensed
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Fig. 1. Testicles of an intact rat: a - general view of seminiferous tubules. Hematoxylin-eosin. x100; b - in germinal epithelium in the tubule
are visible Sertoli cells (1), spermatogonia (2), spermatocytes in the metaphase of the | and Il divisions (3), spermatids (4). Hematoxylin-

eosin. x250.
Table 1. The effect of vitamin D on the quantitative indicators of spermatogenesis process in rats.
Indicators
Group of rats The amount of normal Number of tubules with The number of tubules with Index of
spermatogonia stage 12 meiosis, %, Me | squamous epithelium, %, Me spermatogenesis,
in the tubule, (M+m) (LQ; UQ) (LQ; UQ) points, Me (LQ; UQ)
Intact 61.07+0.5 40 (3.0;5.0) 0 (0; 0) 3.33(3.32;3.34)
Solvent 61.23+0.66 25 (2.0; 4.0) 0.0 (0; 3.0) 3.30 (3.26; 3.30)
Vitamin D3, 1000 IU 60.89+13.0 40 (3.0;5.0) 0.0 (0; 1.0) 3.34 (3.33;3.34)
Vitamin D3, 4000 IU 61.23+0.77 3.0 (3.0; 4.0) 0 (0; 0) 3.33(3.33;3.34)
Vitamin D3, 10000 U 61.41+0.34 3.00 (3.0; 4.0) 0 (0; 1.0) 3.33(3.32;3.34)

Notes: Me - median; LQ - lower quartile; UQ - upper quartile.

(type A) species. Spermatogonia type A is represented by
both so-called light (renewable) and dark (reserve) cells.

Mitosis is sometimes seen in the spermatogonia of
intact animals. Spermatocytes are located in the
intermediate part of the wall of the seminiferous tubule.
Most of the first-order spermatocytes were in the
pachynema stage. Metaphases of the first and (much less
often) second division and anaphases of these divisions
were well observed in some tubules. Numerous
spermatids and formed spermatozoa are observed in the
adluminal compartment of the seminiferous tubules. Germ
cells of different stages of development are arranged in a
strict order, concentric layers according to the stages of the
spermatogenic cycle. The associations of germ cells are
clearly demarcated, in different parts of the same tubule
can be seen only one typical combination of cells. Not only
spermatogenesis (the process of successive germ cell
rearrangements: spermatogonia ® sperm) is clearly traced

in different tubules, but also spermiogenesis - stages of
cellular transformations from spermatid to sperm. The
germinal epithelium tape contained at least 4-6 rows of
cells. Numerous Sertoli cells are located between the
spermatogonia on the basement membrane. Their light
pear-shaped nucleus with a nucleolus is clearly visible.
Cytoplasmic processes of cells are masked by germ cells
of the subsequent stages of development. Interstitial
connective tissue is very limited. Clusters (up to 7-20) of
Leydig cells and a few fibroblasts are visible near the blood
vessels contained in the intertubular loci. The nuclei were
mostly round-oval in shape, rather large in volume, well-
contoured, normochromic, with a noticeable uniform
"scattering” of chromatin granules, and contained mostly
one nucleolus. The cytoplasm of cells is intensely
eosinophilic, in single cells on the periphery is weakly
vacuolated, cell boundaries are blurred. The described
state of Leydig cells characterizes the normal functional
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Fig. 2. Rat testis aftér the intr

oduction of seed ail: a - in the germinal epithelium of the seminiferous tubules, germ cells of different stages
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of development, epithelial exfoliation (arrow, 1) in the part of the tubules are presented. Hematoxylin-eosin. x100; b - focal destruction
(arrows, 2) of germinal epithelium in the seminiferous tubule. Hematoxylin-eosin. x250.
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Fig. 3. Rat testis after vitamin D administration: a - in a dose 1000 IU; b - in a dose 4000 IU; ¢ - in a dose 10000 IU. Normal condition of

testicular tissue. Hematoxylin-eosin. x200.

activity of cells.

Morphometric characteristics of spermatogenesis of
intact rats corresponded to the physiological norm for these
animals (see Table 1).

The introduction of the solvent throughout the period of
spermatogenesis and maturation of mature sperm in the
epididymis did not affect the histoarchitectonics of the
testicles. The testicular lobes are filled with concentric or
flattened profiles of sections of the seminal tubules, which
are close enough to each other. The diameter of the tubules
is normal, the tubular membrane, as well as the protein and

vascular membranes were normal. 3-4 generations of
spermatogenic cells, which were at different stages of
development, can be seen in the tubules. The cells are
arranged in concentric layers according to the stages of the
spermatogenic cycle. In all rats of this group, the cell
population is presented in full number. However, in one
animal, against the background of most unchanged seminal
tubules, a few tubules were observed with focal destruction
of the germinal epithelium, looseness of the rows, exfoliation
of germ cells in the lumen of the tubules (Fig. 2).
Quantitative indicators characterizing the process of
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spermatogenesis of rats injected with seed oil are given in
the above table 1.

No significant changes in the microstructure of the
seminal tubules were observed after administration of
vitamin D at doses of 1000 U, 4000 IU and 10000 IU. In
different tubules in rats clearly traced not only
spermatogenesis (the process of successive
rearrangements of germ cells: spermatogonia - sperm),
but also spermiogenesis - stages of cellular transformation
from spermatids to sperm (Fig. 3).

Quantitative indicators of the process of
spermatogenesis of rats receiving different doses of
vitamin D3 are presented in table 1.

Discussion

Drugs can affect reproductive function, causing not only
ugliness or death of embryos and fetuses, but also
disrupting gametogenesis and preventing fertilization [19].
Therefore, when evaluating pharmacological substances
in their safety studies, their effect on reproductive function
should be investigated in animal studies [1], part of this
study was the study of the safety of cholecalciferol (vitamin
D3) on testicular histostructure and morphometric
parameters of spermatogenesis of intact rats. Detection of
gonadopathies in animals requires special experimental
approaches, which is why we studied three doses and
long-term intake of the substance to identify the effects of
gonadal lesions, which may later manifest themselves in
inability or reduced ability to conceive or in fetal
development, and also in subsequent generations.

In the study of the testes of intact adult rats, we observed
not only the normal structure of germinal epithelium cells,
Sertoli cells, but also Leydig cells, which characterizes their
functional activity [20], led to the normal course of
spermatogenesis, was reflected in morphometric
parameters and corresponded to the physiological norm
for these animals.

The safety of long-term intake of cholecalciferol in
relation to the histological picture of male gonads was
studied at a dose of 1000 IU, which is ten times greater
than it, and conditionally therapeutic. In the study of the
effect of vitamin D not only in the minimum dose,
therapeutic but also in high (10000 IU) morphological
structure of testes and morphometric parameters of
speratogenesis did not differ from that of intact animals, ie
corresponded to the data obtained in rats of appropriate
age [5, 19]. Considering that only quantitative assessments
in the safety of drugs are evidence to establish the level of
harmful gonadotoxic effects of drugs, pathomorphological
morphometric methods are used to determine the degree
of disorders that occurred in the gonads [1].

The number of normal spermatogonia in the tubule,
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BMnB BITAMIHY D HA FCTOCTPYKTYPY CIM’AHUKIB | MOP®OMETPUYHI NMOKA3HMKU CMEPMATOIEHE3Y IHTAKTHUX

LLIYPIB

Mapaxoecbkuti 1. O., JlapbsiHoecbka 0. 6., KopeHeesa €. M., CmoneHko H. 1., Yucmsikoea E. €., benkina I. O.,

Benu4ko H. ., Micropa K. B., BoHdapeHko B. O.

OdHieto 3 akmyanbHUX npobnem cb0200eHHS € 8UBHEHHS ernusy gimamiHy D Ha opaaHiaMm, npu ubOMy y 4orogikig tio2o i micHO
rnog'a3aHa 3 namozaeHe3oM aHOpo2eHHo20 dedbiyumy ma einoghepmurnbHicmio. Ocobrnueoi yeazu nompebye gu3Ha4yeHHs 8idnoesioi Ha
numaHHsi, Yu He mae 8e8edeHHs1 xonekanbyugepony (D3) HeezamugHOi Oif Ha 20Ha0u ma criepMmamozeHe3 IHmaKkmHuUX 0CcobUH, maK sIK
meparnito simamiHom D 3acmocosyromb nipu pernpodykmonamisx siK i3 degpiyumom eimamiHy D, mak i 6e3 Hb020. Memoto docnidxeHHs
byno su3HavyeHHs1 Oii eimamiHy D Ha eicmornoeiyHy kapmuHy 20Had i MopghomempuyHi napamempu criepmamozeHe3y 00pOoCux
iHMakmHux wypie camuie. [ocnidxeHHs1 npoeoounnucb Ha OOPOCUX CmamegsoakmueHUX camusix wypis nonynsayii Bicmap. BimamiH
D3 3acmocosysanu nepopansHo y 0o3ax 1000 MO, 4000 MO i 10000 MO. Po34uHu su2omoernsiu Ha Kicmoukosit onii. KoHmponem
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cnyayeanu iHmakmui wyypu. BimamiH D ma U(ioeo po34yuHHUK 8800usu 8rnpodoex 8cbo2o nepiody criepmamoeeHesy i yacy 003pieaHHs
criepmamo30idig y npudamky CiM'ssHUKa, Micis 4020 8U3Ha4Yaau cmpyKmypHy opeaHisauilo ciM'aHUKIg. 3pa3ku cmamesux 3ano3 gikcysanu
y 10 % posquHi hopmarniHy, npoeodusiu no crnupmax MiyHocmi, Wo 3pocmae, ma 3asnusanu y napaciH. Ha 3pizax eoHad, siki 3abapentosanu
2eMamoKCUITiHOM ma €03UHOM, OKpiM 02515100801 MiKpocKorii Mposoduiu MopghoMmempuyHy OUIHKY rpouecy criepmamozeHesy. [lepeansd
Mmikporipenapamig npogodusu 3a 0ornomMozor c8immnogoezo mikpockory Granum L 30 (03), gpomoepaghysaHHsi MiKPOCKOMIYHUX 306paXxeHb
30iticHrosanu yughposoto sideokamepoto Granum DCM 310. @omosHivku 0bpobnisnu Ha kommn'tomepi Pentium 2,4 GHz 3a doromozoio
npoepamu Toup View. Cmamucmuy4Hy o6pobky pe3ynbmamig 0aHux rposodunu 8 cmaHdapmHoMy nakemi rnpoepam "Statistica 6.0" 3
sukopucmarHsiM t-kpumepito Cmbro0eHma ma 3acmoco8yodu HernapamempuyHUl aHanoe 00HOaKkmopHo20 OuCnepciliHo2o aHarisy
- Kpumepit Kpackena-Yonica. Ha 3pi3ax ciM'aHukie iHmakmHux wypie 3eusucmi CiM'siHi kaHanbui 6ynu posmawosaHi y nonepeyHomy
abo Kocomy HarnpsiMKy i manu oeasibHy Yu OKpyerny ¢hopmy. Hdiamemp kaHanbuie 3guvalHull, ernacHa 0bo/ioHKa KaHasnbuig, a makox
binkosa ma cyOuHHa 060s10HKU 8idnosidanu Hopmi. B 6asanbHomy 6i00ini micmsambcsi Halbinbw mMonodi KimuHU crepMamozeHH020
enimenito - cnepmamozoHil. KnimuHu matomb gupaxeHy yHKUioHanbHy akmueHicmb. MopgomempuyHa xapakmepucmuka
crnepmamozeHe3y iHmakmHux ujypie gidrnogidana ¢izionoziyHil Hopmi. BeedeHHs1 po3HUHHUKa MPOMmMsS20M 8Cb020 epiody
criepmamozeHe3y ma 003pigaHHs1 3pinux criepmiig y npudamky CiM'sHUKa He 8M/IUHY/IO Ha 2icmoapximekmoHiKy mecmukys. Yacmouyku
CiM'IHUKa 3aro8HeHIi KOHUeHmMpu4YHUMU abo croweHuUMU npoginamu 3pisie ciM'sHUX KaHanbuig, siki 0o0cmamHbO WinbHO npurnsaanu
00uH 00 00Hoe0. [iamemp kaHanbuyie 3suyaliHull, enacHa obosloHKa KaHanbuig, a makox 6inkosa ma cyOuHHa 060OHKU eidrosidanu
makum y iHmakmHux meapuH. B kaHanbysix eudHo 3-4 2eHepauii criepmMamozeHHUX KITimuH, wo 3Haxoounucsi Ha pisHUx cmadisgx
po3sumky. OOHaK MpoCMexXeHi HEYUCIIEHHI KaHanbyi 3 802HUWEB0I0 ecmpyKUieto enimertiocriepMamo2eHHo20 nracma ma 31yUueHHsIM
Ccmamesux KrimuH y npoceim kaHanbujg. [licrsi eeedeHHs1 gimamiHy D y ecix gugdeHux 003ax HissKUX MOMIMHUX 3MiH y MiKpocmpyKmypi
CiM'IHUX KaHarbujie He 8UsIBNIeHO. Y PI3HUX KaHanbUsSX y Wypie YimKo npocmexeHO He MifbKu criepMamogeHes, a i criepmiozeHes -
emanu KnimuHHUX nepemeopeHb 8i0 criepmamudu 0o criepmamo3doida. MopghomempuyHi MOKasHUKU Mpouecy criepMamozeHe3y
wypie, wo ompumyeanu y pisHux 0o3ax eimamiH D3 He 8i0pi3HAOMbCS 8i0 NMOKa3HUKI8 IHMakmMHux wlypie. Takum YUHOM rpu
8uKkopucmanHi eimamiHy D y 3a3HadeHux 0o3ax eusierieHo Hewkidnueicms Uoz2o Oif K Ha KinbKicmb CriepMamoa2oHili, mak i KaHanbuie
i3 12 cmadieto meliody. lMpu 3acmocysaHHi xonekayugepory y camuig wypie npomsicom 68 0i6 iHOeKC criepmamozeHe3y 3anulwascs
Ha pieHi meapuH, siki He ompumyeasiu docnidxyeaHy peqosuHy. 3acmocyeaHHsi eimamiHy D3 y iHMakmHuUx cmameeospinux camuig
wypie He Mae He2amueHo20 8rJIU8y Ha 2iCmoJIo2idHy KapmuHy CiM'SHUKIG.

KnwouoBi cnoBa: gimamiH D, ciM'aHuUK, 2o0HalomoKCcu4YHicmb, gicmocmpykmypa CiM'aHUKi8, MOpgoMemMpuUYHi NOKa3HUKU
criepmamozeHe3y.
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Thyroid hormones have a significant impact on heart function through both genomic
and non-genomic effects. Deficiency or excess of thyroid hormones leads to profound
changes in the regulation of cardiac function and cardiovascular hemodynamics. The
heart is the main target organ for the action of thyroid hormones and in patients with
hypo- or hyperthyroidism there are marked changes in the work of the heart. The aim of
the work was to establish ultrastructural changes in myocardial components in
experimental hyperhomocysteinemia (HHCy) against the background of hyper- and
hypothyroidism. Thiolactone HHCy was modelized by administering to animals an
exogenous HCy in the form of thiolactone at a dose of 100 mg/kg body weight once a
day for 28 days. Hyperthyroidism was modelized by daily administration of L-thyroxine
at a dose of 200 ug/kg for the 21 days, hypothyroidism - daily administration of thiamazole
at a dose of 10 mg/kg for the 21 days. Individual groups of animals were administered
L-thyroxine and thiamazole in parallel with HCy. High levels of HCy adversely affected
the walls of myocardial blood vessels. The lumens of hemocapillaries were plethoric,
filled with erythrocytes. Changes in endotheliocytes were revealed, and cardiomyocytes
contained deformed nuclei. In laboratory animals with hyperthyroidism, an increase in
ultrastructural changes in the walls of blood vessels (edema of the walls of
hemocapillaries, damaged cristae in mitochondria) were established. In animals that
were modeled for hyperthyroidism and HHCy, more significant changes in
endotheliocytes were revealed, most of the mitochondria were destroyed. More
pronounced alterative changes were revealed in cardiomyocytes. An electron
microscopic examination of the myocardium of animals with hypothyroidism showed
significant degenerative changes in the ultrastructure of the walls of blood vessels, and
hypertrophied mitochondria were also found. The combined influence of hypothyroidism
and HHCy caused the most profound disturbances in the ultrastructure of
cardiomyocytes and hemocapillaries in comparison with other groups of animals. The
integrity of intercellular contacts was impaired, most of the mitochondria of myocytes
had destroyed cristae and the outer membrane.

Keywords: hyperthyroidism, hypothyroidism, hyperhomocysteinemia, myocardium.

Introduction

to affect the

Thyroid hormones are known
cardiovascular system [18]. Clinically, both excess and
deficiency of thyroid hormones may cause or exacerbate
cardiovascular disorders, including atrial and ventricular
arrhythmias, atherosclerotic vascular disease,
dyslipidemia, and heart failure, thereby increasing the risk
of premature death and disease. Thyroid hormones are
an important regulator of cardiac function and
cardiovascular hemodynamics. Triiodothyronine (T,) binds

to nuclear receptor proteins and mediates the expression
of several important cardiac genes, causing transcription
of positively regulated genes, including B-myosin heavy
chain and sarcoplasmic reticulum calcium ATPase.
Negatively regulated B-myosin and phospholamban genes
are reduced in the presence of normal levels of thyroid
hormone in the serum [16]. T,-mediated effects on the
cardiovascular system include relaxation of vascular
smooth muscle, leading to decreased arterial resistance

32

© 2022 National Pirogov Memorial Medical University, Vinnytsya



Nechiporuk V. M., Pentyuk L. O., Kovalchuk O. V., Mazur O. |., Korda M. M.

and diastolic blood pressure. With hyperthyroidism, heart
rate and cardiac output increase, and systemic vascular
resistance decreases, whereas with hypothyroidism, the
opposite is true.

Changes in plasma or tissue levels of thyroid hormones
are associated with significant changes in cardiovascular
function. A significant proportion of patients with heart failure
have some form of thyroid dysfunction, including
hypothyroidism, hyperthyroidism and low T, syndrome [8].
Several clinical and experimental studies have shown the
beneficial effects of thyroid hormones in cardiac pathology
[2, 6, 19]. Epidemiological data confirm a higher risk of
heart failure and a worse prognosis in patients with low
thyroid hormone heart failure.

The aim of the study was to establish ultrastructural
changes in myocardial components under the conditions
of simulated HHCy, hyper- and hypothyroidism and their
combined effects.

Materials and methods

The experiments were performed on 50 outbred white
male rats weighing 180-200 g. Rats were kept at standard
light day on a normal diet. All studies were conducted in
compliance with the requirements of humane treatment of
experimental animals, regulated by the Law of Ukraine "On
Protection of Animals from Cruelty" (Ne 3447-1V of
21.02.2006) and the European Convention for the
Protection of Vertebrate Animals Used for Research and
Other Scientific Purposes (Strasbourg, March 18, 1986).
The Committee on Bioethics of National Pirogov Memorial
Medical University, Vinnytsya found that the study does not
contradict the basic bioethical standards (Minutes Ne 7 of
7.04.2022).

All animals were divided into 5 groups: 1 - intact rats.
This group of animals was injected intragastrically with
1 % starch solution; 2 - animals with thiolactone HHCy,
which was caused by intragastric administration of HCy in
the form of thiolactone at a dose of 100 mg/kg body weight
in 1 % starch solution once a day for 28 days. The dose,
route and duration of thiolactone administration of HCy are
borrowed from the literature and did not cause animal death
[14]; 3 - animals with hyperthyroidism, which were
administered intragastrically daily for 21 days L-thyroxine
at a dose of 200 pg/kg in 1 % starch solution [11]; 4 - animals
with thiolactone HHCy, which were daily administered
intragastrically daily for 21 days L-thyroxine at a dose of
200 pg/kg in 1 % starch solution; 5 - animals with
hypothyroidism, which were daily administered
intragastrically on the 21st day mercazolyl in 1 % starch
solution at a dose of 10 mg/kg body weight [11]; 6 - animals
with thiolactone HHCy, which were administered
intragastrically mercazolyl at a dose of 10 mg/kg per 1 %
starch solution daily for 21 days. Animals were removed
from the experiment 24 hours after the last administration
of the selected substances.

Collection of material for electron microscopic

examination of the myocardium was performed according
to generally accepted rules [4]. The material was fixed in
2.5 % glutaraldehyde solution with active reaction medium
pH 7.2-7.4, prepared on phosphate buffer. Postfixation was
performed with 1 % osmium tetroxide solution, followed by
dehydration in alcohols and propylene oxide and poured
into a mixture of epoxy resins. Ultrathin sections made on
an ultramicrotome LKB-3 (Sweden) were stained with 1 %
aqueous uranyl acetate solution, contrasted with lead
citrate according to the Reynolds method and studied under
an electron microscope PEM-125K.

Results

Ultrastructural studies of the heart wall of intact animals
have shown that cardiomyocytes have an elongated shape
and are interconnected by desmosomal and slit contacts.
Externally, cardiomyocytes are surrounded by sarcolemma.
In the central part of the cells is an oval nucleus with one or
two nucleoli. Euchromatin predominates in the karyoplasm.
The karyolemma contains a uniform perinuclear space and
numerous nuclear pores. In the cytoplasm of cells there
are organelles of general and special purpose (myofibrils).
There is a large number of mitochondria, which are located
between myofibrils in the form of chains and groups near
the nucleus. These organelles contain densely packed
cristae and electron-dense matrix. In the perinuclear part
of the cytoplasm there are tanks of the Golgi complex, free
ribosomes and polyribosomes. The smooth endoplasmic
reticulum forms a system of anastomotic tubules and
contacts the T-tubes. A significant amount of cytoplasm is
occupied by myofibrils. In the longitudinal section of the
cell, they have a well-defined sequential alternation of actin
and myosin microfilaments in the sarcomeres (Fig. 1).
Between the myocardial muscle fibers is a stromal loose
connective tissue that contains blood vessels and nerves.

The myocardium contains a significant number of

%
4 ¥ 7 &f’ 2
Fig. 1. A fragment of cardiomyocytes of the left ventricle of an
intact animal in a state of contraction. Sarcomeres in the composition
of myofibrils (1), mitochondria (2), layers of interstitial connective

tissue (3). x17 000.
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Fig. 2. Ultrastructural state of the hemocapillary of an intact group
animal. Cardiomyocyte fragment (1), capillary lumen (2) with
erythrocyte, nucleus (3) and endothelial cell cytoplasm (4),
basement membrane (5), perivascular space (6). x14 000.

Fig. 3. Ultrastructural changes in the hemocapillar of the left
ventricular myocardium of the animal under conditions of simulated
HHCYy. Capillary lumen with erythrocytes (1), deformed nucleus
(2), swollen cytoplasmic area of endothelial cell (3), basement
membrane (4), fragment of cardiomyocyte (5). x14 000.

hemocapillaries. The capillary wall is formed by endothelial
cells that include the oval nucleus. Karyoplasm contains
mainly euchromatin, heterochromatin forms small lumps,
nucleoli are rare. The cytoplasm of endothelial cells has a
moderate electron density, organelles are moderately
developed and localized near the nucleus. Micropinocytic
vesicles are found in peripheral, cytoplasmic areas.
Endothelial cells lie on a clearly contoured solid basement
membrane, in its cleavage or outside localized pericytes
and adventitial cells, which are rare. The lumen of
hemocapillaries is moderate (Fig. 2).

Submicroscopic studies of the heart of laboratory
animals of the second experimental group, which simulated
HHCy, showed the presence of alternative changes in the
walls of blood vessels. The lumens of the hemocapillaries
were mostly full-blooded, mostly filled with erythrocytes.

Changes in endothelial cells were revealed, which were
manifested by edema of the peripheral part of the cell, a
decrease in the number of pinocytic vesicles and caveolae,
an increase in heterochromatin in the nucleus and local
expansion of the perinuclear space. Contacts between
endothelial cells were partially disrupted. The basement
membrane is compacted or locally swollen (Fig. 3).
Impaired microcirculation of the organ provoked
changes in cardiomyocytes. In the deformed nuclei of
cardiomyocytes the growth of intussusception of a
karyolemma is revealed, in their karyoplasm
heterochromatin prevails, nucleoli are not defined.
Hypertrophied mitochondria with electron-dense matrix and
reduced cristae were observed in electron-dense

sarcoplasm. In some cells, myofibrils were shortened,
compacted, homogenized, and sarcomere structure was

" k i

Fig. 4. Ultrastructural changes of the cardiomyocyte of the left
ventricle of the animal under the conditions of simulated
hyperhomocysteinemia. Deformed nucleus (1), destructively altered
mitochondria with fragmented cristae (2), myofibril overgrowth
zone (3), myofibril lysis sites (4). x15 000.
i 7 SR

Fig. 5. Ultrastructural changes of the left ventricular myocardium
in simulated hyperthyroidism. Capillary lumen with erythrocytes
(1), endothelial cell cytoplasm (2), basement membrane (3),
cardiomyocyte fragment (4). x14 000.

34

ISSN 1818-1295 elSSN 2616-6194 Reports of Morphology



Nechiporuk V. M., Pentyuk L. O., Kovalchuk O. V., Mazur O. |, Korda M. M.

Fig. 6. Submicroscopic changes of the cardiomyocyte of the left
ventricle in white rat under the conditions of simulated
hyperthyroidism. Nucleus (1), altered mitochondria (2), zones of
myofibril rupture (3) and lysis (4), dilated tubules of the endoplasmic
reticulum (5). x14 000.

Fig. 7. Submicroscopic changes in the hemocapillar of the left
ventricular myocardium of the animal under conditions of simulated
hyperthyroidism and HHCy. Capillary lumen with erythrocytes (1),
swollen cytoplasmic area of endothelial cell (2), basement
membrane (3), fragment of cardiomyocyte (4). x20 000.

disturbed (Fig. 4).

Submicroscopic studies of the heart of laboratory
animals of the third experimental group, which simulated
hyperthyroidism, revealed edema of the walls of
hemocapillaries, while the basement membrane was
thickened, the cytoplasm of endothelial cells was
enlightened. The lumenal surface of endothelial cells
formed single cytoplasmic outgrowths and microvilli, and
a decrease in micropinocytic vesicles in the cytoplasm was
determined. In some mitochondria the cristae and the
locally enlightened matrix were damaged, the tubules of
the endoplasmic reticulum were partially dilated (Fig. 5).

Changes in the ultrastructural organization of
cardiomyocytes were manifested by increased
intussusception of the karyolemma and expansion of the

perinuclear space. An increase in changes in the structural
components of the sarcoplasm of some myocytes was
revealed. Myofibrils were thinned with partial lysis, in some
areas sarcomeres were located in a disorderly manner,
areas of myofibril overshortening were determined.
Enlightenment of the matrix and damage to the cristae were
found in the mitochondria. The tubules of the sarcoplasmic
reticulum are dilated (Fig. 6).

Studies of ultrastructural reorganization of the heart of
laboratory animals of group IV, which simulated

hypothyroidism and HHCy, revealed hemocapillaries with
narrowed lumens filled with platelets and erythrocytes.
Endothelial cells underwent significant changes. Their
nuclei were reduced, there were no nucleoli in the
karyoplasm, the

karyolemma formed deep

Fig. 8. Submicroscopic changes of myocardial cardiomyocyte of
the left ventricle of white rat heart under conditions of simulated
hyperthyroidism and HHCy. Damaged mitochondrial membranes
(1), myofibril lysis zones (2), optically bright areas of the cell,
devoid of organelles (3). x18 000

Fig. 9. Ultrastructural changes of the left ventricular myocardial
hemocapillar of a white rat heart under the conditions of simulated
hypothyroidism. Erythrocyte stasis in the capillary lumen (1)
endothelial cell cytoplasm (2), thickened basement membrane (3),
cardiomyocyte fragment (4). x14 000.
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Fig. 10. Submicroscopic changes of the left ventricle cardiomyocyte
in white rat under the conditions of simulated hypothyroidism.
Deformed nucleus (1) with intussusception of the karyolemma,
destruction of mitochondria (2), zones of myofibril overgrowth
(3), enlarged endoplasmic reticulum vacuole (4). x15 000.

Fig. 11. Ultrastructural changes in the left ventricular myocardial
hemocapillar of a white rat heart under conditions of simulated
hypothyroidism and HHCy. The nucleus (1) and cytoplasm of the
endothelial cell (2), the lumen of the capillary (3), the homogeneous
basement membrane (4), a fragment of the cardiomyocyte (5).
x13 000.

intussusception. The cytoplasm of endothelial cells is
enlightened and swollen. The tubules of the endoplasmic
reticulum are dilated and partially fragmented. In most
mitochondria, cristae and the matrix were significantly
enlightened. Few pinocytic vesicles were found in the
cytoplasm. The basement membrane of hemocapillaries
is thickened and poorly contoured (Fig. 7).
Cardiomyocytes showed more pronounced alternative
changes compared to previous observation groups. A
decrease in the area of the nucleus, an increase in the
number and depth of karyolemma intussusception was
found. Karyoplasm was filled with homogeneous
chromatin, nucleoli were not detected. Disturbances in
myofibrils were manifested by their thinning, fragmentation

and lysis. In most mitochondria the cristae were destroyed,
in some of these organelles the outer membrane was
damaged. Sarcoplasm of cells is swollen, enlightened,
electron-bright areas devoid of organelles are determined
(Fig. 8).

Electron microscopic examination of the myocardium
of laboratory animals of group V, which simulated
hypothyroidism, found that hemocapilillary endothelial cells
contained few microbubbles and caveolae, their cytoplasm
was swollen. It revealed dilatation of the endoplasmic
reticulum tubules, hypertrophied mitochondria with an
enlightened matrix and partially reduced cristae. The
karyolemma of the nuclei formed deep intussusception,
the perinuclear space was unevenly expanded. Thickening
and swelling of the basement membrane of blood vessels
were detected (Fig. 9).

Decreased levels of thyroid hormones caused a
violation of the ultrastructure of contractile cardiomyocytes.
Euchromatin predominated in the nuclei, heterochromatin
formed osmophilic lumps, nucleoli were rare. Karyolemma
formed deep intussusception. Sarcoplasm revealed
damage to the contractile apparatus of the cell, which was
manifested by stratification of myofibrils and their partial
fragmentation or compaction, homogenization, areas of
overshortening were detected. Sarcomeres were of
different sizes, actin and myosin microfilaments were
located unevenly. Most mitochondria were hypertrophied,
their matrix was enlightened, cristae were partially
destroyed, not clearly contoured. The expansion of the
tubules and vacuoles of the endoplasmic reticulum was
determined (Fig. 10).

Submicroscopic studies of laboratory animals heart of
the VI experimental group revealed profound violations of
the ultrastructure of endothelial cells. The nuclei of
endothelial cells were compacted, pyknotically altered in
some cells. The cytoplasm was clear and swollen,

-

Fig. 12. Ultrastructural changes in the left ventricular myocardium
of a white rat under conditions of simulated hypothyroidism and
HHCy. Damaged mitochondria (1), endoplasmic reticulum tubules
(2), collagen fibers in the interstitium (3). x14 000.
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micropinocytic vesicles were rare. The lumenal part of the
plasmalemma is indistinctly blurred or destroyed. The
integrity of intercellular contacts is violated. The tubules of
the endoplasmic reticulum were dilated and partially
fragmented. In many mitochondria, cristae and outer
membranes were destroyed. The mitochondrial matrix is
enlightened. The integrity of intercellular contacts is
violated. The basement membrane of the blood vessel
wall is significantly thickened and poorly contoured,
damaged (Fig. 11).

An increase in ultrastructural changes was also found
in cardiomyocytes. The cell nuclei were compacted and
pyknotically altered, the perinuclear space was weakly
expressed. Mitochondria were hypertrophied, they revealed
violations of the integrity of the outer and inner membranes.
Myofibrils have undergone profound changes. Thinning,
fragmentation, and lysis were observed in most cells, and
sarcomeres were unevenly distributed. Activation of
fibroblasts is accompanied by the growth of collagen fibers
in the interstitium (Fig. 12).

Discussion

The results of submicroscopic examination of the
myocardium in HHCy are consistent with the available data
from the literature. We found a negative effect of HCy on the
walls of myocardial blood vessels. The lumens of the
hemocapillaries were mostly full-blooded, mostly filled with
erythrocytes. Changes in endothelial cells were detected,
myocytes contained deformed nuclei. There are several
theories that can explain our data. HCy is thought to cause
degradation and block the synthesis of "long-lived" peptides
such as collagen, elastin and protein glycans. It is able to
destroy disulfide bridges in proteins, which leads to their
gross structural and functional disorders and causes
vascular pathology [1, 5].

We found ultrastructural changes in the walls of blood
vessels in laboratory animals with hyperthyroidism. Edema
of the walls of hemocapillaries was detected, the basement
membrane was thickened, the cytoplasm of endothelial
cells was enlightened. Cristae were damaged in some
mitochondria. Changes in the ultrastructural organization
of cardiomyocytes were manifested by increased
intussusception of the karyolemma and expansion of the
perinuclear space. An increase in changes in the structural
components of the sarcoplasm was revealed.
Gopinathannair R., Sullivan R. and Olshansky B. [3] found
that increased levels of thyroid hormones cause tachycardia
and rapid oxygen consumption, increased production of
end products of metabolism and relaxation of smooth
muscle fibers of arteries, peripheral vasodilation, leading
to reduce peripheral vascular resistance and further
increase heart rate [7]. It has been shown that the
autoimmune process associated with endothelial damage
or dysfunction in hyperthyroidism is accompanied by
increased cardiac output and increased metabolism of
vasodilators [12].

Studies of ultrastructural reorganization of the heart of
laboratory animals, which simulated hypothyroidism and
HHCy, revealed significant changes in endothelial cells,
most mitochondria were destroyed. Cardiomyocytes
showed more pronounced alternative changes compared
to previous observation groups. This can be explained, in
particular, by decreased regulation of the potassium
channel (IK1), which is a characteristic feature of cardiac
hypertrophy and insufficiency in hyperthyroidism. Q. H. Liu
et al. [10] investigated the major cardioprotective
mechanisms of zacopride (selective agonist IK1) in cardiac
remodeling induced by L-thyroxine (T,) or triodothyronine
(T,) in vivo in adult Sprague-Dawley rats. Zacopride
treatment reduced cardiac hypertrophy and collagen
deposition, ventricular dilatation, decreased ejection
fraction, increased cardiomyocytes apoptosis,
hyperactivation of CaMKIAkt and PI3K/signhal to reduce
cardiac autophagy, and increased integrin B, expression,
ie symptoms of cardiac remodeling and dysfunction.
Cardioprotection of zacopride is closely associated with
increased homeostasis of 1K1, SAP97 and [Ca?'] in
cardiomyocytes. In a study by Song E. et al. [13] similar
results were found. The authors found that high levels of
thyroid hormones cause so-called "thyrotoxic
cardiomyopathy" - damage to the myocardium caused by
toxic effects, which leads to changes in myocyte energy
production (oxidative phosphorylation, glycolysis),
intracellular synthesis (protein synthesis) and contractile
function of myofibrils.

Our electron microscopic examination of the
myocardium of animals with hypothyroidism showed
significant degenerative changes in the ultrastructure of
blood vessel walls. Hemocapillary endothelial cells
contained few microbubbles and caveolae, and their
cytoplasm was swollen. Hypertrophied mitochondria with
an enlightened matrix and partially reduced cristae were
detected. Thickening and swelling of the basement
membrane of blood vessels, hypothyroidism caused a
violation of the ultrastructure of contractile cardiomyocytes.
Work of Udovcic M. and others [15] have shown that
hypothyroidism is associated with decreased cardiac
output due to impaired vascular smooth muscle relaxation
and decreased endothelial nitric oxide availability. This
causes a cascading effect of increasing the stiffness of the
arteries, which leads to increased systemic vascular
resistance. At the molecular level, these changes are the
result of decreased Ca?*-ATPase expression of the
sarcoplasmic reticulum and increased expression of
phospholamban, which inhibits ATPase. Thyroid hormones
also affect the renin-angiotensin-aldosterone system.
Under the action of T,, renin substrates are synthesized in
the liver. Thus, in the hypothyroid state, diastolic blood
pressure increases, pulse pressure decreases, and renin
levels decrease. This leads to diastolic hypertension, which
is often sensitive to sodium. Thyroid hormones also
regulate pacing genes through transcription, as well as
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the beta-adrenergic system in cardiomyocytes. As a result
of these mechanisms, heart rate increases in the presence
of thyroid hormones and decreases in hypothyroidism [17].

Under the conditions of the combined influence of
hypothyroidism and HHCy, we found the deepest violations
of the ultrastructure of endothelial cells. Integrity of
intercellular contacts is broken, in many mitochondria
cristae and an external membrane were destroyed. The
basement membrane of the blood vessel wall is significantly
thickened and poorly contoured, damaged. An increase in
ultrastructural changes was also found in cardiomyocytes
(hypertrophied mitochondria). Thinning, fragmentation, and
lysis were observed in most cells, sarcomeres were
unevenly distributed. Activation of fibroblasts is
accompanied by the growth of collagen fibers in the
interstitium. Thyroid hormones affect endothelial functions
mediated by the thyroid hormone receptor (THR)-al and
THR-B. Activation of THR-al increases coronary blood flow,
reduces coronary resistance in mouse models, and
increases nitric oxide production in endothelial and
vascular smooth muscle cells. Activation of THR- by
thyroid hormones induces angiogenesis by initiating a
mitogen-activated protein kinase pathway. Severe
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YNbTPACTPYKTYPHI 3MIHU MIOKAPOA TBAPMH 3A YMOB 3MOJEIbOBAHUX MMNEPFOMOLMCTEIHEMII, MNEP- TA
rNOTUPEO3Y TA iX NOEAHAHIN Ol

Heyunopyk B. M., lMenmtok J1. O., Koeanb4yk O. B., Ma3yp O. I, Kopda M. M.

FopmoHu wumomnodibHoi 3a103u Matome 3HaqyHUU 8rIU8 Ha QOYHKUII0 cepusi ik 3a OOMOMO20K0 26HOMHUX, MaK i He2eHOMHUX egheKmis.
Hegiuum 4qu HalnuwoK mupeoidOHUX 20pMOHi8 rpu3eodums 00 enubokux 3MiH y peaynsuii cepuesoi ¢hyHKkuUii ma cepyego-cyduHHOI
2emoduHamiku. Cepue € OCHOBHUM Op2aHOM-MileHHto Orisi Oif 20pMOHi8 uumornodibHOI 3a5103u i y naujeHmig 3 2ino- abo einepmupeo3om
8idbysatombcs nomimHi 3miHu 8 pobomi cepusi. Memoro pobomu 6yno ecmaHosumu yrnbmpacmpyKmypHi 3MiHU KOMIOHeHmIig Miokapda
3a ymos8 ekcrniepumeHmarbHoi einepaomoyucmeiqemii (ITL) Ha ¢hoHi einep- ma zinomupeo3sy. TionakmoHosy [Tl modentosanu
88e0eHHsIM meapuHaMm ek302eHHo20 2omouyucmeiHy (ML) y ¢popmi mionakmoHy 6 003i 100 ma/ke macu mina oduH pa3 Ha 006y
arnpodoex 28 0i6. lNnepmupeo3 modemntoganu wWnsgxoM WodeHHo20 e8edeHHs L-mupokcuHy 6 003i 200 mka/ke enpodosx 21 dobu,
2inomupeos - wodeHHo20 88edeHHsI MepKka3oniny 8 0o3i 10 ma/ke macu enpodoex 21 OHsi. Okpemum 2pynam meapuH egodunu L-
MUPOKCUH i Mepka3orin napanenbHo 3 L. Bucoki pigHi '] HeeamugHO ernnueanu Ha CMIHKU KPOBOHOCHUX cyOuH miokapdy. Npoceimu
2emMokarinspie 6ynu noeHOKPOBHUMU, 3aro8HeHi epumpoyumamu. BusieneHo smiHu 6 eHlomenioyumax, a kaplimioyumu micmunu
dechopmosaHi si0pa. Y nabopamopHUX meapuH 3 2inepmupeo3oM 8CMaHOB/1€HO HapOCMaHHs yibmpacmpyKmypHUX 3MiH 8 CMiHKax
KPOBOHOCHUX CyOuH (Habpsik cmiHOK 2eMoKarlinspie, NoWKOOXeHi Kpucmu y MimoxoHOpisix). Y meapuH, skum modentosarnu 2inepmupeos
ma [T, susieneHi binbw 3Ha4Hi 3miHU y eHOomernioyumax, binbwicme MimoxoHApiti bynu 3pyliHosaHi. Y kapdiomioyumax eusierieHo
6inbw supaxeHi anbmepamugHi 3MiHU. EnekmpoHHOMIKpockonidyHe 00CiOXeHHs Miokapda meapuH fpu 2inomupeosi nokasamno
3HayHi 0eeeHepamueHi 3MiHU 8 yrnbmpacmpyKmypi CmMiHOK KPOBOHOCHUX CyOUH, 8USI8MEHI maKoxX 2inepmpogos8aHi MimoxoHOpIi.
lMoedHaHul ennue einomupeo3dy ma [Tl euknukas Halbinbw enuboki MopyweHHs1 ynbmpacmpykmypu kapdiomioyumis i eemokarinspie
MOPIBHAHO 3 IHWUMU epynamMu meapuH. LinicHicmb MiPKKNIMUHHUX KOHmMakmig 6yna nopyweHa, 6inbwicmb MimoxoHApIl mioyumig
Mmarnu 3pylHo8aHi Kpucmu ma 308HIWHIO MeMbpaHy.

KnroyvoBi cnoBa: zinepmupeos, zinomupeos, zinepzomouyucmeiHemis, miokapo.
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In recent decades, fractal analysis has been increasingly used in various scientific
fields, including neuroscience; this method of mathematical analysis allows you to
quantify the space filling degree of the studied object and the degree of its spatial
configuration complexity. The aim of the study was to determine the values of the fractal
dimension of the cerebral hemispheres using fractal analysis of skeletonized magnetic
resonance brain images. The present study used magnetic resonance brain images of
100 relatively healthy individuals (who had no structural changes in the brain) of both
sexes (56 women, 44 men) aged 18-86 years (mean age 41.72+1.58 years). 5
tomographic sections of each brain were studied. The 1st coronal tomographic section
was located at the level of the most anterior points of the temporal lobes, the 2nd - at the
level of the mammillary bodies, the 3rd - at the level of the quadrigeminal plate, the 4th
- at the level of the splenium of corpus callosum. The axial tomographic section was
located at the level of the thalamus. Fractal analysis of skeletonized images was
performed using box counting method. The obtained data were processed using
generally accepted statistical methods. The average, minimum and maximum values
of the fractal dimension of different tomographic sections were the following: 1st coronal
section - 1.207+0.003 (1.147+1.277), 2nd coronal section - 1.162+0.003 (1.077+1.243),
3rd coronal section - 1.156+0.003 (1.094+1.224), 4th coronal section - 1.158+0.003
(1.109+1.218), axial section - 1.138+0.002 (1.079+1.194). The average value of the fractal
dimension of the five tomographic sections was 1.164+0.002 (1.126+1.209), and the
average value of the fractal dimension of the four coronal sections was 1.171+0.002
(1.122+1.219). Fractal analysis of skeletonized images of the cerebral hemispheres
allows to quantify the features of the topology and complexity of the spatial configuration
of the cerebral hemispheres. The value of the fractal dimension can be influenced by the
anatomical features of the studied areas of the brain, individual anatomical features, as
well as atrophic and other pathological changes that lead to changes in the shape of the
cerebral hemispheres. The values of the fractal dimension of skeletonized brain images
tend to decrease with age. Coronal tomographic sections are the most representative for
characterizing age-related atrophic changes. Fractal analysis of skeletonized images of
the cerebral hemispheres can be used to diagnose diseases of the nervous system, and
the results of the present study can be used as norm criteria.

Keywords: fractal analysis, fractal dimension, brain, cerebral hemispheres,
morphometry.

Introduction

The brain is one of the most complex structures of the
human body, and the study of its morphology is devoted to a
huge number of scientific papers: from classical anatomical
research to innovative research in modern neuroscience. In
recent decades, diagnostic methods of neuroimaging,
including magnetic resonance imaging, have become
increasingly common. These methods allow us to study the

lifelong morphology of brain structures, which is important
not only for classical morphological studies, but also for the
diagnosis of many diseases of the nervous system.
Various morphometric methods are often used in
neuromorphological research (including the use of
neuroimaging methods) to objectify them and increase
information. Most often, morphometry involves measuring
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the linear size, area, volume of different structures and
pathological foci and the calculation of various indices and
indicators based on these parameters [19]. Most methods
of morphometry are based on Euclidean geometry and are
quite informative in the study of structures with geometrically
simple shapes. However, the spatial configuration of brain
hemispheres is not geometrically correct, so it is difficult to
characterize using traditional methods of morphometry.

In recent decades, many natural sciences, including
neuroscience, are increasingly using methods of fractal
geometry, namely fractal analysis [2, 3, 14]. This method of
mathematical analysis allows you to quantify the degree of
filing of space by the object and the degree of complexity of
its spatial configuration [10, 14]. Given this, the use of fractal
analysis for morphometric study of the cerebral hemispheres
is appropriate and informative, as quantitative
characterization of the shape will assess both individual
anatomical features that affect the configuration of the
hemispheres and the presence of age or pathological
changes in the brain [2].

To characterize the spatial configuration of different
biological structures using fractal analysis, three types of
images are most often used - silhouette (corresponding to
the silhouette of the structure as a whole), outlined (to
characterize the configuration of the contour, boundary or
surface of the structure) and skeletonized [10]. The last type
of images involves the procedure of skeletonization, which
allows to obtain a digital skeleton of the studied structure by
eroding the silhouette image [8, 10, 16, 17].

Skeletonization is most often used as a pre-treatment
method for quantitative analysis (including fractal analysis)
of dendritic tree neurons and other tree-like branched and
reticulate structures [8, 10, 16, 17]. In these cases,
skeletonization allows to level the thickness of the branches
of branched structures and to characterize the degree of
their branching. In our previous studies [15] and in the
studies of other authors [13], fractal analysis of skeletal
images of arbor vitae cerebelli was performed.

Other irregular structures that do not have a clear tree-
like configuration can also be skeletonized. Such structures
include brain hemispheres. In these cases, the
skeletonization procedure detects the vertices of a certain
figure (for example, the vertices of the convolutions of the
cerebral hemispheres) and builds a network that connects
all the detected vertices in the shortest segments and fills
the space inside the silhouette. Despite the fact that brain
hemispheres do not have the classical tree-like
configuration, skeletalization of brain images has been useful
for both fractal analysis and other methods of image
analysis. Skeletonization is currently used as a pre-
processing method to analyze magnetic resonance imaging
of the cerebral hemispheres using the method of "Peak
Width of Skeletonized Mean Diffusivity" [1], which in recent
years has been used to detect diffuse pathological changes
in vascular diseases of the brain, including diseases of
small vessels [1, 7]. Skeletonization is also used for fractal

analysis of the structures of the cerebral hemispheres as a
method of image pre-processing. The vast majority of such
studies used the construction of a digital skeleton of white
matter [4, 6, 20, 21, 24-26]. Skeletonization and fractal
analysis can be used not only to study white matter, but also
to study brain hemispheres as a whole. But studies of
skeletal images of brain hemispheres in general have not
yet been conducted (according to the available scientific
literature). Given the lack of such studies and the great clinical
significance of neuromorphological studies, we decided to
choose the brain hemispheres as a whole as the object of
study.

The aim of the study is to determine the value of the
fractal dimension of the cerebral hemispheres using fractal
analysis of skeletonized magnetic resonance imaging of
the brain.

Materials and methods

The study was conducted in compliance with the basic
bioethical provisions of the Council of Europe Convention
on Human Rights and Biomedicine (04.04.1997), the
Helsinki Declaration of the World Medical Association on
ethical principles of scientific medical research with human
participation (1964-2008), and the Ministry of Health of
Ukraine Ne 690 from 23.09.2009. The conclusion of the
Commission on Ethics and Bioethics of Kharkiv National
Medical University confirms that the study was conducted in
compliance with human rights, in accordance with current
legislation in Ukraine, meets international ethical
requirements and does not violate ethical norms in science
and standards of biomedical research (Minutes of the
meeting of the Commission on Ethics and Bioethics of
Kharkiv National Medical University Ne 10 dated November
7, 2018).

Magnetic resonance (MR) tomograms of 100 relatively
healthy individuals brain (who did not have structural
changes in the brain) of both sexes (women 56, men 44)
aged 18-86 years (mean age 41.72+1.58 years) were used
for the study. MR images were obtained using a Siemens
Magnetom Symphony magnetic resonance imaging scanner
with a magnetic induction value of 1.5 T. T2 and FLAIR modes
with the following parameters were used: T2 mode - TE
(echo time) 130 ms, TR (repetition time) 4440 ms, slice
thickness - 5 mm; mode FLAIR - TE (echo time) 114 ms, TR
(repetition time) 9000 ms, Tl (inversion time) - 2500 ms; the
thickness of the cut - 5 mm.

To examine each brain, 5 tomographic sections were
selected, including four sections in coronal (frontal) projection
and one section in axial (horizontal) projection. We chose
tomographic sections that correspond to different parts of
the cerebral hemispheres and are easily identifiable by
anatomical landmarks, these sections correspond to areas
of the brain where pathological lesions of the brain are most
common in some neurodegenerative diseases, including
Alzheimer's disease [11]. The 1st coronal tomographic
section was located at the level of the anterior points of the
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C
Fig. 1. Pre-processing of magnetic resonance imaging of the brain:
A - original T-2 weighted MR image, B - removal of background
structures, C - image segmentation with conversion to binary format,
D - skeletalization of the image.

temporal lobes, the 2nd - at the level of corpus mamillare,
the 3rd - at the level of lamina quadrigemina, the 4th - at the
level of splenium corpori callosi. The axial tomographic
section was located at the level of the thalamus.

After selecting the images, they were pre-processed
(Fig. 1). The Adobe Photoshop CS5 graphics editor created
images with a resolution of 128 pixels per inch and the
following dimensions: 512x400 pixels for coronal sections
and 512x800 pixels for axial sections. A fragment of the digital
tomographic image corresponding to the study area was
inserted into the previously created image, and this fragment
was placed so that the tomographic section of the cerebral

hemispheres was completely placed in the created image
and did not go beyond it (see Fig. 1A).

The next stage of preliminary preparation was the
segmentation of images with their conversion into binary
format. Initially, the background structures were removed
from the image (see Figure 1B). For this purpose, pixels that
do not correspond to the studied structure (tomographic
section of the hemispheres) were colored white (for T2-
weighted images) or black (for images obtained in FLAIR
mode). Next, Adobe Photoshop CS5's "threshold" tool was
used for preliminary ("rough") segmentation. Pixel brightness
threshold processing was performed: all pixels with a
brightness value less than the specified threshold value
were colored black, the remaining pixels were colored white.
For images obtained in T2 mode, a median threshold value
of 128 was used, with the pixels corresponding to the brain
tissue stained black and the rest white. For images obtained
in FLAIR mode, an empirical brightness threshold of 65
was used, with the pixels corresponding to the brain tissue
stained white and the rest black. After the previous "rough"
segmentation with the help of manual correction, precise
segmentation was performed to improve the anatomical
accuracy of the obtained images, using the tools of the
program "Adobe Photoshop CS5". Thus, as a result of MR
image segmentation, we obtained binary silhouette images
of the cerebral hemispheres (see Fig. 1C).

For further stages of image processing and analysis,
the Image J program was used [23]. Binary silhouette
images were skeletonized using the "skeletonize" tool (see
Figure 1D). The line thickness of the digital skeleton formed
with this tool was 1 pixel. This tool was used to process
each of the five selected tomographic sections of the cerebral
hemispheres (Fig. 2).

Fig. 2. Skeletonized images of the cerebral hemispheres: A- 1st coronal section, B - 2nd coronal section, C - 3rd coronal section, D - 4th

coronal section, E - axial section.
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Table 1. Statistical parameters of the distribution of fractal dimension (FD) values of cerebral hemispheres skeletonized images.

Tomographic section M m s CV, % Min Percentile 25 [ Me (percentile 50) | Percentile 75| Max
Coronal 1 1.207 0.003 0.027 2.27 1.147 1.186 1.210 1.227 1.277
Coronal 2 1.162 0.003 0.031 2.70 1.077 1.136 1.162 1.184 1.243
Coronal 3 1.156 0.003 0.029 2.47 1.094 1.137 1.152 1.177 1.224
Coronal 4 1.158 0.003 0.026 2.26 1.109 1.139 1.155 1.176 1.218
Axial 1.138 0.002 0.023 2.04 1.079 1.122 1.139 1.152 1.194
Average (all sections) 1.164 | 0.002 0.018 1.56 1.126 1.150 1.163 1179 1.209
Average (1-4 coronal) 1.171 | 0.002 0.021 1.79 1.122 1.157 1.168 1.185 1.219

After skeletalization, fractal analysis of images was
performed using the box counting method, using the "“fractal
box count" tool of the Image J. program. Fractal dimension
(FD) values of skeletonized tomographic images of five
different locations were determined in the MR tomogram of
each brain (see Fig. 2). The mean FD values of all five sections
and the average FD values of four coronal sections were
also calculated for each brain.

Statistical data processing was performed using
Microsoft Excel 2016. Data were processed using variation
statistics. The following statistical parameters were
calculated for each variation series: arithmetic mean (M), its
error (mM), standard deviation (o) and coefficient of variation
(CV). To determine the peculiarities of the distribution of
fractal dimension values, the median (Me), the values of the
25th and 75th percentiles, the minimum (min) and maximum
(max) values were determined. The distribution of values for
normality was checked using the Shaporo-Wilk W test. The
significance of statistical differences between the fractal
dimensions of tomographic sections of different localization
was assessed using the Kruskal-Wallis KW test with
Bonferroni correction and the post-hoc Dunn test for multiple
comparisons. To determine the relationship between the
values obtained, the Pearson correlation coefficient (r) was
calculated, the significance of which was assessed using
the Student's t test.

Results

The distribution of fractal dimensional (FD) values of
skeletal images of tomographic sections of five
localizations, as well as average FD values of five
tomographic sections and average FD values of four coronal
sections are shown in Table 1 and Figure 3. When checking
the distribution of FD values for normality was it was found
that the distributions of FD values of the 1st coronal section
(p=0.674), 2nd coronal section (p=0.331), 3rd coronal
section (p=0.166) and axial section (p=0.823) did not differ
statistically significantly from the normal distribution. The
difference in the distribution of FD values of the 4th coronal
section from the normal distribution was questionable
(p=0.084). The distributions of the mean FD values of the
five sections and the mean FD values of the four coronal
sections also did not differ statistically significantly from
the normal distribution (p=0.451 and p=0.283, respectively).

The nonparametric Kruskal-Wallis test was chosen to
compare the FD values of five tomographic sections. The
calculated value of p was less than the specified threshold
level of significance a (a=0.050, p»0), therefore, the null
hypothesis (H, hypothesis) about the lack of differences
between the studied samples can be refuted.

To find out which samples were statistically significantly
different, we made pairwise comparisons using the Dunn
post-hoc test. We chose the level of statistical significance
a=0.050, which with the Bonferroni correction for multiple
comparisons was a=0.005. It was found that the FD values
of the 1st coronal section were statistically significantly
different from the FD values of all other tomographic
sections (p<0.001), as well as the FD values of the axial
section (p<0.001). However, no statistically significant
differences were found between the FD values of the following
pairs of coronal sections: 2nd and 3rd (p=0.202), 2nd and

. J%I%$+

11

1.05

u Coronal 2 u Coronal 3 u Coronal 4

o Average (all sections) m Average(1-4 coronal)

mCoronal 1
O Axial

Fig. 3. Distribution of fractal dimensional (FD) values of skeletonized
images of the cerebral hemispheres.

Table 2. Correlation relationships of fractal dimension values of
skeletonized images of cerebral hemispheres.

Coronal 1| Coronal 2 | Coronal 3| Coronal 4 | Axial
Coronal 1 - 0.40# 0.25* 0.29* 0.01
Coronal 2 0.40# - 0.46# 0.43# 0.14
Coronal 3 0.25* 0.46# - 0.51# 0.25*
Coronal 4 0.29* 0.43# 0.51# - 0.10
Axial 0.01 0.14 0.25* 0.10 -

Note: the table shows the values of the Pearson correlation
coefficients (r); * - p<0.01; # - p<0.001.
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4th (p=0.477), 3rd and 4th (p=0.572).

Correlation analysis of FD values of five tomographic
sections was also performed (Table 2). It was found that the
FD values of coronal sections were associated with a
statistically significant positive correlation between medium
and low strength. A stronger correlation was found between
the FD values of adjacent coronal sections: 3rd and 4th, 2nd
and 3rd, 1st and 2nd. Axial section FD values were not
strongly correlated with coronal section FD values. A
statistically significant positive correlation of axial section
FD values was found only with FD values of the 3rd coronal
section; with FD values of the rest of the coronal sections
statistically significant correlation was not detected (p>0.05).

Because the age range of the subjects was quite wide,
ranging from 18 to 86 years, we investigated whether the
values of the fractal dimension of skeletal images of the
cerebral hemispheres change with age. As can be seen
from the data in Figure 4, the FD values of different sections
had a general tendency to decrease with age. The FD values
of the coronal sections had a statistically significant negative
correlation with age, while the FD values of the 1st and 3rd
coronal sections had a weak correlation with age
(respectively r=-0.22, p<0.05 and r=-0.26, p<0.01), and the
2nd and 4th sections - correlation of medium strength
(respectively r=-0.45, p<0.001 and r=-0.39, p<0.001). In
contrast to coronal sections, the FD values of the axial section
did not have a statistically significant correlation with age
(r=0.09, p>0.05). The mean FD values of all five tomographic
sections and the mean FD values of the four coronal sections
had a statistically significant negative correlation with age of
medium strength (respectively r=-0.40, p<0.001 and r=-0.46,
p<0.001).

Discussion

Brain hemispheres are the subject of a number of
different studies using fractal analysis due to the irregularity
of their shape, as well as the clinical significance of
guantitative characterization of the complexity of the spatial
configuration of brain structures [2]. For fractal analysis of
cerebral hemispheres structures, various techniques are
used, which involve the analysis of different types of images
(silhouette, outlined and skeletonized). Different authors
studied different structures and parts of large hemispheres.
In the vast majority of works to characterize atrophic changes
of the brain fractal analysis of the cortex as a whole [5, 11, 22]
and the surface of the brain [9, 12], including - analysis of the
skeletal surface of hemispheres [12]. A number of studies
have performed fractal analysis of the white matter of the
cerebral hemispheres, including their silhouettes or tissue
as a whole [6, 18, 26], contours or surfaces (linear boundary
between the cortex and white matter) [6, 26] and skeletonized
images [4, 6, 20, 21, 24-26]. Studies using fractal analysis
of skeletal images of the white matter of the cerebral
hemispheres are closest to our study. But the skeletalization
of the white matter of the cerebral hemispheres used in
these studies involves the use of complex image

segmentation algorithms, as it requires anatomically
accurate separation of white matter and cortex. Therefore,
the use of silhouette images of the cerebral hemispheres
as a whole (including gray matter, white matter and
cerebrospinal fluid inside the ventricles) with their
subsequent skeletalization helps to simplify segmentation
algorithms, and also allows to assess the spatial
configuration of not only white matter but also the cerebral
hemispheres in general.

Fractal analysis of skeletal images of both white matter
and hemispheres of the brain as a whole provides a
guantitative assessment of the topology of brain
hemispheres. The digital skeleton repeats the configuration
of the structure as a whole and has the same topology as
the silhouette image. Therefore, the analysis of the digital
skeleton makes it possible to assess how white matter and
large hemispheres of the brain as a whole fill the space,
eliminating the influence of the area of the silhouette image.

Fractal analysis of skeletal images also provides a
guantitative characterization of the degree of spatial
complexity and anatomical features of brain hemispheres.
The number and density of convolutions visualized on
tomographic sections may differ in different individuals and
in different parts of the brain. The more vertices (convolutions)
the silhouette image has, the more complex the
configuration of its digital skeleton will be and the greater
will be the value of its fractal dimension. The values of the
fractal dimension determined by us as a result of this study
may differ significantly in different individuals with close or
the same age in the study of tomographic sections of the
same localization (see Fig. 4). It can be assumed that the
difference in FD values in these cases is significantly
influenced by the peculiarities of individual anatomical
variability. In addition, FD values may differ depending on
the location and orientation of the tomographic section
(including differences in FD values in the same person).
This may indicate that the value of FD is also influenced by
the anatomy of different parts of the brain (see Fig. 2). Thus,
the FD values of skeletal images can reflect both individual
and regional anatomical features of the cerebral
hemispheres.

In addition to characterizing the anatomical features,
fractal analysis of the digital skeleton of the white matter of
brain hemispheres can detect changes in some diseases
and pathological conditions. This method of research
revealed changes after acute cerebrovascular disorders [24],
after traumatic brain injury [20], multiple sclerosis [4] and
amyotrophic lateral sclerosis [21]. This indicates the
possibility of using this method of research to diagnose
some diseases of the nervous system.

Age-related changes in the brain are of great importance
for the development of normative criteria, which, in turn, can
affect the value of the fractal dimension of skeletal images.
Traditional morphometric methods based on Euclidean
geometry have revealed a decrease in the gray and white
matter of the brain; these features reflect the dynamics of
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atrophic changes in the brain as a whole [19]. Using fractal
methods, a statistically significant decrease in the values
of the fractal dimension of the digital skeleton of white matter
during normal aging was found [6, 25, 26], which is
consistent with our data. Atrophic changes in the cortex
and white matter of the cerebral hemispheres can change
their spatial configuration, which in turn can affect the
configuration of the digital skeleton - reducing the number
and shortening of branches, reducing the number of
connections, and so on. This simplification of the spatial
configuration is reflected in the reduction of the fractal
dimension of skeletal images.

According to our data, the FD values of coronal
tomographic sections were more representative for
characterizing age-related changes than the FD values of
the axial section. In the work of King R. D. et al. [11] to study
pathological atrophic changes in Alzheimer's disease, a
fractal analysis of the cerebral cortex was performed;
coronal sections of the same localization as in our study
were studied; axial sections of three different localizations
were also investigated. It was found that the difference
between the FD values of the cerebral cortex of the control
group and patients with Alzheimer's disease was greater
in the study of coronal sections than in the study of axial
sections. This data is consistent with the data we have
received.

Given that the average FD value of the four coronal
sections has a stronger correlation with age than the
average FD value of all five tomographic sections, and given
the lack of a statistically significant correlation between the
FD values of the axial section and age, it is possible to
consider that the most representative indicator for
characterization of age changes is the average value of FD
of four coronal sections. This value has the strength of the
correlation with age, comparable to the greatest strength
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®PAKTANIbHA PO3MIPHICTb CKENETOHOBAHUX MAIMHITHO-PE3OHAHCHUX 30BPAXXEHb K MIPA NMPOCTOPOBOI

CKNAOQHOCTI BENUKUX NIBKYJNb rOIOBHONO MO3KY
Map‘eHko H. I., CmenaHeHko O. 1O.

®pakmanbHull aHani3 8 ocmaHHi decsimunimms dedari wupwe 8UKOPUCMOBYEMbLCS Y PI3BHUX HayKosux cghepax, y momy 4uchni
HelipoHaykax. Llel crioci6 mamemamu4yHo20 aHarisy 00380/I5IE€ KiflbKICHO 8u3HadYamu CmyniHb 3aro8HEHHS1 npocmopy ob6'ekmom ma
cmyniHb ckradHocmi (1020 npocmopoeoi KoHgieypauii. Mema AocridxeHHs1 - 8U3HaYUMU 3HaYeHHsT hpakmaribHOI PO3MIPHOCMI 8eTUKUX
rigKy b 20/108HO20 MO3KY 3a OOMOMO_20K hpakmarnbHO20 aHalidy CKesiemoHO8aHUX MazHimHO-pPe30HaHCHUX 306paxeHb 207108HO20
mo3sky. [na docnidxeHHss 6yno suKopucmaHo MagHImHO-Pe3oHaHCHI momozpamu 20/108H020 Mo3Ky 100 ymosHo 30oposux ocib (siki He
Manu cmpyKkmypHUX 3MiH 20/108H020 MO3Ky) 060x cmamel (xiHok 56, yonosikie 44) eikom 18-86 pokie (cepedHil ik 41,72+1,58
poKig). Y KoXHOMY MO3Ky Oynu docnidxeHi 5 momoepadhidHux 3pisig. 1-U KopoHasnbHUl momoepadhidHull 3pi3 bye po3mawosaHul Ha
pigHi Halbinbw nepedHix MOYOK CKPOHEe8UX Yacmok, 2-U - Ha pigHi cOCOYKO8UX min, 3-U - Ha pigHi YomupuaopbKoeoi nnacmuHku, 4-
U - Ha pigHi 8arika mMo3osucmoeao mina. AkcianbHuli momozpacghidHuUl 3pi3 6ye posmawosaHull Ha pigHi manamyca. llposoduscs
ppakmarnbHUll aHai3 cKernemoHo8aHux 30b6paxeHb 3a 00rMomMoeoto crnocoby nidpaxyHKy keadpamis. OmpumaHi 0aHi 0bpobnsinucs 3a
doromoeot0 3az2aibHOMNPUUHAMUX cmamucmuyHux memodige. CepeldHi, MiHiManbHe ma MakcumalsbHe 3Ha4eHHs pakmarnbHOI
PO3MipHOCMI Pi3HUX MomozpaghidHux 3pisie 6ynu HacmynHumu: 1-U kopoHasbHUU 3pi3 - 1,207+0,003 (1,147+1,277), 2-U KOpoHanbHUl
3pi3 - 1,162+0,003 (1,077+1,243), 3-U kopoHanbHuti 3pi3 - 1,156+0,003 (1,094+1,224), 4-0 kopoHanbHull 3pi3 - 1,158+0,003 (1,109+1,218),
akcianbHul 3pi3 - 1,138+0,002 (1,079+1,194). CepedHe 3Ha4yeHHs ¢hpakmarnbHOi po3mipHocmi n'smu 3pi3ie cknadano 1,164+0,002
(1,126+1,209), cepedHe 3Ha4YeHHs1 hpakmasrbHOi pO3MIPHOCMI YOMUPbLOX KOPOHasnbHUX 3pidie cknadano 1,171+0,002 (1,122+1,219).
®pakmanbHuli aHani3 ckenemoHo8aHUX 306paxeHb 8e/TUKUX MiBKY/b 20/7108HO20 MO3KYy 00380J18€ KiflbKiICHO Xapakmepusysamu
ocobiugocmi mononoaii ma cknadHocmi MPOCMopPo.oi KOHigypauii 8ernuKkux MnieKysib 20/108H020 MO3KY. Ha 3HadyeHHs1 ¢hpakmarnbHol
pO3MipHOCMIi MOXymb ernueamu aHamomidHi ocobnugocmi 0ocnidxyeaHux OiNSTHOK 20/108HO20 MO3KY, iHOUGIOyarnbHi aHamoMidHi
ocobnueocmi, a makox ampogiyHi ma iHwi namonoaiyHi 3miHU, wo fnpu3eodsime A0 3MiH ¢hOpMU BEMIUKUX iKY b 20/T08HO20 MO3KY.
3HayeHHs1 ppakmarsnibHOI PO3MIPHOCMI CKenemoHo8aHUX 306paxeHb 20/108HO20 MO3KY Maromb MEHOeHUito 00 3HUXEHHSI 3 8iKOM.
Halbinbw pernpe3eHmamugHUMU 0151 Xxapakmepu3yeaHHs1 8ikosux ampoghidHUX 3MiH € KOpOHarbHi momoepaiyHi 3pi3u. ®pakmanbHul
aHarli3 cKkenemoHo8aHuUx 300paxeHb 8erIUKUX Mi8KY b 20/108HO20 MO3KYy Moxe bymu eukopucmaHuli 0n1a diazHOCMUKU 3ax80pr8aHb
Hepeosoi cucmemu, a pedynbmamu daHo20 OOCIIOXKEHHS MOXymb 6ymu eukopucmaHi 'y ssKocmi Kpumepiie HopMu.

KntovoBi cnoBa: ¢ghpakmarnbHuli aHani3, opakmarnbHa po3MIpHICMb, 20/108HUU MO3OK, 8€/UKI Mi8KYyi 20/108HO20 MO3KY, MOPGOMempisi.
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Surgical infection is one of the most important and important problems of modern
medicine. The lack of a universal remedy and method of wound treatment, the difficulty
of choosing universal tactics of management of patients with chronic wounds determines
the need for further search for new treatments that stimulate reparative processes in
chronic wounds, including morphological research methods. The role of cellular
regulation in the pathogenesis of the restoration of the morphofunctional state of a
chronic wound in the conditions of its damage remains undisclosed. Therefore, the aim
of our study was to evaluate the role of myofibroblasts in the healing of chronic purulent-
necrotic wounds in the treatment of mesenchymal stem cells using
immunohistochemistry. In the experiment we obtained a model of chronic purulent-
necrotic wound, which meets all the requirements for quality indicators in the study of
morphological changes in chronic wounds and can then be used as a basis for
preclinical research. The condition of chronic purulent-necrotic wounds in 120 rats
was studied by histological and immunohistochemical methods. Chronic wound was
modeled according to the original method of the author: during the formation of a
standard skin defect in the interscapular area of the rat with a diameter of 1 cm, the
surrounding tissue was superimposed ischemic metal structure to reduce blood flow in
the wound area, which significantly slowed the delay. Treatment was started from 28
days from the beginning of wounding, which clinically and histologically corresponded
to the chronicity of the wound process. Statistical processing of morphometric parameters
was performed using the standard software package "Statistica 6.1". It was found that
the positive dynamics of healing of chronic wounds, using 0.025 % decasan solution,
was observed mainly in the early stages (3-7 days), while mesenchymal stem cells
(MSC) and MSC cloned in inert gases (MSC-IG) were effective at all stages of the
study. The use of MSC and MSC-IG creates favorable conditions for the normal course
of regenerative processes and epithelialization of wounds, providing anti-edema and
anti-inflammatory effects with activation of myofibroblasts, which increases the healing
efficiency of chronic purulent-necrotic wounds. Prospects for the use of MSC in the
treatment of chronic wounds are shown.

Keywords: chronic wounds, treatment, mesenchymal stem cells, myofibroblasts,
morphological changes, immunohistochemistry.

Introduction

In recent years, there has been an increase in the
number of patients with chronic purulent-necrotic wounds,
due to the formation of antibiotic-resistant strains of
microorganisms and the preservation of a significant
number of wound complications [7, 15]. The treatment of
chronic wounds is a significant burden on the health care
system - both in the intensity of treatment and in its cost [6].
A significant amount of work has been devoted to the study
of the mechanisms of regenerative processes in chronic
wounds [1, 2, 3]. However, the role of cellular regulation in
the pathogenesis of the restoration of the morphofunctional

state of a chronic wound in terms of its damage remains
undisclosed [2, 3]. Today, the therapeutic potential of
different types of stem cells is being discussed, but in
terms of therapy, the most effective cell population has not
yet been determined. In recent years, experimental material
has been accumulating that shows the ability of
mesenchymal stem cells (MSC) to produce anti-
inflammatory factors, growth factors that increase the
proliferative activity of epitheliocytes and fibroblasts [7]. The
role of myofibroblasts in the healing of chronic purulent-
necrotic wounds has not been fully elucidated.
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The aim of the study was to evaluate the role of
myofibroblasts in the healing of chronic purulent-necrotic
wounds in the treatment of mesenchymal stem cells using
the immunohistochemical method.

Materials and methods

On the basis of the veterinary clinic (vivarium) National
Pirogov Memorial Medical University, Vinnytsya performed
an experimental study on 120 rats. All animals were divided
into the following groups: | - control (without treatment); Il -
the use of classical wound healing (decasan); lll - the use
of clones of mesenchymal stem cells (from the umbilical
cord); IV - the use of mesenchymal stem cell clones (cloned
in inert gases). The study was performed in accordance
with international conventions on the protection of animals
used for experimental and other scientific purposes
(Strasbourg, 1985), as well as in accordance with the
provisions of the Bioethics Committee of the National
Pirogov Memorial Medical University, Vinnytsya (Minutes
Ne 6 of 20.06.2019).

To assess morphological changes in chronic wounds,
fragments measuring 0.5 cm?1.0 cm?1.0 cm were excised
from the wound edges, followed by fixation in 10 % neutral
formalin solution. The samples were prepared according
to standard methods. Histological sections 5-7 ?m thick
were stained with hematoxylin and eosin, Mason's
trichrome [5, 16]. Microscopy and photographing of
histological specimens were performed using a light
microscope OLIMPUS BX 41 at magnifications of 40, 100,
200 and 400 times. Microscopy assessed the condition
and cell composition of chronic wounds, the presence and
nature of reparative changes. Images were obtained and
processed, morphometry and statistical processing were
performed using the program "Quick PHOTO MICRO 2.3".

Immunohistochemical study was performed using
paraffin blocks and DAKO reagents with monoclonal
antibodies markers of intermediate filaments,
mesenchymal cells and myofibroblasts - vimentin (Clone
V9) and smooth muscle actin (aSMA, Clone 1A4),
transmembrane protein of endothelial cells, stem and
embryonic fibroblasts - CD34 (Clone QBEnd 10) with
visualization system En VisionTMFLEX. The results of the
study were evaluated taking into account the distribution of
expression of vimentin, aSMA and CD34 in cells, the
intensity of the reaction and the nature of the interaction
with other structural elements. Evaluation of the
immunohistochemical response was performed in 10
fields of view at 200 and 400-fold magnification. The
intensity of expression was assessed by a semi-
quantitative method based on the severity and integrity of
the color of the cytoplasm according to the following
scheme: low, moderate and strong, given the localization
of pathological changes. Pieces of wounds obtained from
experimental animals without corrective therapy were used
as controls. To quantify vimentin, smooth muscle actin and
endothelial cell marker CD34, a semi-quantitative method

was used, according to which 4 categories were
distinguished: 0 (-) - negative reaction (staining <5 % of
cells), 1 (+) - weak staining (positively stained 10-30 % of
cells), 2 (++) - moderate reaction (most positively stained
cells - 31-60 %) and 3 (+++) - intense staining (>60 % of
cells or almost all cells are positively stained). The
expression coefficient (EX) was calculated for each
observation according to the formula: KE=Z(i x v)/100, where
i is the intensity of staining in points (0 to 3), v is the
percentage of stained cells (0 to 100% of the most
expressed by the reaction in 10 fields of view at ?400) for
each value [9].

Statistical processing of morphometric parameters was
performed using the standard software package "Statistica
6.1" from StatSoft (SRC National Pirogov Memorial Medical
University, Vinnytsya, licensed Ne BXXR901E246022FA) and
Excel. Differences between samples were determined
using Student's t-test, and the mean values for each trait
and their standard deviations were determined. The level
of p<0.05 was determined as probable in all tests.

Results

On the 28th day of the experiment we received chronic
purulent-necrotic wounds in 97.0 % of experimental animals,
which were characterized by classic signs of chronic
progressive inflammation: the presence of a large area of
fibrinoid necrosis with admixtures of polymorphonuclear
leukocytes, macrophages, lymphocytes, lymphocytes and
lymphocytes. At the same time both in the central
departments (bottom of a wound), and in edges the
multilayered flat keratinized epithelium was practically not
defined due to considerable necrotic changes of
epitheliocytes.

In the groups using decasan, MSC and MSC-IG on the
third day of treatment (31 day of observation) around the
wound edges and in the bottom recorded the appearance
of a narrow layer of poorly differentiated cells (Fig. 1), the
number of which differed significantly from the control group

e A SRR e d
Fig. 1. Layers of vimentin-positive poorly differentiated fibroblasts
at the bottom of a chronic wound. MSC-IG, 3 day of treatment (31
day of observation). Immunohistochemical (IHC) reaction with
vimentin, x200.
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Table 1. Intensity of aSMA, CD34 and vimentin expression in the treatment of chronic purulent-necrotic wounds (at the rate of 0.1 mm?)

on the 3 day of the experiment.

Experimental groups
Cellular composition
Control Decasan MSC MSC-IG
aSMA 0.680+0.023 0.737+0.026" 0.852+0.0361 0.936+0.036*
CD34 0.090+0.010 0.110+0.012" 0.130+0.015t 0.140+0.007*
Vimentin 1.210+0.112 1.280+0.131* 1.640+0.1261 1.783+0.116*t

Notes: here and in the following tables, MSC - mesenchymal stem cells; MSC-IG - mesenchymal stem cells cloned in inert gases;
* - p<0.001 compared to control; T - p<0.05 compared to Decasan; » - p>0.05 when comparing observation groups.
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Fig. 2. Endothelial cells that form the walls of newly formed blood
vessels. MSC-IG, 3 days after treatment (31 day of observation).
IHC reaction with CD34, x200.

confirmed by immunohistochemical research (Table 1).

As can be seen from Table 1, in decasan, MSC, and
MSC-IG groups significantly increased the number of aSMA-
positive myofibroblasts, CD34-expressing endothelial cells,
and mesenchymal cells (vimentin-positive fibroblasts),
especially in the MSC-IG group (p<0.001).

The bottom of the wound at this observation period
consisted in all experimental groups of three distinct layers:
leukocyte-necrotic layer, a narrow surface layer containing
vascular loops, and a deeper layer containing vertical
vessels with surrounding cell clusters in the form of
horizontally located and an amorphous intermediate. In
longitudinal sections, the layer of horizontal fibroblasts was
manifested by the concentration of cellular elements of the
fibroblastic series: immature fibroblasts, myofibroblasts,
fibroblasts that had an approximate course perpendicular
to the wound edge. Cross sections of cell nuclei were oval
and rod-shaped. Among the latter, slit-like lumens were
identified, so they can be defined as endothelial cells that
formed the walls of newly formed vessels in the immediate
vicinity of the wound and gave a positive reaction on
immunohistochemical labeling on CD34 (Fig. 2).

On day 7 of the experiment, morphological changes in
chronic purulent-necrotic wounds of the control group
corresponded to previously established, with a slight
decrease in the thickness of the purulent-necrotic layer
and a large number of randomly arranged fibroblasts, mast
cells, macrophages, lymphocytes and plasma cells. A

feature of this observation period in the groups with
corrective treatment of MSC and MSC-IG was a significant
decrease in mononuclear cells despite an increase in the
number of cells of mesenchymal origin with active
vasculogenesis, which was confirmed by
immunohistochemical analysis (Fig. 3, Table 2), in which
probable values were obtained (p<0.001) compared with
the control and other groups, but the expression of aSMA
and CD34 in animals treated with decasan and MSC was
not significant (p>0.05) compared with the untreated group.

In the control group at this time of the experiment in
micropreparations revealed severe edema, accumulation
of lymphocytes, leukocytes, macrophages in the superficial
departments and in immature granulation tissue.
Histological examination revealed cellular detritus
surrounded by a well-defined pyogenic membrane,
abundantly infiltrated with leukocytes. At coloring on collagen
fibers loosening of fibrous structures with their infiltration
by neutrophilic leukocytes, a large number of lymphocytes,
macrophages were defined. The fullness of the vessels
was preserved with the expansion and thickening of their
walls due to edema.

In the groups of decasan, MSC and MSC-IG on the 7th
day of the experiment (35 day of observation) edema and
vascular hyperemia, compared with the 3rd day, were
significantly reduced. Coagulation necrosis in the center
of the wound becomes homogeneous, eosinophilic,
homogeneous, as a result of fluid loss and drying, cracks
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Fig. 3. Proliferation of myofibroblasts. MSC-IG, 7 days after
treatment (35 day of observation). IHC reaction with smooth muscle
actin (aSMA), x200.
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Table 2. Intensity of aSMA, CD34 and vimentin expression in the treatment of chronic purulent-necrotic wounds (at the rate of 0.1 mm?)

on the 7 day of the experiment.

N Experimental groups
Cellular composition
Control Decasan MSC MSC-IG
aSMA 0.750+0.040 0.815+0.054" 0.794+0.027~ 1.114+0.126*t
CD34 0.220+0.010 0.282+0.030" 0.290+0.040" 0.730+0.074*
Vimentin 1.500+0.143 1.610+0.120" 2.047+0.038* 2.346+0.074*
’ i 10 @ undergone significant changes. In the groups MSC-IG and
- \ . . .
; Q—O > -~ g M A MSC on day 14 in 80 % and 70 % of experimental animals
4 e S AL R 8 '-’;f \ was almost complete cleansing of wounds from purulent-
. g ke 4" ' }J‘\’,’» “  necrotic detritus and the formation of connective tissue scar
. Joc e s & S "%’t = with epithelialization, with similar changes in these terms
3 -/' e e AR 26 - were found in the control group only 10 % of rats and 60 %
- = Ay Ok 2 - ’V,. ’ th d
z ¢ < s 5 3 with decasan.
4 ¢ § » R YRR 2 ; 3 After treatment with decasan, MSC and MSC-IG
v o - A, . . .
” 7 vl & N*-% = N ”J observed attenuation of dystrophic changes in collagen
- . = F » . . . . e
oL <5, A By Y © f‘_.‘?.‘ﬁ' fibers. However, in the MSC-IG group, a significant decrease
e Yoo ¥ s SR 837 A By in both dystrophic changes in smooth myocytes and an
;'“‘:- ' %y AL e LN . s i increase in the number of smooth muscle elements was
- ) G - = > v . . . . )
' o > ) \}“ .. T : observed at this observation period, which was confirmed
- - - 5 - Ny i | & 4 5 . . . . .
s > oA . & /4 &% by immunohistochemical data using SMA (Fig. 4).

Iz}g. 4. Increased number of myofibroblasté around blood vessels.
14 days after treatment (MSC-IG, 42 day of observation). IHC
reaction with smooth muscle actin (aSMA), x200.

appear in it, sometimes covered with endothelium. In a
zone of a necrosis vessels with segmentally destroyed
walls and agglutinin erythrocytes and thrombi with signs of
the initial organization are found. On the periphery of the
necrotized areas there are a large humber of macrophages
in the form of "granular balls", in the area of resorption of
foci of hemorrhage - many siderophages and newly formed
vessels of the microcirculatory tract. On the seventh day of
the experiment (35 day of observation) according to our
data in the control group with chronic progressive purulent-
necrotic wounds in comparison with animals receiving
decasan, MSC and MSC-IG there was no replacement of
granulation tissue (vascular loops) with fibrous (horizontal
fibrosis), in addition, we recorded a large number of plasma
cells, which together, in our opinion, supports the chronicity
of the inflammatory process.

On the 14th day of the experiment, histological analysis
of the skin in the wound area showed that the first
experimental group retained the same signs of
exacerbation of chronic inflammation, such as infiltration
of neutrophils and necrosis. The cell composition has

In addition, at this time, the expression markers of
myofibroblasts, endothelial and mesenchymal cells were
significantly higher in the MSC and MSC-IG groups
compared to the control (p<0.001), except for CD34 in the
decasan group, whose enhancement of labeling was
insignificant. The most effective immunohistochemical
parameters were found in experimental animals treated
with MSC-IG (Table 3).

Thus, for 2 weeks in the chronic wounds studied by us,
further replacement of granulations with fibrous tissue
continues, which is as follows: 1) by gradually replacing
from the depth to the surface of the deep layers of
granulations a strong layer of horizontal fibroblasts with
the simultaneous development of collagen fibers, 2) by the
development in the granulation tissue of thin vertical
collagen strands (in the layer of vertical vessels), 3) by
forming a superficial, weakly expressed horizontal layer of
collagen fibers on the border with the leukocyte-necrotic
layer. These processes are simultaneous, but the main
role in the replacement of granulations and wound healing
belongs to the first of them.

Thus, on the 14th day of the experiment in the group of
MSC and MSC-IG animals, the process of vascular
formation actively took place in the immediate vicinity of the

Table 3. Intensity of aSMA, CD34 and vimentin expression in the treatment of chronic purulent-necrotic wounds (at the rate of 0.1 mm?)

on the 14 day of the experiment.

Experimental groups
Cellular composition
Control Decasan MSC MSC-IG
aSMA 0.760+0.020 0.842+0.052* 0.862+0.033* 0.983+0.098*
CD34 0.276+0.037 0.332+0.054" 0.380+0.054* 0.664+0.061*t
Vimentin 1.410+0.116 1.550+0.120* 1.872+0.026* 1.924+0.052*t
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Table 4. Intensity of aSMA, CD34 and vimentin expression in the treatment of chronic purulent-necrotic wounds (at the rate of 0.1 mm?)

on the 30 day of the experiment.

Experimental groups
Cellular composition
Control Decasan MSC MSC-IG
aSMA 0.614+0.050 0.768+0.023t 0.782+0.0641 0.910+0.031*
CD34 0.231+0.012 0.412+0.060t 0.370+0.050t 0.408+0.0561
Vimentin 1.364+0.105 1.515+0.110" 1.79040.071t 1.850+0.092*t

wound bottom by forming microvessels with narrow lumen,
maturation and differentiation of endothelial cells and
fibroblastic cells.

On the 30 day of the experiment (58 day of observation)
in the control group in 70 % of rats, the epithelium that grew
on the edge of the chronic wound often necrotized and was
permeated with leukocytes. However, epithelial growths in
the granulation tissue, sometimes quite deep, persisted
and, apparently, could be a source of new, re-growth of
epithelium on the wound surface. In some wounds, the
epithelium covers the granulation tissue and at the same
time grows into it in the form of "tongues” in the shape of a
wedge. Usually such pictures were observed at sharply
expressed inflammatory process - in superficial layers of
granulation fabric. Dystrophic changes and formation of
an insignificant polymorphic capillary network were
determined in the surrounding tissue.

Thus, on the 30th day of the experiment in 70 % of
experimental animals in the control group there was no
epithelialization of the wound, replacement of granulation
tissue with fibrous, which indicated the progression of
purulent inflammation and prolongation of the first phase
of wound healing. In the days and edges of the chronic
wound of rats of the control group was determined young
connective tissue, which contained numerous cellular
elements: macrophages, fibroblasts, lympho- and plasma
cells, a small number of neutrophilic granulocytes. Some
of the blood vessels found here were dilated. Stasis was
often observed in the venules.

In contrast to the first group in experimental animals
with the use of decasan, MSC and MSC-IG, the inflammatory
cellular response was virtually absent, which was
confirmed by quantitative analysis of cellular elements in
the area of chronic wound. When comparing the activity of
fibrillogenesis, it should be noted that in the group with
MSC-IG fibroblastic reaction was stabilized for 30 days
compared to previous dates. In the control group, delayed
maturation of connective tissue was noted, as evidenced
by the remnants of granulation tissue in the wound area.
Compared with the control group with the use of decasan,
MSC and MSC-IG granulation tissue at this time of
observation was almost non-existent, which indicates an
earlier period of recovery and stabilization of the wound
process.

The results of immunohistochemical analysis (Table
4) confirmed the morphological data and showed a
significant predominance of aSMA- and CD34-positive cells

in the groups of decasan, MSC and MSC-IG (p<0.05 and
p<0.001, respectively), despite insignificant increase in
vimentin-positive cells in the decasan group (p<0.05), it
should be noted that the animals injected with MSC-IG
obtained the best results.

Therefore, in the dynamics in the groups with corrective
treatment with decasan, MSC and MSC-IG with the
progressive thickening of the deep layer of horizontal
fibroblasts and the fibrous layer, the relationship between
the layers of granulation tissue gradually changes. At the
end of the 2nd month, in some wounds, the layer of
horizontal fibroblasts and the actual fibrous layer is several
times thicker than the layer of vertical vessels, which
gradually thinned. These changes in the thickness of
individual layers of granulation are more pronounced at
the edges of the wound, where the layer of horizontal
fibroblasts, gradually increasing, reaches in places the
surface of the wound; here the growing epithelium lies not
on the layer of loose granulation tissue, as observed in
earlier terms, but on the layer of fibroblasts horizontally
located to the epithelium, where the formation of the
papillary layer of the skin is already visible.

Thus, at a later term of wound healing (from the 1st
month and later) in the granulation tissue the following
changes occur: the layer of vertical vessels gradually thins;
the amount of amorphous intermediate in it decreases; at
the same time the number of fibroblasts increases not
only near the vessels, but also in between. Accelerating
the development of the fibroblastic stage with the
introduction of MSC and MSC+IG into the wound is important
both for earlier restoration of the structure and function of
damaged tissues and to prevent late wound complications,
as failure to regenerate or fibrosis prolongs inflammation
or causes its chronic course. In addition, the use of MSC
and MSC+IG in the treatment of chronic wounds promotes
accelerated epithelialization, according to our data, it has
already begun on day 3 and was quite intense on day 7 (35
day of observation).

Discussion

Our research results are comparable with the literature
on the stages of changes in the cells involved in the
inflammatory process. According to modern ideas, the
wound process is divided into 3 phases: inflammation,
regeneration and reorganization of the scar with
epithelialization [8, 12]. In the inflammatory phase, vascular
reactions that characterize the mechanism of inflammation
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predominate, and then the wound is cleaned of dead tissue.
The second phase involves the formation of granulation
tissue. Scar reorganization and epithelialization are the
main components of the final stage of the wound process
[13]. Regarding the formation of connective tissue in wound
healing, we observe certain general patterns of its
development, so first in response to damage there is an
inflammatory reaction with cytokine synthesis and
stimulation of fibroblasts to proliferate with secretion of
collagen, glycosaminoglycans and extracellular
fibrillogenesis. Then two important processes occur
simultaneously: wound contraction and connective tissue
remodeling with resorption of excess fibrils. The final stage
can be characterized by three main processes: 1) complete
involution of connective tissue; 2) stabilization of the scar;
3) chronicity of the process and progression of fibrosis.
Undoubtedly, the leading role in all the above processes
belongs to the fibroblast, as the main cellular element of
connective tissue. Fibroblast produces proteoglycans,
fibronectin, participates in the metabolism and structural
stability of collagen, reticular and elastic fibers, their
interaction with epithelial diferon. Immature (stem cells,
poorly differentiated and young) fibroblasts and mature
forms (myofibroblast, actively synthesizing fibroblast,
fibroclast and fibrocyte) are usually distinguished. Mature
fibroblasts maintain homeostasis between the extracellular
matrix and cells, performing synthetic, resorbing and
regulatory functions in connective tissue remodeling.
Myofibroblasts are stellate cells with an active nucleus.
The granular endoplasmic reticulum and the Golgi complex
are developed in the cytoplasm. A unique feature is the
degree of development and organization of the
cytoskeleton, represented by bundles of parallel
microfilaments. In their composition, along with cytoplasmic
B-actin, there is also a-SMA, the amount of which is directly
proportional to the local level of transforming growth factor
beta (TGFB) [4, 13]. In response to transforming growth
factor B (TGFB), Wnt ligands, biomechanical and profibrotic
signals, fibroblasts can acquire a myofibroblast phenotype
with marked expression of smooth muscle a-actin fibers
(a-SMA). Myofibroblasts can also arise from bone marrow
progenitor cells or through epithelial-mesenchymal junction
(EMT) and endothelial-mesenchymal junction (endoMT)
[23].

Prolonged inflammatory process, which we observed
in the first group of observations, led to changes in the
maturation of granulation tissue with inhibition of wound
epithelialization, indicating a violation of epithelial-
mesenchymal interactions. Also in our study, myofibroblasts
were less common in the control group at a later date,
which slowed wound contraction. However, in the decasan,
MSC, and MSC-IG groups, there was a significant increase
in aSMA-positive myofibroblasts, CD34-expressing
endothelial cells, and mesenchymal cells (vimentin-
positive fibroblasts), especially in the MSC-1 group
(p<0.001). In the control group, the fibroblastic response

was inhibited by prolongation and exacerbation of chronic
inflammation with a significant decrease in the number of
myofibroblasts in contrast to the groups using decasan,
MSC and MSC-IG where the development of fibroblastic
stage of the wound process was observed in most animals.
The reduction of the purulent component established by
us on the 3rd day of observation was more pronounced
with the use of decasan. We found on the 7th day a
significant increase in the number of fibroblasts after
treatment of MSC-IG in the chronic wound indicates that
the introduction of MSC-IG, provides a faster transition to
the fibroblastic stage of wound inflammation. In the control
group it was found that on the seventh day of the experiment
the number of neutrophils was 2 times (p<0.05) higher
than with decasan, MSC and MSC-IG, while the number of
fibroblasts was significantly higher when using MSC-IG
(208.0+3.9). At the same time, in the early observation period
(3-7 days) the fibroblastic response was significantly
(p<0.05) more active in the group with MSC and MSC-IG,
which is consistent with the data of other authors [10, 11].

One of the essential signs of restoration of organ
function is the formation of a vascular bed in the damaged
area, so the rate of vascular formation in granulation tissue
is one of the criteria for assessing the positive properties
of the drug [17]. As is known [17, 18], vasculogenesis is
associated with progenitor endothelial cells, which are
precursors of endothelial cells, and which are well identified
by the CD34 marker in the form of single cells, their small
clusters and chains. In the groups with corrective therapy
with decasan, MSC and MSC-IG, we were able to see the
positive dynamics of vascular formation from progenitor
endotheliocytes (vasculogenesis) from the proliferation of
these cells to the formation of small spaces among them,
which lengthen, forming a network of future vessels.
Endothelial cells with membrane-cytoplasmic staining
CD34 with the formation of capillary-type vessels were well
visualized in the stromal component of the wound bottom,
where they found chaotically located vessels of small
caliber with a significant predominance of capillaries. We
obtained reliable data on the predominance of CD34-
positive cells in the group with MSC-IG (0.730+0.074,
p<0.001) compared with the control group, which is
consistent with the results of other researchers [4, 6, 18].

According to the literature [12], the growth of epithelium
on the wound surface begins in the first stage of healing,
but in our study it should be noted that it occurred very
slowly in the control group. New collagen fibers appear in
chronic wounds on day 7, their number increases rapidly,
reaching a maximum of 7-14 days, and then the intensity of
synthesis decreases to 30 days. Collagen, after its
synthesis by fibroblasts, binds in the intercellular
substance into bundles of fibrils and bundles of fibers,
gradually filling the entire space between cells. The
involution of the connective tissue begins and the wound
process passes into the third phase - the phase of scarring
and reorganization of the scar, which in the uncomplicated
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course of the wound process usually takes 10-12 to 20
days. Fibroblasts in the conditions of physiological and
pathological involution of connective tissue can function
as fibroclasts, participating in the resorption of collagen
fibers [8, 12]. The changing balance between collagen
synthesis and its destruction underlies the mechanism of
wound healing [12]. In the remodeling phase, collagen
degradation increases and synthesis decreases, which
was confirmed by our data with the use of MSC-IG and is
consistent with other authors [7, 8, 12]. By synthesizing
collagen, elastin, glycoproteins and proteoglycans,
fibroblasts provide the support-mechanical function of the
skin, producing signaling molecules that affect vascular
permeability and metabolism, perform trophic function [4,
12, 14]. According to the results of our study on the 14th day
of the experiment in the granulation tissue with the use of
MSC and MSC-IG was less coarse connective tissue fibers,
stained according to Mason in blue than in the group using
only decasan. Microscopic examination of the wound canal
of the dermis with the use of MSC showed faster dynamics
of purification from the purulent process. The fibroblastic
reaction with the use of decasan and MSC in the process
of wound healing is quite pronounced, but with the use of
decasan there was a tendency to form a coarser connective
tissue scar. The tissue sections obtained for the study were
usually well-developed granulation tissue with an
increased number of microvessels compared to the first
group and a decrease in the number of neutrophils,
macrophages, lymphocytes, plasma cells and mast cells.
The ability of MSC to stimulate fibroblast proliferation has
been repeatedly confirmed experimentally [10, 12, 14].
Macrophage-fibroblastic interaction leads to migration and
accelerated proliferation of fibroblasts, their differentiation,
synthesis and secretion of collagen and other components
of the matrix, active fibrillogenesis. In our study, we also
observed stimulation of decasan, MSC and MSC-IG
fibroblast activity and vascular formation in young connective
tissue, which improved wound oxygenation and accelerated
connective tissue maturation followed by remodeling and
epithelialization of chronic purulent necrotic necrosis. In
the control group there was a delay in the inflammatory
response in the monocyte-macrophage stage, which not
only increases the risk of purulent complications, but also
prevents the completion of fibrosis and, consequently, the
restoration of wound scar strength.

Morphometric studies showed that on the 30th day of
the experiment (58 days of observation) the number of
neutrophils, plasma cells, lymphocytes and macrophages
in the control group numerically exceeds similar rates of
inflammatory response in the groups of decasan, MSC
and MSC-IG. A similar tissue reaction was also
characteristic of degranulating mast cells involved in the
release of inflammatory mediators, which indicated the
progression of the chronic process in the wound. In the
control group, the young connective tissue between the
stratified fragments of capillaries contained mainly

amorphous substance and cellular elements. The number
of fibers was small, they had a different direction. While in
the groups with corrective treatment, they were already
oriented parallel to the wound surface. From the second
month of the experiment, the number of collagen fibers
around the fibroblasts forming vertical compact bundles in
the intermediate substance increased. Thus, in the late
stages of wound healing in the granulation tissue creates
a fairly correct arrangement of fibrous structures, vertical
and horizontal, intersecting in mutually perpendicular
directions. However, special importance in wound healing
(contraction), of course, belongs to the more developed
deep layers of horizontal fibroblasts and fibrous fibers. It is
these elements that replace the disappearing granulation
tissue and in the late stages of healing perform and tighten
to a greater or lesser extent the wound defect. The
importance of horizontal structures and their role in wound
healing is also recognized by other researchers [10, 12]. In
the chronic wounds of the control group studied by us,
despite the long time, after simulation of chronic purulent-
necrotic wound (up to 2 months or more), complete closure
and epithelialization was not observed, despite the growth
of fibrous fibers.

Thus, pathomorphological studies indicate that the use
of decasan, MSC and MSC-IG in the treatment of wounds
leads to rapid suppression of purulent inflammation,
edema and accelerates the processes of reparative
regeneration. Granular tissue remodeling is faster with
MSC and MSC-IG, and myofibroblasts, which in our study
were positively labeled with aSMA, are a key link in wound
healing, they not only maintain the homeostasis of the
intercellular matrix of the dermis, providing its remodeling
and renewal, but also play a significant role in maintaining
the physiological state of other layers of the skin.
Accelerating the development of fibroblastic stage with the
introduction of MSC and MSC-IG into the wound is important
for earlier restoration of the structure and function of
damaged tissues and to prevent late wound complications,
as failure to regenerate or fibrosis prolongs inflammation
or causes its chronic course. In addition, the use of MSC
and MSC-IG in the treatment of chronic wounds promotes
accelerated epithelialization, according to our data it has
already begun on day 3 and was quite intense on day 7 (35
days of observation), due to the synthesis of MSC of various
growth factors that stimulate proliferation mesenchymal
and epithelial differon of skin.

Further studies of the involvement of myofibroblasts in
the restructuring of chronic wounds using the latest
molecular biological markers in the use of MSC and MSC-
IG will allow differentiated pharmacocorrection and
increase the effectiveness of treatment of chronic wounds.

Conclusion

1. According to our data, in 97.0 % of experimental
animals on the 28th day of the experiment morphological
changes corresponded to chronic purulent-necrotic
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inflammation with the presence of three main phases of
the wound process: alteration, exudation and proliferation.

2. The results of the study proved the positive effect of
0.025 % decasan solution in the treatment of experimental
wounds and the high efficiency of MSC and MSC-IG, which
was confirmed by the dynamics of morphological changes
in chronic wounds. The use of decasan showed positive
dynamics of morphological parameters in the early stages
(3-7 days), while MSC and MSC with IG were effective at all
stages of the study.

3. Mesenchymal stem cells and MSC-IG accelerated
the healing process of experimental chronic purulent-
necrotic wounds after 3 days of treatment (31 day of
observation). At this time there was a faster cleaning of the
wound surface from purulent-necrotic tissues, accelerating
the formation of granulation tissue. On the seventh day of
treatment under the influence of MSC and MSC-IG revealed
faster formation and maturation of granulation tissue,
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XipypaidHa iHgbekuyisi € 00Hielo 3 akmyarnbHUX | Halieaxnusiwux npobrem cyyacHoi meduyuHu. BidcymHicmb yHigepcanbHo20 3acoby
i Memody nikyeaHHs1 paH, CKknadHicmb eubopy yHieepcanbHOI makmuku 8e0EHHSI X80PUX 3 XPOHIYHUMU paHamu eusHadae HeobXiOHicmb
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nodanbwozo MowyKy Ho8ux mMemodie niKyeaHHsi, WO CMUMYJ/TIOIOMb pernapamusHi npouecu 8 XPOHIHHUX paHax, 8 MOMYy Yucili i3
3acmocygaHHsIM MopgonoeiyHux memodie docnioxeHHsi. Ponb knimuHHOi peeynsyii 6 namozeHes3i 8iIOHOB/IEHHS
MOpPOhYHKYiOHaNIbHO20 CmaHy XPOHIYHOI paHu 8 ymoeax ii MOWKOOKEHHS 3anuwaembCcsi He po3Kpumoto. ToMy, Memor Hawozo
docnidxeHHs1 cmana ouyiHka pori miogibpobnacmie y 3a20€HHI XPOHIHHUX eHIUHO-HEKPOMUYHUX paH fpu fiKyeaHHi Me3eHXiManbHUMU
cmosbyposumu KnimuHamu 3a 00roMo20K0 iMyHozicmoximidHo2o memody. B ekcnepumeHmi Hamu ompumaHa mModerib XPOHIYHOI
2HIlIHO-HeKPOMUYHOI paHu, sika g8idnosidae ycivM sumozam w000 SIKICHUX MMOKa3HUKI8 Npu 8UBYEHHI MOPQOI02idyHUX 3MiH 8 XPOHIHHUX
paHax ma & rnodanbuwoMy MOXe sukopucmosysamucsi ik 6azoea Ha OOKIiHIYHOMY emarii docridxeHb. 3a AoNoMo20K0 2icmonoeiyHo20
ma iMyHo2icmoxiMiYyHO20 Memodig 8us4UNIU CMaH XPOHIYHUX eHIUHO-HEKpomuyHuUx paH y 120 wypie. XpoHiyHy paHy modentoeanu 3a
opueiHanbHOK MemoduKoK asmopa: rid Yac ¢popmyeaHHs1 cmaHdapmHo20 dechekmy WKipu 8 Mikrionamkosit OinsHui wypa diamempom
1 cMm, Ha omouyio4i mKaHUHU Haknadanachk iWwemidyroya MemasaoKOHCMPYKUIS 3 Ui 3MEeHWeHHs Kpoeomoky 8 OiMsHUi paHu, wo
npu3eodusio 00 3Ha4YHO20 YrO8iIbHEHHS MEPMiHie 3a20€HHs. JlikyeaHHs1 nodyuHanu 8id 28 0obu 3 noyamky HaknadaHHSI paH, Wo
KNiHIYHO ma 2icmornoeiyHo 8idnoeidano xpoHizauii paHogoz2o npoyecy. CmamucmuyHa o6pobka MOpPhoOMemMpPUYHUX napaMmempig
3diticHosanacs 3a ornomMo20r0 cmaHAapmHo20 nNpoepaMmHo20 nakema "Statistica 6.1". BcmaHogneHo, wo nosumusHa OuHamika 3a20€eHHS
XPOHIYHUX paH, rpu 3acmocysaHHi 0,025 % posduHy dekacaHy, criocmepieanachb nepesaxxHo Ha paHHix mepmiHax (3-7 doba), 8 mou
qyac sik Me3eHximanbHi cmogbyposi knimuHu (MCK) ma MCK knoHosaHi 8 iHepmHux 2asax (MCK-II) 6ynu ecpekmusHUM Ha 8cCix
emanax docnidxeHHsi. BukopucmanHs MCK ma MCK-II" cmeoprotomb cripussmiiugi ymosu 07151 HOpMaribHO20 riepebigy peeeHepamopHUX
npoyecis i enimenisayii paH, 3abesnedyyo4u npomuHabpsikosuli ma npomu3ananbHUlli eghekmu 3 akmueauieto mioghibpobnacmig, wWo
nidsuwye egeKkmuBHICMb 3a20€HHST XPOHIYHUX 2HIIHO-HEKpomu4yHUX paH. lTokaszaHo nepcnekmusu sukopucmarHsi MCK nipu nikyeaHHi
XPOHIYHUX PaH.

KnwouvoBi cnoBa: xpoHiYHi paHu, niKkyeaHHsl, Me3eHXiManbHi cmogbyposi knimuHu, Mogibpobnacmu, MopghornoidyHi 3MiHU,
iMyHo2icmoximis.
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In recent decades, anthropological research methods have been widely used by
scientists to correctly predict the achievement of high sports results. The aim of the
study is to find out the features of the pelvic circumference of young men (YM) and
young women (YW), who study in higher education institutions in Bukovina, depending
on the sport. Anthropometric parameters were studied for 115 first and second year
students of higher education institutions in Chernivtsi, aged 16 to 21, including 78
(67.82 %) YM and 37 (32.18 %) YW, the main group - 75 (65.22 %), were students of I-
Il courses of the Faculty of Physical Culture and Human Health of Yuriy Fedkovych
Chernivtsi National University, control group - 40 (34.78 %) - college students and
students of the Faculty of Dentistry of Bukovina State Medical University. Among the
students of the main group - 57 (76.00 %) YM and 18 (24.00 %) YW. Students of the
main group, in addition to physical activity, which was included in the program of their
specialty, additionally engaged in the following sports: football - 40 (53.34 %), of which
YM - 36 (48.00 %), YW 4 (5.34 %), volleyball - 18 (24.00 %), of which YM - 9 (12.00 %),
YW 9 (12.00 %), tennis - 10 (13.34 %), of which YM - 8 (10.67 %), YW 2 (2.67 %),
basketball - 7 (9.32 %), of which YM - 4 (5.32 %), YW 3 (4.00 %), the control group
consisted of 21 (52.50 %) YM and 19 (47.50 %) YW, which are loaded with hours of
physical education, according to the curriculum of their specialty and additionally All
students were determined to determine body weight and pelvic circumference according
to the method of Bunak V. V. in the modification of Shaparenko P. P. Statistical analysis
of the data was performed using a licensed program RStudio. Analyzing the average
pelvic circumference of YM and YW, it is noteworthy that the average pelvic
circumference among both study groups is much larger in YM compared to YW
(representatives of the main group - respectively 83.40+3.01 cm and 78.31+3.01 cm;
representatives of the control group - respectively 88.47+3.01 cm and 75.31+3.01 cm).
In the main group, depending on the sport, volleyball players (YM - 86.11+3.02 cm; YW
- 77.55+3.03 cm) and basketball players (YM - 85.50£3.03 cm; YW - 76.66+3.03 cm)
have the largest pelvic circumference, followed by football players (YM - 81.52+3.02
cm, YW - 75.00+£3.02 cm), and the smallest tennis players - 81.00£3.02 cm YM and
74.50+£3.02 cm YW. Based on the regression analysis, it was found that weight is a
significant factor for pelvic circumference.

Keywords: athletes, anthropometry, pelvic circumference, sex differences.

Introduction

In modern medicine, almost all branches are directly or
indirectly related to anthropology. This characteristic has
become especially important in connection with the
development of various sports [1, 4, 6, 10, 11, 15, 16].

Highly productive athletes are extraordinary people who
experience high physical and psychological stress during
their professional life. However, to date, the prognostic value

and dominance of total and partial body size in predicting
the prospects for achieving high results in many sports
have not been fully established [22].

Today, the theory of training athletes, based on the
methodology of integrative approaches and opportunities
of related disciplines, allows to provide such a
systematization of knowledge, characterized by functional

© 2022 National Pirogov Memorial Medical University, Vinnytsya
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completeness and absence of contradictions, allows to
obtain knowledge accumulated in the theory of sports
training, physiology, biochemistry, morphology, psychology,
etc. [2].

The direction of management and control of training of
athletes, their selection and orientation, modeling and
forecasting unite the field of knowledge, which is intensively
developed in the last two decades. This is due to the
manifestation of the general trend and objectification of the
training system of athletes, the introduction of scientific
and technological progress, using the opportunities of
general disciplines such as cybernetics, morphometry,
systems approach, etc., finding reserves to improve the
training system of athletes [5, 7-9, 13, 14, 17, 18, 21].

In this regard, the formation of a holistic system of
knowledge requires consideration of management and
control, selection and orientation, modeling and forecasting,
as one of the key areas in the study of the theory of training
athletes [19].

The purpose of the study is to find out the features of the
pelvic circumference of young men and young women who
study in higher education institutions in Bukovina,
depending on the sport.

Materials and methods

We conducted a study of anthropometric parameters
on 115 first and second year students of higher education
institutions in Chernivtsi, aged 16 to 21, of which 78
(67.82 %) young men (YM) and 37 (32.18 %) young women
(YW).

The Commission on Bioethics of the Bukovina State
Medical University (Minutes Ne 6 of 18.03.2022) found that
the studies were carried out in compliance with the basic
provisions of the ICH GCP (1996), the Council of Europe
Convention on Human Rights and Biomedicine
(04.04.1997), the Helsinki Declaration Association for
Ethical Principles of Conducting Scientific Medical
Research with Human Participation (1964-2013) and Order
of the Ministry of Health of Ukraine Ne 690 of 23.09.2009.

All subjects were divided into two groups: the main group
- 75 (65.22 %), were students of I-1l courses of the Faculty
of Physical Culture and Human Health of Yuriy Fedkovych
Chernivtsi National University, control group - 40
(34.78 %), were college students and students of the dental
faculty of Bukovina State Medical University.

Among the students of the main group - 57 (76.00 %)
YM and 18 (24.00 %) YW, who in addition to physical activity,
which was included in the program of their specialty
additionally engaged in the following sports: football - 40
(53.34 %), of which YM - 36 (48.00 %), YW 4 (5.34 %),
volleyball - 18 (24.00 %), of which YM - 9 (12.00 %), YW 9
(12.00 %), tennis - 10 (13.34 %), of which YM - 8 (10.67 %),
YW 2 (2.67 %), basketball - 7 (9.32 %), of which YM - 4
(5.32 %), YW 3 (4.00 %). The control group consisted of 21
(52.50 %) YM and 19 (47.50 %) YW, who are loaded with
hours of physical education, according to the curriculum of

their specialty and additionally did not play sports.

All students were determined body weight and pelvic
circumference according to the method of Bunak V. V. in the
modification of Shaparenko P. P. [20]. Determination of body
weight was performed on floor scales (mechanical): for
the most accurate results, weighing should be performed
in the morning, on an empty stomach, after visiting the
toilet. When weighing, students wore a minimum of clothing
(underwear), stood on the scales so that the legs were
symmetrical in relation to the center of the scales. The
circumference of the pelvis (circumference) was measured
with a centimeter tape in a supine position, bringing it under
the buttocks, through the wings of the hip bones and the
anterior surface of the pubic joint (increase).

The weight of the studied students of the main group is:
female - 56.62+3.02 kg, male - 69.70+£3.02 kg, where the
greatest weight were students who played volleyball -
67.88+3.02 kg, of which 70.65+£3.02 kg weight YM and
64.50+£3.02 kg YW, football - 67.58+3.02 kg, of which
69.20+£3.02 kg is the weight of YM and 63.56+3.02 kg of
YW, basketball - 67.57+£3.02 kg, of which 69.00+3.02 kg is
the weight of YM and 63.10+£3.02 kg of YW, tennis players
weigh slightly less - 61.50+£3.02 kg, of which 64.04+3.02
kg in YM and 58.51+3.02 kg in YW. The weight of students
in the control group is: male - 77.04+3.02 kg, female -
56.10+3.02 kg.

In studying the distribution of pelvic circumference in
the main group by sport, used the Kruskal-Wallis test
(nonparametric ANOVA) to identify a significant difference
in the average rates of respondents depending on the sport
(as a central trend is considered the median distribution)
[12]. To determine for which age groups there is a statistical
difference between the medians - used the Conover-Iman
test [3]. Statistical analysis of the data was performed using
a licensed program RStudio.

Results

When comparing the pelvic circumference between
males (83.40+3.01 cm) and females (78.31+3.01 cm) of
the main group (Fig. 1), a statistically significant difference
was found, as evidenced by the results of Welch's t-test:
t(39.72)=-3,221, p<0.05.

When comparing the pelvic circumference between
males (88.47+3.01 cm) and females (75.31+3.01 cm) of
the control group (Fig. 2) also found a statistically significant
difference, as evidenced by the results of the Welch t-test:
t(37.97)= -4.127, p<0.001.

The values of the pelvic circumference, depending on
the sport, are: YM volleyball players - 86.11+3.02 cm, and
YW - 77.55£3.03 cm; basketball players YM - 85.50+3.03
cm, and YW - 76.66+3.03 cm; football players YM -
81.52+3.02 cm, and YW - 75.00+£3.02 cm; tennis players
YM - 81.00+£3.02 cm, and YW - 74.50+3.02 cm.

The value of the pelvic circumference depending on the
sport, regardless of sex, is presented in Figure 3. It seems
that there is a significant difference in the average value of
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Fig. 1. Distribution of the pelvic circumference of the respondents
of the main group by sex. F - female; M - male.
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Fig. 3. Distribution of pelvic circumference of respondents by
sport.

the pelvic circumference depending on the sport, including
the control group. However, the results of the Kruskal-Wallis
test are as follows - ¥2(6)=7.139, p=0.308. Since p<0.05,
the difference between the medians of the groups is not
statistically significant.

Regression analysis shows that weight is a significant
factor for pelvic circumference. The constructed model for
predicting the circumference of the pelvis (coefficient of
determination is 0.614, p<0.001) has the form of the
following linear equation: y = 44,76 + 0,562*x, where y -
pelvic circumference, x - weight.

Discussion

Much attention is paid to the study of the peculiarities of
anthropometric and somatotypological indicators in
athletes in modern sports medicine. Thus Olezhko V. G.
[15] identified trends in changes in mass and age,
proportions and circles of body parts and its composition
in athletes of different sexes, depending on the groups of
weight categories, as a result, obtained indicators of group
models (lll-x) morphofunctional state weightlifters, who
testified that most of the indicators change with increasing
weight category and have differences depending on the
sex of athletes.

O. P. Khapitska and others [10] provide data on
anthropometric and somatotypological indicators on the
variability of hemodynamic parameters of the lower
extremities of volleyball players.

I. Y. Gorskaya [6] studied the specifics of the
morphological status of highly qualified pilots in bobsleigh,
using anthropometry, a method of analyzing body
composition (apparatus "Tanita"). Proved the feasibility of
establishing the morphological status of high-skilled
bobsleigh, conducted a comparative analysis (indicators
of body length, body weight, girth, thickness of fat folds and
the ratio of body components: fat, bone, muscle).

D. M. Kotko and others [11] studied changes in some
anthropometric indicators in athletes - athletes in the stages
of long-term training, including weight-growth index of
Kettle, the relative amount of muscle tissue, the absolute
amount of bone component of the body.

S. Cullen and others [4] studying the anthropometric
profiles of elite athletes concluded that there are differences
in anthropometric profiles between different athletes and
different sports, which emphasizes the need to have
available regulatory ranges for specific sports to ensure
optimal monitoring of individual athletes. especially different
between sports, as well as age, training status.

There are almost no works devoted to the study of the
comprehensive parameters of the pelvis for sports.

We found that the average pelvic circumference among
both study groups was significantly larger in YM compared
to YW (representatives of the main group - respectively
83.40+£3.01 cm and 78.31+3.01 cm; representatives of the
control group - respectively 88.47+3.01 cm and 75.31+3.01
cm). In the main group, depending on the sport, volleyball
players (YM - 86.11+3.02 cm; YW - 77.55+3.03 cm) and
basketball players (YM - 85.50+3.03 cm; YW - 76.66+3.03
cm) have the largest pelvic circumference, followed by
football players (YM - 81.52+3.02 cm, YW - 75.00+£3.02 cm),
and the smallest tennis players - 81.00+£3.02 cm YM and
74.50+£3.02 cm YW. Based on the regression analysis, it
was found that weight is a significant factor for pelvic
circumference.

Therefore, there is a need to further establish
anthropometric parameters for specific sports, assessed
by standardized methods, in accordance with the
recommendations, to ensure optimal monitoring and
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interpretation of anthropometric characteristics in athletes.

Further study of anthropometric parameters of students
will allow to more correctly solve the problems of selection
and sports orientation.

Conclusion

1. Comparison of the mean pelvic circumference of YM
and YW shows that the average pelvic circumference
among both study groups is much larger in YM compared
to YW (representatives of the main group - respectively
83.404£3.01 cm and 78.31+3.01 cm; representatives of the
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OCOBJIMBOCTI OKPY>XHOCTI TA3A B IOHAKIB | OIBYAT, SAKI HABYAIOTBCS B 3AKNAOAX BULLOI OCBITU BYKOBWUHM,
3ANEXHO BI4 BMAOY CMOPTY

Kapameeea C. 0., Cno6odsiH O. M., My3uka H. 5., laypsik O. ., YopHa H. M.

[nsi kopekmHo20 npoeHo3ysaHHs O0CS2HEHHSI 8UCOKUX CIIOPMUBHUX pe3ysibmamig 8 oCcmaHHi 0ecamupiydsi HayKo8USIMU WUPOKO
8UKOPUCMOBYIOMbLCS aHMpPOnosno2iyHi memoou 0ocnidxeHHs. Mema docnidxeHHs - 3'acysamu ocobrueocmi OKpyxHocmi ma3sa
loHakie | 0iedam, siki Hag4arombCsi 8 3aknadax euwoi oceimu BbykosuHu, 3anexHo 8id sudy criopmy. [IposedeHo AoCniOKeHHs
aHmporiomempuy4HUx napamempie y 115 cmydeHmis nepwoeo ma dpyz2020 Kypcie 3aknadie suwioi oceimu m. YepHisyi, eikom 8id 16 Ao
21 poky, 3 Hux 78 (67,82 %) roHaku ma 37 (32,18 %) disdyama. OcHo8Hy epyny - 75 (65,22 %), cmaHosunu cmydeHmu |-l Kypcis
akynbmemy i3udHOi Kynbmypu ma 300po8's noduHU YepHieeybko2o HauioHanbHO20 yHisepcumemy imeHi FOpia ®edbkosuya,
KOHmporsbHy 2pyry - 40 (34,78 %) - cmydeHmu konedxy ma cmyO0eHmu cmoMamorio2idHo20 ghakyrnbmemy bykosuHCbko020 OepxagHo20
meduyHoz20 yHigepcumemy. Ceped cmydeHmig ocHO8HOI epynu - 57 (76,00 %) roHakie ma 18 (24,00 %) disdam. CmyOdeHmu OCHO8HOI
2pynu, oKpiM hi3UYHO20 HaBaHMaXXeHHSs1, sike 8x00uslo 8 npoepamy ixHboi creyianbHocmi 000amKogo 3aliManucb makumu sudamu
criopmy: ¢pymb6on - 40 (53,34 %), 3 Hux toHakie - 36 (48,00 %), disuam 4 (5,34 %), sonetibon - 18 (24,00 %), 3 Hux toHakig - 9 (12,00 %),
digyam 9 (12,00 %), mewnic - 10 (13,34 %), 3 Hux toHakie - 8 (10,67 %), disdam 2 (2,67 %), 6backembon - 7 (9,32 %), 3 HUX tOHaKig - 4
(5,32 %), diguam 3 (4,00 %), KoHmponbHy 2pyny cmaHosunu 21 (52,50 %) roHak i 19 (47,50 %) digyam, siki HagaHMa)KeHi 200uUHaMu
piskynbmypu, 8i0nogidHo 00 Hag4yallbHOI nMpoepamu iXHbOI creyianbHOCmi ma 0o0amKko8o CriopmoM He 3alMarnucb Ycim cmydeHmam
byno npogedeHo 8U3HA4YEHHSI Macu mina ma OKpyXHocmi masa 3a memodukotw byHaka B. B. y modudpikayii LLlanapeHka [1. I1.
CmamucmuyHul aHanis ompumaHux 0aHux npogodurnu 3a AornomMoeoro niyeH3o08aHoi npozpamu RStudio. AHanizyodu cepedHio 8enuquHy
OKPY>XHOCMI ma3sa toHakig i diguam 38epmae ygacy me, Wo 8 cepedHbOMY OKPYXHicmb ma3a ceped 060x 00CiOXKy8aHUX epyrn 3Ha4YHO
binbwa y roHakie nopigHsiHo 3 disdamamu (npedcmasHUKU OCHOBHOI epynu - 8idnosioHo 83,40+3,01 cm i 78,31+3,01 cm; npedcmasHuku
KOHMpOsbHOI epynu - 8idnosioHo 88,47+3,01 cm i 75,31+3,01 cm). B OCHOBHIl epyni 3anexHo 6id eudy criopmy Halbinbwy OKPY>XHICMb
ma3a maomb eonetlibonicmu (toHaku - 86,11+3,02 cm; dissama - 77,55+3,03 cm) ma 6ackembornicmu (toHaku - 85,50+3,03 cm; diguama
- 76,66+3,03 cm), dani pymbonicmu (toHaku - 81,52+3,02 cm; disyama - 75,00+3,02 cm), a HalimeHwy menHicucmu - 81,00+3,02 cm
toHaku ma 74,50+3,02 cm digdama. Ha ocHosi nposedeH020 pezpeciliHo2o aHani3y 8CmaHO8/IeHO, W0 3HaYuMuM ¢hakmopom Orisi
OKpYyXHOCcmi ma3a € gaea.

KnioyoBi cnoBa: crnopmcmeHu, aHmpornomempis, OKpyxHicmb masa, cmamesi po36ixkHocmi.
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This paper presents an analysis of 3D reconstruction models of the manifestation of
variability of the mandible canal (canals) on both the left and right sides, their laying in
the body of the mandible and the location, size and direction of the output canals. After
all, the availability of minimally invasive techniques implemented in the research process
helps to identify even minor anatomical variants or branches of the mandibular canal,
which are quite common and do not allow the clinician to neglect them and require
proper scientific evaluation. When planning reconstructive surgery on the mandible,
the lack of high predictability to prevent functional complications, which are often
irreversible (because the mandibular canal contains motor and sensory nerve fibers),
forces us to reconsider the morphological fundamentality of its topography. Therefore,
the aim of the work was to review computed tomography digital images, their analysis
and identify possible anatomical variants of the canal (channels) of the mandible, as a
basis for establishing its topographic features, on the left and right sides. After analyzing
426 digital CT scans of the mandible in males and females aged 25 to 75 years, 68 3D
reconstruction models were reproduced using standardized X-ray diagnostic CT
software Ez3D-| Original ver.5.1.9.0, used for visualizations of multimodal and
multidimensional images, some of which are presented as the results of their own
research. Itis established that the entrance openings of the mandibular canals on both
the left and right sides continue with one canal, however, in the projection of the second
molar, the latter can be divided into two or three canals with high frequency. There is a
difference in the diameters (@) of the canals and their opening - typical (in the projection
of premolars on the right side) and atypical openings - in the projection of 3.6, 4.6
molars and central incisors, canines in the direction of the outlet and their location.
There is no proper regular systematization of the number, topographic trajectory and
size of the mandibular canals, their association or separation, as well as the direction
of their exit, which requires additional vigilance not only during research but also in
clinical dentistry or reconstructive surgery.

Keywords: mandibular canal, computed tomography, morphometry, bone atrophy, human.

Introduction

The question of the variability of complex anatomical
structures in the modern scientific interpretation of the
morphological norm or its deviation remains debatable
[24, 26]. Scientific progress and the availability of minimally
invasive techniques implemented in research processes
help to identify even minor anatomical variations [6, 18],
including the mandibular canal, which until now were
considered abnormal manifestations or individual
characteristics of the organism. At the same time, such
interpretations do not reveal the main content, require
understanding of the frequency and distribution of
anatomical manifestations depending on sex, their
synchronicity between left and right, as well as possible

changes - from normal or pathological processes in the
body [19, 27].

As scientific and practical experience shows, the
anatomical variability of the branches of the mandibular
canal is quite common, which does not allow to neglect it
and requires proper scientific evaluation [5, 10].

Lack of theoretical experience leads to significant
unpredictable functional complications (because the
mandibular canal contains motor and sensory nerve
fibers), which are often irreversible [14, 15]. An even more
difficult problem is to find a solution to eliminate such
complications and select methods of rehabilitation of
patients that would not compromise their depth, even to
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the complete loss of function [4, 29].

In response to these questions, priority is given to
primary diagnosis using paraclinical radiological methods.
Of course, magnetic resonance imaging remains in the
first place in terms of the highest reliability, but the method
of choice is the minimally invasive method of computed
tomography (CT) [25, 30]. This approach reveals the
understanding of the laying and length of the channel in
the body of the mandible, morphology and configuration of
branches as additional - bifid or trifid channels [17, 21].
Identification of the main trunk from the additional ones,
with 3D reconstruction, becomes a basic informative
support both for their topography [9] and areas of
innervation, which extend to the bone of the mandible, teeth,
surrounding soft tissues and their blood supply.

No less important tasks that have been left out of
research are the effectiveness of traditional methods of
local anesthesia, which directly depend on the variant and
topographic anatomy of the mandibular canals, namely,
their entry, laying and exit - guidelines for creating minimal
and effective depot of anesthetics.

Therefore, supplementing existing progressive
research with new, in particular, visualized 3D reconstruction
models of variant anatomy of the mandibular canals, which
formed the basis of this work, will update the views of
modern researchers, teachers of morphological
disciplines, give confidence to clinicians when planning
and conducting reconstructive surgery.

The purpose of the work is to review, identify and analyze
certain possible anatomical variants of the mandibular
canal, as a fundamental basis in establishing its
topographic features, on the left and right sides.

Materials and methods

This study analyzed 426 computed tomographic digital
images of the mandible of patients who underwent routine
diagnostic examinations and selected only 68 scans,
without any changes that would distort the architecture of
bone tissue, but had the best opportunities for analysis
and provided proper informativeness in the study of
possible morphotopographic features of its channel, on
the left and right sides of males and females aged 25 to 75

years.

Computed tomography digital scans were performed
using HEWLETT-SNCPUM1 computer equipment with 16.0
GB of RAM, 10 Pro for Workstations system software, 2019:
00391-70000-00000-AA425.

3D reconstruction models were reproduced using
standardized X-ray diagnostic software Ez3D-I Original
ver.5.1.9.0, which is used to visualize multimodal and
multidimensional images, some of which are presented
as the results of our own research.

Informed and signed by patients Informed consent to
their participation in studies in compliance with the basic
provisions of the GSR (1996), the Council of Europe
Convention on Human Rights and Biomedicine
(04.04.1997), the Helsinki Declaration of the World Medical
Association on Ethical Principles for Human Scientific
Research (1964-2013), orders of the Ministry of Health of
Ukraine Ne 690 from 23.09.2009, Ne 616 from 03.08.2012
and approved by the decision of the Commission on
Biomedical Ethics of Bukovinian State Medical University
(Minutes Ne 2 from 21.10.2021).

Results

Traditionally, the mandibular canal is perceived as a
monotubular morphological structure that originates with
an inlet on the medial surface of the mandibular ramus
and ends on its outer surface in the projection of the first or
second premolars with a foramen, followed by
intraosseous branching, to provide intraosseous branching
to provide innervation and nutrition of the front group of
teeth.

Morphological analysis of the materials of this work
indicates the identified anatomical variability of the
mandibular canal, which differs from the guidelines
described in anatomical textbooks and are taken into
account when teaching basic disciplines.

The presented 3D reconstruction models (Fig. 1) reveal
the content of variant anatomy and provide answers to
questions that have been little studied so far and remain
far from complete.

Digital image analysis emphasizes the variability and
asynchrony of the mandibular canal in a patient with variable

Fig. 1. A) 3D reconstruction model of bifid on the right side and trifide on the left side of the mandibular canal structure, bone image; B)
3D reconstruction model of bifide on the right side and trifide on the left side of the mandibular canal structure, X-ray image.
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Fig. 2. A) 3D reconstruction model, typical topography on the right side and trifid - on the left 5|de the structure of the mandlbular canals
B) 3D reconstruction model, bifid on the right side and typical on the left side, the structure of the mandibular canals.

o

-

Fig. 3. 3D reconstruction model of variants of the canal foramens (s) of the mandible: A) double foramens on the right side and a single
foramen on the left side; B) addmonal foramens of the mandlbular canals in the projection of the central group of teeth

Fig. 4. 3D reconstruction model of modlflcatlons of the mandibular canals their Iaylng and projection of the foramens: A) opening the
canals with one foramen; B) opening the channels with two foramens of dlfferent diameters and dlfferent dlrectlons

Fig. 5.3D reconstructlon model of variants of prolectlons of foramen openings: A) opening of channels by exit foramens in projection of
4.1, 4.5, 4.6 teeth; B) the association of bifid canals in the body of the mandible with the next one foramen.

occlusion. The entrance openings of the mandibular canals  on the right side into two, enveloping the roots of the first
on both the left and right sides continue with one canal, molar, and on the left side into three canals (see Fig. 1).
however, in the projection of the second molars they divide  Also, there is a difference in the diameters (?) of the canals
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Fig. 6. 3D reconstruction model of the mandibular canals on coronal sections: A) trifid canal of the mandible, a person with a preserved
dentition; B) bifid canal of the mandible, persons with loss of masticatory teeth from 6 months to 5 years; C) trifid canal of the mandible,
persons with loss of masticatory teeth for more than 5 years.

and their foramens - typical, in the projection of premolars
on the right side and atypical foramens, both in the direction
of the outlet and their location on the left side.

Presented by computed tomography 3D reconstruction
model (Fig. 2) of a patient with permanent occlusion and
defects of the dentition confirms the asynchrony of the
mandibular canals between the left and right sides,
however, on the right side the length of the monochannel
originates ends with the approach to the first premolar,
and on the left side - one initial inlet and three different
diameter channels (see Fig. 2A) and opens with two
foramens obliquely in the direction from front to up and
back. The third, bending in an arc to the bottom, leaves the
body of the lower jaw with the approach to the mental
tubercle (tuberculum mentale).

Opposite topographic characteristics of the channel are
reflected by a 3D reconstruction model created by computed
tomography (see Fig. 2B), originating left and right with
single inlets and a typical outlet on the left side of the
mandible and two different foramens on the right side,
getting bifurcation only in the projection of the first molar.

It is impossible to determine a certain regularity of
topographic features of the mandibular canal during survey
digital CT scans due to their pronounced variability both in
laying and in the location and diameters of the outlets
(Fig. 3).

In most cases, the traditional morphological literature
describes the projection of the exit opening of the
mandibular canal only with a focus on premolars and
possible branching of the canal in the body of the mandible,
without leaving it. However, we have identified variants with
numerous additional foramens (see Fig. 3B), which have
a certain organizational morphological structure of small
tubules, to provide innervation and nutrition of both hard
and adjacent soft tissues.

There is no proper systematization of the specific
topographic trajectory and size of the mandibular canals,
their union or separation, and the direction of their exit,

which requires additional vigilance not only during research
but also in clinical dentistry (Fig. 4).

This confirmation is a 3D reconstruction model created
by computed tomography (Fig. 5) of a patient with a restored
defect of the dentition on the lower jaw on the right side.
The location of one of the outlets of the canals (see Fig. 5A)
is projected closer to the root of the second incisor, the
others - between the first and second premolars and the
third foramen in the projection of the medial root of the first
molar.

It is important to note that a significant number of canals
are combined in the body of the mandible into one,
continuing and leaving it with one outlet (see Fig. 5B).

We also emphasize that the structure of the mandibular
canals, in particular the surrounding tubular cortical layer,
depends on the type of bone density and their
"morphological form" - the time of tooth loss as an
irreversible pathological factor leading to bone tissues
atrophy (Fig. 6).

Discussion

Many scientific works are aimed at studying the
morphological variations of the mandibular canal [2, 3, 31],
which are substantiated in the studies and have proper
evidence and confirmed by modern, even simple,
radiological methods [8, 15]. However, attempts to
differentiate the presence of specific anatomical structures
(such as arteries, veins, nerves) in the existing mandibular
canals by radiological methods are problematic, and the
results are questionable, although there are clinical
concerns about the invasiveness of surgery [16, 22].

It is known that the ramus of the mandible, which
extends from its body at an obtuse angle upwards, on the
inner surface contains a pterygoid tuberosity (tuberositas
pterygoidea), just above which you can see the upward
mandibular foramen (foramen mandibulae). From the inner
surface it is limited by the lingula of the mandible (lingula
mandibulae). This hole leads to the canal of the mandible,
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&4 mm

Fig. 7. X-ray method of research of the direction of mandibular canal laying, @°: A1, A2 - coronal section of the mandible; B1, B2 - coronal

(smart) section; C - axillary (axial) section of the mandible.

which is laid in her body and ends on the outer surface of
the chin hole, forming a through "tunnel" [8, 13, 16].

Bone atrophy leads to irreversible physiological
processes, which are negatively reflected in the topographic
features of the mandibular canal, even in relation to the
most stable morphological structures, such as the angle
of the mandible [20]. This study comprehensively
characterizes the topographic variability of the mandibular
canal in atrophy of bone tissue due to loss of the masticatory
group of teeth.

We want to draw the researchers' attention to the fact
that even asymmetric loss of one tooth leads to significant
atrophy from inactivity on the corresponding side [7, 28]
and is reflected, respectively, by changing the degree (J°)
of the initial direction of the mandibular canal (Fig. 7).
especially with end defects of the dentition, as a
pathogenetic factor of bone atrophy.

These differences in topographic features and variability
of channels should be taken into account, first, when

analyzing digital images of both sides of the mandible, to
increase the effectiveness of local anesthesia [11], as the
initial stage of treatment, osteosynthesis, osteotomy and
other reconstructive surgery.

The issues of formation of bone tissue of the mandible
[12] as a fundamental platform for laying the canal
(channels) of the mandible, the impact of somatic pathology
[23] on its topographic variability and changes in
morphometric values [1], morphological variability of
channels, dependent from atrophy of bone tissue due to
loss of the masticatory group of teeth.

Prospects for further research are the morphological
identification of mandibular canals and their structures by
functional purpose.

Conclusion

1. Variant anatomy of canal (channels) bifurcation of the
mandible is manifested on both the left and right sides of
the mandible.
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2. The main canal of the mandible is well surrounded
by a cortical layer, forming a rounded, slightly flattened (from
the predominance of atrophic processes of bone tissue)
tubular tunnel and clearly visualized during X-ray
examinations.

3. The system of peripheral canals, tubules (branches)
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BAPIAHTHA AHATOMIA TOMOIPA®II KAHANY HUXHbOI LLENENKU

Owypko A. 1., OnitiHuk I. 0., Ky3Hsik H. B.

Y OanHiti pobomi npedcmaesrneHo aHaniz 3D pekoHcmpykuyiliHux modernel nposigy eapiamusHocmi kaHamy (KaHarig) HUWXHbBOI wenenu sk
3 nigoi, mak | 3 npasoi cmopoHu, iX nMpoknadaHHsI y Mini HUXHBOI wenenu ma foKanisayito, po3mMipu i HarnpPsMKU 8UXIOHUX KaHaslie.
Adxe, docmynHicmb MarioiH8a3u8HUX MEXHIK, iMrIeMeHmosaHux y npouecu OOCIOXEHHS, CrPUSIIOMb BUSIBNIEHHIO Ha8imb HEe3Ha4YHUX
aHamoMI4YHUX eapiaHmig Yu po32arnyXXeHb KaHary HUXHbBOI wesnenu, wo € 0oeoni yacmumu i He A0380MA0Mb KIliHIUUCMYy Hexmyeamu
HumMu ma nompebyrmb HanexHoi Haykogoi ouiHku. [1id Yac nnaHye8aHHs PEKOHCMPYKMUBHUX XipypaiyHUX ympydYaHb Ha HUXHIU
werneni bpak 8UCOKOI npoeHocmu4YHocmi w000 3anobieaHHs QyHKUIOHaNbHUX yCKnadHeHb, siki 0oeoni Yyacmo b6yearomb HE380POMHUMU
(yepe3 me, wo KaHam HUXHbLOI Wernenu micmumse pyxo8i ma 4ymiiugi Hep8osi 80/10KHA), 3Mywye rnepeanssdamu MopgOono2iyHy
¢pyHOameHmarnbHicmb ocobnueocmel (oz2o monoepacpii. Tomy, memoto pobomu 6yno npoeedeHHs 0271510y KOMM'tOMepHo-
momoepaghidHUX yughposux 306paxeHb, iX aHarnidy ma eusierieHHs MOXI/IUBUX aHamoMi4HUX eapiaHmie rpoknadaHHs KaHasy (kKaHarig)
HUWXHBOT wenenu, ik OCHOBU Yy 8CMaHO8IEHHI 1020 mornoegpagidyHux ocobnusocmed, i3 nigoi ma npagoi cmopiH. llicrsi nposedeHo20
aHanizy 426 yugposux KT-ckaHy8aHb HUXHIX wiesern 8 ocib 4onoeidoi ma xiHo4yoi cmami eikom 8id 25 do 75 pokie eidmeopeHo 68 3D
pekoHcmyKuitiHux modenel 3a 0ornoMozor cmaHOapmu308aHO20 peHmeeHo-0iagHocmu4yHo2o KT-npoepamHoz0 3abe3nedeHHs Ez3D-
| Original ver.5.1.9.0, wo 3acmocosyembcsi Ons gisyasnizayii MynbmumodanbHUX i 6aegamosuMipHUX 306paxeHb, OKpeMi 3 SKUX nodaHi
5K pesynbmamu enacHux 0ociioxeHb. BcmaHoeneHo, wo 8xiOHi omeopu HUWXHbOWENenHUX KaHarie sk i3 11igol, mak i3 npagoi cmopiH
npodosxxytombcsi 0OHUM KaHasioM, rpome, y rnpoekuyii dpyaux 8enuKux KOpPIHHUX 3y6ig, OCmMaHHi i3 8€/IUKOI0 4acmomoK MOXYMmb
posdinamucsi Ha 0obpe rnpoekmosaHi 08a-mpu KaHanu. HasieHa sidmiHHicmb y Oiamempax (D) kaHanie ma ix iOKpummsm - muriosum
(v npoekuii manux KopiHHUx 3y6ie 3 npaeoi cmopoHu) i Hemurnosum gidkpummsm - y npoekuii 3.6, 4.6 eenukux KopiHHuUx 3ybie ma
ueHmparnbHUX pi3uie, iKnig K 3a HanpsiMKOM 8UXiOHO20 Omeopy, makK i 3a ix posmauwyeaHHAM. He npocniokogyembcsi HanexHoi
3aKOHOMIpHOI cucmemamu3auii, Wodo Kinbkocmi mornogpagiyHOI mpaekmopii ma po3mipy KaHarsie HUXHbOI wienenu, 0b'eOHaHHA Yu
ix po3dineHHsi, a maKkox HanpsMKy ix euxody, wo nompebye 0odamkogoi nunbHocmi He nuwe nid yac docniOHuUybKux pobim, a u
Hagimb y KNiHiYHIU crmomamonogaii Yu pekoHCmpyKmMueHiIl Xipypaii.

KnrouyoBi cnoBa: kaHan HUXHbOI wenenu, Kommn'tomepHa momoepadpis, Mopghomempisi, ampoisi KicmKoeoi mKkaHUHuU, 1oo0uHa.
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The multifactorial nature of the origin and development of nevi is the subject of debate
so far. One way to understand this process and get an answer to this question is to use
a constitutional method of research. The purpose of the study is to build and analyze
discriminant models of benign nevi occurrence possibility in men depending on the
characteristics of the structure and size of the body. For Ukrainian men aged 22 to 35
years with benign nevi (34 with melanocyte benign simple nevi; 27 with melanocyte
benign dysplastic nevi; 14 with melanocyte benign congenital nevi; 17 with
nonmelanocyte benign nevus) determined anthropometric indicators according to the
scheme of Bunak V. V. (1941), components of the somatotype according to the Heath-
Carter scheme (1990), as well as indicators of the component composition of body
weight according to Matejko formulas (1921). The control group consisted of
anthropometric and somatotypological indicators of 82 practically healthy men of the
same age group selected from the data bank of the Research Center of National
Pirogov Memorial Medical University, Vinnytsya. Discriminant analysis was performed
inthe licensed statistical package "Statistica 5.5". With the help of discriminant analysis,
reliable models of the possibility of benign nevi depending on the characteristics of
anthropometric and somatotypological indicators are built. It was found that healthy
and patients with benign nevi of men can reliably interpret the obtained classification
indicators between healthy and sick, and between patients with melanocyte simple or
dysplastic nevi and other groups of benign nevi (discriminant function covers 75.7 % of
cases; Wilks' Lambda statistics=0.125; p<0.001). Between groups of benign nevi,
reliable interpretation of the obtained classification indicators is possible only between
patients with melanocyte simple or dysplastic nevi and melanocyte congenital or non-
melanocyte nevi (discriminant function covers 48.4 % of cases; Wilks' Lambda
statistics=0.662; p<0.001), however, the totality of all anthropological variables has
little discrimination. The models of healthy and sick men include the skinfold thickness
(42.8 %), girth sizes (28.6 %), shoulder width and endomorphic component of the
somatotype (14.3 % each); and among men with benign nevi, only girth sizes of the
body. The greatest contribution to discrimination in models of healthy and sick men is
made by the circumference of the forearm at the top, the width of the shoulders and the
skinfold thickness on the side; and among patients with benign nevi - chest girth on
inspiration. The obtained results indicate a significant influence of environmental factors
on the occurrence of benign nevi.

Keywords: skin diseases, benign nevi, anthropometric indicators, body circumference,
transverse body dimensions, skinfold thickness, somatotypical indicators, Ukrainian
men, discriminant models.

Introduction

Cancer of the skin is of particular interest to the scientific
community. In particular, this is due primarily to their

multifactorial nature of origin, namely the various influences
of external environmental factors. These factors become

© 2022 National Pirogov Memorial Medical University, Vinnytsya
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more or less relevant depending on the type of pathology
under consideration [19].

If we are talking about melanocyte pathologies (tumors
based on melanin-producing tissue), such as nevi or
melanoma, then such a factor as insolation comes to the
fore [1]. However, new research data allow a deeper
assessment of other factors that deserve attention. In this
case, this applies to anthropometric data of the person,
such as height, weight, body size, etc. [5, 11].

One possible explanation for this interaction may be
the theory of direct involvement of adipose tissue in leptin
metabolism, a complex and multi-chain process that
includes various human systems and organs - brain,
thyroid, adrenal, pancreas and others. In turn, leptin is one
of the key factors in triggering melanocyte proliferation [10].
In turn, the amount of adipose tissue is directly related to
the dimensions of the human body [2, 7].

The use of such a powerful research method as
anthropometric can thus be a promising tool to find
answers to questions about the possibility of occurrence,
course of melanocyte pathologies, including nevi -
pathologies of the skin and mucous membranes, much
less studied than melanoma.

In addition, scientometric databases contain only
isolated data on the prevalence of nevi, which complicates
the understanding and overall assessment of the problem.
Thus, it is noted that the prevalence of congenital
melanocyte nevi, depending on the data of various studies
ranges from 0.5 % to 31.7 %, and giant congenital
melanocyte nevi occur in 1 in 20 thousand-500 thousand
live births. The prevalence of melanocyte nevi among men
and women is quite heterogeneous and is 2 to 3,
respectively, and the average size of nevi varies between 3-
4 cm; also melanocytic nevi are more common in African
and Japanese ethnic groups [2].

The prevalence of dysplastic nevus in the Caucasian
population is from 2 to 18 % [7].

Particular attention is paid to nevi due to the emergence
of studies that confirm the relationship between the
presence of nevi and the development of their degeneration
into dangerous and high-lethal melanocyte skin
pathologies, such as melanoma or neurodermal
melanosis [8].

According to Alikhan A. and co-authors [2], the risk of
malignancy of nevi with subsequent melanoma is from 1
to 5 % (for small and giant congenital nevi, respectively),
and for neurodermal melanosis from 2.5 to 45 % (for giant
congenital nevi).

Analysis of the database of 2159 cases of melanoma
revealed that 1.3 % of them occurred on the background of
congenital melanocyte nevi [3], and according to other
studies for dysplastic nevus is from 34 to 59 % [7] and from
18 to 20 % depending on the type of melanoma spread
[27].

It has also been found that genetically, nevi significantly
increase the risk of basal cell carcinoma and squamous

cell carcinoma [6].

Observations of 57 patients with nevi for 5.5 years
revealed that 3.5 % of them developed melanoma during
this period. The researchers estimated the risk of 5-year
melanoma in this cohort of individuals was 4.8 % (95 % CI:
1.9-11.5%) [21].

Given the lack of work to study the relationship between
anthropometric indicators and the frequency of nevi and
the clinical importance of nevi as a prognostic factor for
melanoma, there is an urgent need for clinical research to
study it and the possibility of further practical application in
practice.

The purpose of the study is to build and analyze
discriminant models of benign nevi occurrence possibility
of in men depending on the characteristics of the structure
and size of the body.

Materials and methods

92 Ukrainian men aged 22 to 35 with benign nevi (34
with melanocyte benign simple nevi; 27 with melanocyte
benign dysplastic nevi; 14 with melanocyte benign
congenital nevi; 17 with non-melanocyte benign nevi) on
the basis of the Military Medical Clinical Center of the
Central Region and the Department of Dermatology and
Venereal Diseases with a course of postgraduate education
National Pirogov Memorial Medical University, Vinnytsya
conducted clinical, laboratory and pathohistological
examinations. The diagnosis of nevi was established
according to a two-stage algorithm for the classification of
pigmented tumors, which was adopted at the First World
Congress of Dermatoscopy (Rome, 2001) [16].

All patients signed an informed consent to participate
in the study. Committee on Bioethics of National Pirogov
Memorial Medical University, Vinnytsya (protocol Ne 10 From
26.11.2020) found that the studies do not contradict the
basic bioethical standards of the Declaration of Helsinki,
the Council of Europe Convention on Human Rights and
Biomedicine (1977), the relevant WHO regulations and
laws of Ukraine.

All men with benign nevi were determined by
anthropometric indicators according to the scheme of
Bunak V. V. (1941), somatotype components according to
the Heath-Carter scheme (1990), as well as indicators of
the component composition of body weight according to
the formulas Matejko (1921) [9]. The control group consisted
of anthropometric and somatotypological indicators of 82
practically healthy men of the same age group were
selected from the data bank of the research center of the
National Pirogov Memorial Medical University, Vinnytsya.

Discriminant analysis was performed in the licensed
statistical package "Statistica 5.5".

Results

Taking into account the indicators of body structure and
size in practically healthy and patients with benign nevi of
men, discriminant function covers 75.7 % of cases. Among
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healthy and benign nevi men, the discriminant variables
are the skinfold thickness (SFT) on the thigh (GBD), on the
side (GB) and on the chest (GGR), endomorphic
component of somatotype (FX), chest circumference on
inspiration (OBGK1) and forearms at the top (OBPR1), as
well as shoulder width (ACR). The largest contribution to
discrimination between the healthy and benign nevi groups
of men among the above indicators is the forearm girth in
the upper part, shoulder width and SFT on the side. The
set of all anthropological and somatotypological variables
has a pronounced (Wilks' Lambda=0.125; p<0.001)
discrimination between groups of healthy and benign nevi
men.

For healthy and patients with benign nevi of men,
classification indicators (Df) have been determined, which
can be used to classify the subjects as healthy or patients
with benign nevi. Below in the form of equations is the
definition of classification indicators, where the attribution
to healthy men is possible at a value of Df close to 166.2; to
men with melanocyte simple nevi - at a Df value close to
159.7; to men patients with melanocyte dysplastic nevi - at
a Df value close to 156.1; to men with melanocyte congenital
nevi - at a Df value close to 167.6; to men with non-
melanocyte nevi - at a Df value close to 168.8:

Df (for healthy men) = GBD x 1.157 - GB x 0.460 - FX x
6.371 + OBGK1 x 1.005 + ACR x 3.026 + OBPR1 x 4.311 -
GGR x 0.804 - 166.2;

Df (for men with melanocyte simple nevi) = GBD x 0.194
+GBx1.323-FXx14.59+ OBGK1x1.579+ACR x1.925 +
OBPR1 x 3.795 + GGR x 0.191 - 159.7;

Df (for men with melanocyte dysplastic nevi) = GBD x
0.311 + GB x1.193 - FX x 14.94 + OBGK1 x 1.814 + ACR X
1.869 + OBPR1 x 2.959 - GGR x 0.006 - 156.1;

Df (for men with melanocyte congenital nevi) = GBD x
0.143 + GB x 1.027 - FX x 14.00 + OBGK1 x 1.835 + ACR x
2.054 + OBPR1 x 3.000 + GGR x0.217 - 167.6;

Df (for men with non-melanocyte nevi) = GBD x 0.299 +
GB 1.052 - FX x 14.42 + OBGK1 x 1.737 + ACR x 2.021 +
OBPR1 x 3.468 + GGR x 0.256 - 168.8;

where (here and hereafter), SFT - in mm; somatotype
components - in points; circumferential body dimensions -
in cm; body diameters - in cm

The statistical significance of discriminant functions of
healthy and patients with benign nevi of men was
determined using the criterion x2. The results of the x? test
indicate that taking into account the established
anthropometric and somatotypological indicators it is
possible to reliably interpret the obtained classification
indicators between healthy and sick for all groups of benign
nevi of men, as well as between men with melanocyte
simple or dysplastic nevi and other groups.

Taking into account the indicators of anthropo-
somatotypological indicators only in patients with benign
nevi of men discriminant function covers 48.4 % of cases.
Among men with benign nevi, the discriminant variables
are upper arm circumference (OBPR1), inspiratory chest

circumference (OBGK1), and expiratory chest
circumference (OBGKZ2). The greatest contribution to
discrimination between groups of men with benign nevi in
men is chest girth on inhalation. The totality of all
anthropological and somatotypological variables has a
slight (Wilks' Lambda=0.662; F (9.207):4.241; p<0.001)
discrimination between groups of men with benign nevi.

Below in the form of equations is the definition of
classification indicators, where the attribution to men of
patients with melanocyte simple nevi is possible with a Df
value close to 118.8; to men patients with melanocyte
dysplastic nevi - at a Df value close to 111.7; to men with
melanocyte congenital nevi - at a Df value close to 123.2; to
men with non-melanocyte nevi - at a Df value close to 124.4:

Df (for men with melanocyte simple nevi) = OBPR1 x
6.004 + OBGK1 x2.676 - OBGK2 x 2.175 - 118.8;

Df (for men with melanocyte dysplastic nevi) = OBPR1 x
5.181 + OBGK1 x2.842 - OBGK2 x 2.196 - 111.7;

Df (for men with melanocyte congenital nevi) = OBPR1
x 5.318 + OBGK1 x 3.111 - OBGK2 x 2.415 - 123.2;

Df (for men with non-melanocyte nevi) = OBPR1 5.767
+ OBGK1 x 2.988 - OBGK2 x 2.393 - 124.4.

The results of the ¥? test indicate that, taking into account
the established anthropometric and somatotypological
indicators, a reliable interpretation of the obtained
classification indicators is possible only between patients
with melanocyte simple or dysplastic nevi and other groups
of benign nevi.

Discussion

Anthropometric researches about study the
characteristics of certain dimensions or weights in people
with nevi are not available in scientometric databases for
the last decade. However, the results of examinations of
persons with other types of skin pathology are quite
encouraging.

A history of 70 Iragi people with non-melanocyte skin
cancer showed the following distribution: most people were
56-70 years old, illiterate, married, and working with a
sufficient income. 11.4 % of respondents had a
burdensome family history, and 62.9 % spent more than 4
hours in the sun every day. 72.9 % did not smoke and 98.6
% did not drink alcohol; 45.7 % had 1 blood group and
slightly more than half of the participants had normal values
of body mass index [1].

At the same time, no association was found between
body mass index or waist circumference and the risk of
glioma in adulthood. In young people, there is an
association only with the body mass index (higher rates
are associated with an increased risk of glioma). For
women of all ages, there is a reduced risk of glioma in
people with severe somatotype [5].

Taking into account age, height and height-to-sitting
height ratios are significantly associated with the risk of
melanoma (RR=1.40, 95 % CI=1.06-1.86 for >0.533
vs.<0.518; P for trend=0.02). An association has also been
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found between a large type of somatotype during menarche
and the risk of melanoma [11].

P. H. Lahmann and co-authors [12] conducted a 16-
year follow-up of more than 1,000 individuals, of whom
more than 500 developed skin cancer (334 - basal cell
carcinoma, 188 - squamous cell carcinoma, 28 -
melanoma). Statistical data showed a significant
association between the risk of squamous cell carcinoma
and melanoma and growth in men and basal cell
carcinoma and growth in women.

Similar data were obtained from Nurses' Health
(117,863 individuals) and Health Professionals Follow-up
Study (51,111 individuals), which found an increased risk
of basal cell and squamous cell skin cancer with an
increase in height every 10 cm [13].

K. D. Meyle and others [14] analyzed the database of
the Copenhagen School Register of Medical Records of
1930-1989 (372,636 people). During the observation
period, 2329 people developed skin melanoma. The
analysis of anthropometric indicators established a
connection between the increased risk of melanoma and
growth at the age of 7-13 years and birth weight.

An analysis of the literature on the relationship between
the risk of melanoma and human growth clearly indicates
its existence. This is confirmed by researchers from the
United States, Norway, Canada, Israel, ltaly and Australia
[20].

A group of scientists analyzed 9 publications, which
totaled almost a million people, of whom more than 50,000
developed non-melanocyte skin cancer. Statistical analysis
of the data showed a nonlinear feedback between body
mass index and non-melanocyte cancer risk (RR=0.88,
95 % CI: 0.85-0.91, 12=71.2 %, P-nonlinearity <0.001) [23].

Long-term follow-up of 71,645 women, more than
13,000 of whom developed nonmelanocyte skin cancer,
revealed the factors most closely associated with the
pathology. A body mass index greater than 25 kg/m? and a
waist-to-thigh ratio greater than 0.80 are associated with a
reduced risk of non-melanocytic cancer, only in the absence
of excessive sun exposure [4].

Rezaiian F. and co-authors [18] found significant
correlations between visceral fat percentage and waist
circumference and risk of nonmelanocyte skin cancer by
logistic regression analysis (OR: 1.10, 95 % CI: 1.024-
1.190, p=0.01 and OR: 1.04, 95 % CI: 1.007-1.080, p=0.018,
respectively).

One way or another, the values of body mass index,
body fat and non-fat body mass are associated with the
risk of cancer of the stomach, esophagus, liver, pancreas,
lungs and uterus [22].
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OUCKPUMIHAHTHI MOLES MOXIMBOCTI BUHUKHEHHA TA OCOBJTIMBOCTEW NEPEBIMY AOBPOAKICHAX HEBYCIB Y
YOJOBIKIB 3ANEXHO BIl OCOBIMBOCTEN AHTPOMO-COMATOTUMNONOINYHUX NMOKA3HUKIB
Xaddad H. b. 10., flmumpeHko C. B., Mamewyk-Baueba J1. P., Xanuuybka O. I1., KupuyeHko B. I.

MynbmucgpakmopianbHa npupoda 8UHUKHEHHST ma po38UMKYy Hegycie € npedmemom Ouckycili e4eHux domenep. OOHUM 3i wnsixie
PO3YyMIHHSI Ub020 rpoyecy i ompumaHHsi 8i0rnoeidi Ha daHe MUMaHHsl € 3acmocCy8aHHsI KOHCMUMYUioHarbHO20 Memody OOCIOKEHHS .
Mema docnidxeHHsi - nobydysamu ma nposecmu aHasni3 OUCKpUMIHaHMHUX Modenel MOXIU8oCMi 8UHUKHEHHS O0BPOSIKICHUX Hegycig
y yonosikie 3anexHo 8i0 ocobrugocmel rnoka3Hukie 6ydosu ma poamipie mina. YkpaiHcbkum 4yonosikam gikom eid 22 do 35 pokis,
xeopum Ha 0obposikicHi Hegycu (34 i3 menaHoyumapHumu Ao0b6pPOSIKICHUMU rpocmuMu Hegycamu; 27 i3 MenaHoyumapHumu
dobposikicHumMu ducnnacmuyHuMu Heeycamu; 14 i3 menaHoyumapHumu OG06posikicHUMuU 8podxeHumMu Hesycamu; 17 i3
HemenaHoyumapHuUMu A0bpOosIKICHUMU HegycaMu) rpoeedeHO 8U3HAYEHHs aHMPONOMEempUYHUX MoKa3HukKige 3a cxemoro byHaka B. B.
(1941), komnoHeHmie comamomury 3a cxemoto Xim-Kapmepa (1990), a makox noka3sHUKi@ KOMIOHeHMHo20 cknady macu mina 3a
popmynamu Mameliko (1921). KonmponbHy 2pyny cknadanu aHmpornoMempuyHi ma coMamomurionoaidHi noKasHUKuU 82 npakmuy4HoO
300posux Yoriosikie aHanoziyHoi 8ikoeoi epynu gidibpaHi 3 6aHKy OaHuUX Hayko80-00C/iOHO20 yeHmpy BiHHUUbKO20 HauioHanbHO20
medu4yHozo yHigepcumemy im. M. |. lMupoeosa. [JuckpumiHaHmHul aHania npoeedeHo 8 MiUeH3ilHOMYy cmamucmu4YHoOMy nakemi
"Statistica 5.5". 3a donomoeor duckpumiHaHMHO20 aHasnidy nobydosaHi docmosipHi Modesni MOXIU8OCMI 8UHUKHEHHST O0BPOSIKICHUX
Hesycig 8 3anexHocmi 8id@ ocobnusocmell aHMPONOMEMPUYHUX | COMamomuriono2iYHUX roKa3Hukie. BcmaHosneHo, wo y 30o0posux
i xgopux Ha G06pPOsKiCHI Hegycu 4Yomnosikie Moxnuea docmosipHa iHmeprnpemauis ompuMaHUX MoKa3HUKie Knacugikauii sk Mix
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300posuUMU ma X80pUMU, MaK i MiXXK X80pUMU Ha MenaHouumapHi npocmi abo ducrnnacmuyHi Hegycu ma iHWuMu epyrnamu 00B6pOsIKICHUX
Hegycig (OuckpumiHaHmHa ¢hyHkuisi oxonnwe 75,7 % esunadkie; cmamucmuka Wilks' Lambda=0,125; p<0,001). Mix epynamu
dobposkicHux Hesycie docmosipHa iHmepnpemauis ompuMaHux MoKa3HUKi8 Kracugikauyii Moxnuea nuuwe MiX Xe8opumu Ha
menaHouyumapHi npocmi abo AucnnacmuyHi Hegycu ma menaHoyumapHi 8podxeHi abo HemenaHoyumapHi Hegycu (OUCKpUMiHaHMHa
yHkuisi oxonmoe 48,4 % eunadkis; cmamucmuka Wilks' Lambda=0,662; p<0,001), o0HaK cyKynHicmb ycix aHmpornon0aidyHux 3MiHHUX
mae HesHayHy OuckpumiHauyito. o cknady modenel y 300p0o8UX | X8OPUX HOIO0BIKI8 8X005IMb MOBUWUHA WKIPHO-XUPOBUX CKIa0OK
(42,8 %), obxeamHi po3mipu mina (28,6 %), wupuHa rnedyel ma eHOOMOPGHUU KOMIoHeHmM comamomury (ro 14,3 %); a Mix xeopumu
Ha 0obposikicHi Hegycu yonosgikamu - nuwe obxeamHi posmipu mina. Halbinbwul 8Hecok y AuckpumiHauito 8 Moderssix 300posux i
X80pux Yoriosikie 8Hocsimb 0bxeam nepednniyys y 8epxHili YacmuHi, wupuHa raeyel ma mosujuHa WKIPHO-XUpPOoeoi cknadKku Ha
60Ky; a Mk xeopumu Ha O0bpPOsiKiCHI Hegycu - obxeam epyOHOI Knimku Ha 80uxy. Ompumani pe3ynbmamu eka3ylombs Ha 3Ha4yHUl ernue
¢hakmopie 308HIWHL020 cepedosuuia Ha 8UHUKHEHHS1 A0BPOSIKICHUX Hesycig.

KnioyoBi cnoBa: 3axeoptosaHHs wWkKipu, 06posiKiCHIi Hegycu, aHmMpPONnoOMempuYHi MokasHuku, obxeamHi po3mipu mina, rnonepeyHi
pO3Mipu mina, MoswjuHa WKiPHO-XUPOBUX CKIadoK, COMamomuIoioaidHi MoKa3HUKU, yKpaiHCbKU 4Yor108iku, OUCKpUMIHaHmMHi Moderti.
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country (in English and Ukrainian); structured annotations (in English and Ukrainian); keywords (in English and Ukrainian);
introduction; purpose; materials and methods of research; research results; discussion; conclusions; bibliographic
references.

The title of the article briefly reflects its contents and contains no more than 15 words.

Abstract. The volume of the annotation is 1800-2500 characters without spaces. The text of an annotation in one
paragraph should not contain general phrases, display the main content of the article and be structured. The abstract
should contain an introductory sentence reflecting the relevance of the study, the purpose of the study, a brief description
of the methods of conducting research (2-3 sentences with the mandatory provision of the applied statistical methods),
a description of the main results (50-70% of the volume of the abstract) and a concise conclusion (1 sentence). The
abstract should be clear without familiarizing the main content of the article. Use the following expressions: "Detected ...",
"Installed ...", "Fixed ...", "Impact assessed ...", "Characterized by regularities ...", etc. In an annotation, use an active rather
than passive state.

Keywords: 4-6 words (or phrases).

"Introduction”

The introduction reflects the state of research and the relevance of the problem according to the world scientific
literature (at least 15 references to English articles in international journals over the past 5 years). At the end of the entry,
the purpose of the article is formulated (contains no more than 2-3 sentences, in which the problem or hypothesis is
addressed, which is solved by the author).

"Materials and methods"

The section should allow other researchers to perform similar studies and check the results obtained by the author.
If necessary, this section may be divided into subdivisions. Depending on the research objects, the ethical principles of
the European Convention for the protection of vertebrate animals must be observed; Helsinki Declaration; informed
consent of the surveyed, etc. (for more details, see "Public Ethics and its Conflict"). At the end of this section, a "statistical
processing of results" section is required, which specifies the program and methods for processing the results obtained
by the automobile.

"Results"

Requirements for writing this section are general, as well as for all international scientific publications. The data is
presented clearly, in the form of short descriptions, and must be illustrated by color graphics (no more than 4) or drawings
(no more than 8) and tables (no more than 4), the information is not duplicated.

"Discussion"

In the discussion, it is necessary to summarize and analyze the results, as possible, compare them with the data of
other researchers. It is necessary to highlight the novelty and possible theoretical or practical significance of the results
of the research. You should not repeat the information already listed in the "Introduction" section. At the end of the
discussion, a separate paragraph should reflect the prospects for using the results obtained by the author.

"Conclusion"

5-10 sentences that summarize the work done (in the form of paragraphs or solid text).

"Acknowlegements"

Submitted after conclusion before bibliographic references.

"References”

References in the text are indicated by Arabic numerals in square brackets according to the numerology in the list of
references. The list of references (made without abbreviations) sorted by alphabet, in accordance with the requirements
of APA Style (American Psychological Association Style): with the obligatory referencing of all authors, work titles, journal
names, or books (with obligatory publication by the publishing house, and editors when they are available), therefore,
numbers or releases and pages. In the Cyrillic alphabets references, give the author's surnames and initials in English
(Cyrilic alphabet in brackets), the title of the article or book, and the name of the magazine or the publisher first to be
submitted in the original language of the article, and then in square brackets in English. If available, doi indexes must be
provided on www.crossref.org (at least 80% of the bibliographic references must have their own doi indexes). Links to
online publications, abstracts and dissertations are not welcome.

After the list of references, it is necessary to provide information about all authors (in English, Ukrainian and Russian):
last name, first name and patronymic of the author, degree, place of work and position, ORCID number (each of the
authors of the ORCID personal number if absence - free creation on the official website http://www.orcid.org) to facilitate
the readers of this article to refer to your publications in other scientific publications.



The last page of the text should include the surname, name and patronymic of the author, degree, postal address,
telephone number and e-mail of the author, with which the editors will maintain contact.

Concluding remarks

The manuscript should be executed in such a way that the number of refinements and revisions during the editorial
of the article was minimal.

When submitting the article, please observe the following requirements. The volume of the article - not less than 15
and not more than 25 pages, Times New Roman, 14 pt, line spacing - one and a half, fields - 2 cm, sheet A4. Text
materials should be prepared in the MS Word editor (* .docx), without indentations. Math formulas and equations to
prepare in the embedded editor; graphics - in MS Excel. Use the units of the International Measurement System. Tables
and drawings must contain the name, be numbered, and references to them in the text should be presented as follows:
(fig. 1), or (table 1). The drawings should be in the format "jpg" or "tif"; when scanned, the resolution should be at least 800
dpi; when scanning half-tone and color images, the resolution should be at least 300 dpi. All figures must be represented
in the CMYK palette. The statistical and other details are given below the table in the notes. Table materials and drawings
place at the end of the text of the manuscript. All elements of the text in images (charts, diagrams, diagrams) must have
the Times New Roman headset.

Articles are sent to the editorial board only in electronic form (one file) at the e-mail address nila@vnmu.edu.ua
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