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Malignant transformation of benign nevi is one of the factors that leads to increased
scientific interest in the study of the pathogenesis of their occurrence, the influence of
external factors on them, etc. One of the still unsolved issues is the study of the
relationship between the features of nevi indicators and the anthropometric parameters
of the human body. The purpose of the work is to investigate the peculiarities of
correlations of the dermatoscopic index with anthropometric and somatotypological
indicators of Ukrainian men with benign nevi. A clinical, laboratory and pathogistological
examination of 34 Ukrainian men of first adulthood with melanocytic benign simple
nevi, 27 with melanocytic benign dysplastic nevi, 14 with melanocytic benign congenital
nevi, and 17 with non-melanocytic benign nevi was carried out. The dermatoscopic
index was calculated according to the "ABCD rule of dermatoscopy"”. Anthropometric
examination was carried out according to Bunak's scheme. The Heath-Carter
mathematical scheme was used to assess the somatotype. Matiegka formulas were
used to calculate fat, bone and muscle components of body mass. In addition, the
muscle component of body weight was estimated according to the method of the
American Institute of Nutrition. The assessment of correlations between the
dermatoscopic index and body parameters was carried out in the license package
"Statistica 6.0" using the non-parametric method of Spearman. An analysis of multiple
reliable and average strength of unreliable correlations between the value of the
dermatoscopic index and anthropo-somatotypological indicators in men with benign
nevi was performed. In men with simple melanocytic nevi, only moderately strong direct
(r = from 0.30 to 0.34), mostly unreliable, correlations with all sizes of the pelvis were
established. In men with melanocytic dysplastic nevi, inverse correlations of medium
strength, mostly reliable (r = from -0.38 to -0.52) were established with all dimensions
of the pelvis and almost all transverse dimensions of the trunk, as well as with almost
half of the indicators of the skinfold thickness. In men with melanocytic congenital nevi,
direct, mostly unreliable (r = from 0.30 to 0.47) correlations were established with all
dimensions of the pelvis, with almost all transverse dimensions of the trunk, with
almost half of the girth of the body and indicators of the skinfold thickness and almost
allindicators of the component composition of body weight. In men with non-melanocytic
nevi, direct, mostly unreliable (r = from 0.30 to 0.47) correlations were established with
all transverse dimensions of the trunk and pelvis, most of the total and girth dimensions
of the body. Quantitative analysis of reliable and average strength of unreliable
correlations between the value of the dermatoscopic index and anthropo-
somatotypological indicators was also carried out. The established features of the
correlations expand modern ideas about the risk of benign nevi.

Keywords: skin diseases, benign nevi, dermatoscopic index, anthropometric and
somatotypological body parameters, correlations, men.

Introduction

Nevi are benign melanocytic tumors that can be both
congenital and acquired [24]. According to scientists, the
key element in the occurrence of mutations leading to the

emergence or transformation of nevi is the genetic factor.
Among the genetic factors associated with the occurrence
of nevi, there are four single-nucleotide polymorphisms that

© 2023 National Pirogov Memorial Medical University, Vinnytsya 5



Correlations of the dermatoscopic index with anthropometric and somatotypological parameters of men with ...

reliably show a connection with an increase or decrease in
the number of nevi, namely IRF4 (increase in number) and
PARP1, CDK®6, and PLA2G6 (decrease in number) [17].

The exact source of nevi still remains unknown. However,
the classic model, which is still considered the main one,
states that the epidermal melanocyte is the source of both
nevi and melanoma, which in the process of loss of
differentiation can either develop into a benign tumor, which
is a nevus, or a malignant tumor, which is melanoma [10].
The results of histological studies showed that in 30 % of
cases melanoma is formed against the background of an
already existing nevus. This condition is known as nevus-
associated melanoma. In other 70 % of cases, melanoma
is formed without previous damage to the skin [6].

During dermatoscopy, congenital nevi have a different
type of pattern. It can be either globular (most common) or
reticular-globular, homogeneous, reticular-homogeneous,
globular-homogeneous (least common), reticular-spotted
or cobblestone pattern. Also, they may include the presence
of dots, focal or perifollicular hypopigmentation and such
rare signs as a bluish-whitish veil [5].

According to a review of 1164 people with nevi, in the first
20 years of life the distribution of the frequency of observation
of melanocytic nevi is as follows: the largest number is
complex nevi (62 %), followed by the less common dermal
nevus (20 %), Spitz nevus (9 %), connective nevus (4 %),
blue nevus (2 %) and the least common - spindle cell nevus
(1 %), Halo nevus (1 %), atypical spitzoid tumor (1 %) and
deep penetrating nevus (<1 %) [23].

One of the non-invasive methods that facilitates the
differential diagnosis of benign and malignant melanocytic
formations is the ABCD rule of dermoscopy, which calculates
a special dermatoscopic index. This method has a sensitivity
of 83 % and a specificity of 45 % [1].

Malignant transformation of nevi into melanoma is
probably the most important problem facing patients, doctors
and scientists. Long-term follow-up of 2355 patients with
choroidal nevi showed that malignant transformation into
melanoma occurred in 1.2 % of cases after 1 year, 5.8 %
after 5 years, and 13.9 % after 10 years [21].

Thus, melanoma is the most common skin cancer
among children. Spitzoid melanoma is the most common
type and affects children under the age of 11. It is also worth
considering the high risk of malignant transformation of
congenital nevi, which are also one of the common types of
nevi in childhood [16]. In Finland, the incidence of melanoma
among children and adolescents has increased from 1.4
per 1 million people in 1990-1994 to 5.8 per 1 million people
in 2010-2014. The most noticeable increase in the number
of melanoma cases occurred due to the increase in the
number of Spitzoid type [19].

Thus, there is a need to conduct research that would
involve the study of the interrelationships of light from a
technical and financial point of view for the study of indicators.
In this context, it was most appropriate to study the
relationship between dermatoscopic indicators and

anthropometric and somatotypological indicators.

The purpose of the work is to investigate the peculiarities
of correlations of the dermatoscopic index with
anthropometric and somatotypological indicators of
Ukrainian men with benign nevi.

Materials and methods

On the basis of the Military Medical Clinical Center of
the Central Region and the Department of Skin and
Venereal Diseases with a postgraduate course at the
National Pirogov Memorial Medical University, Vinnytsya, a
clinical-laboratory and pathogistological examination of
Ukrainian men aged 22 to 35 years with benign nevi (34
with melanocytic benign simple nevi, 27 with melanocytic
benign dysplastic nevi, 14 with melanocytic benign
congenital nevi and 17 with non-melanocytic benign nevi)
have been done.

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.

The diagnosis of nevi is established according to the
two-stage algorithm for the classification of pigment
neoplasms, which was adopted at the First World
Congress on Dermatology (Rome, 2001) [18].

The dermatoscopic index was calculated according to
the so-called "ABCD rule of dermatoscopy”. "A" - Asymmetry.
To determine this indicator, the studied neoplasm was
visually divided along two asymmetrically favorable lines; in
the presence of asymmetry along two axes, index 2 was
assigned. "B" - Border sharpness. To evaluate this feature,
the neoplasm was visually divided into eight equal parts,
each part with a clear border was assigned an index of 1.
"C" - Color. There are 6 dermatoscopic colors: light brown,
dark brown, black, gray-blue, white, red. Each color present
in the neoplasm was assigned an index of 1. "D" -
Dermoscopic structures. The following structural elements
were distinguished in the dermatoscopic picture: "pigment
network", "stripes" ("radial radiance", "pseudopods"),
"points", "granules", "structureless areas", "blue-white veil",
"structures of regression”, "vascular structures" (areas of a
milky-red color, microvessels are visualized). Each element,
if present in the neoplasm, was assigned an index of 1. The
general dermatoscopic index (Iderm) is calculated according
to the formula "A"+"B"+"C"+"D", where the constant
coefficients A = 1.3; B = 0.1; C = 0.5; D = 0.5. With a total
dermatoscopic index of 4.75 to 5.45, the neoplasm is
considered a dysplastic nevus, and with values above 5.45,
a preliminary diagnosis of skin melanoma is made.

Anthropometric examination was carried out according
to the scheme of V. V. Bunak [3]. J. Carter and B. Heath
mathematical scheme was used to assess somatotype
[4]. The formulas of J. Matiegka [13] were used to calculate
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the fat, bone, and muscle components of body weight. In
addition, the muscle component of body weight was
estimated according to the method of the American Institute
of Nutrition [20].

Correlation analysis was carried out in the license
package "Statistica 6.0" using the non-parametric method
of Spearman.

Results

In Ukrainian men with a diagnosis of nevus, the following
values of the dermatoscopic index were established:
melanocytic simple nevus - 2.806+1.154; melanocytic
dysplastic nevus - 4.522+0.884; melanocytic congenital
nevus - 2.943+1.917; non-melanocytic nevus - 0.382+0.626.
In all cases, with a melanocytic dysplastic newus, the value
of the dermatoscopic index is significantly (p<0.05-0.001)
higher, and with a non-melanocytic nevus, it is significantly
(p<0.001) lower than with other nevi. No reliable or tentative
differences were established between melanocytic simple
and melanocytic congenital nevi.

The results of correlations of the dermatoscopic index
value with total (body weight - W; body length - H; body surface
area - S), longitudinal (height of the upper thoracic point -
ATND; height of the pubic point - ATL; height of the acromial
point - ATPL; height of the digital point - ATP; height of the
acetabular point - ATV), transverse (width of the distal
epiphysis of the shoulder - EPPL; width of the distal
epiphysis of the forearm - EPPR; width of the distal epiphysis
of the thigh - EPB; width of the distal epiphysis of the tibia -
EPG; transverse mid-thoracic size - PSG; transverse lower-
thoracic size - PNG; anterior-posterior size of the chest -
SGK; shoulder width - ACR; interspinous distance - SPIN;
intercristal distance - CRIS; intertrochanteric distance -
TROCH), girth (shoulder girth in a tense state - OBPL1;
shoulder girth in a relaxed state - OBPL2; Upper Forearm
girth - OBPR1 Lower Forearm girth - OBPR2, Hip girth -
OBB, Upper Calf girth - OBG1, Lower Calf girth - OBG2, neck
girth - OBSH; waist circumference - OBT; hip girth - OBBB;
hand girth - OBK; foot girth - OBS; girth of the chest on
inspiration - OBGK1; chest girth on exhalation - OBGK2;
chest girth during calm breathing - OBGK3) body
dimensions, skinfold thickness (on the back surface of the
shoulder - GZPL; on the front surface of the shoulder - GPPL;
on the forearm - GPR; under the lower angle of the scapula
- GL; on the chest - GGR; on the stomach - GG; on the side
- GB; on the thigh - GBD; on the lower leg - GGL), the size of
the components of the somatotype (endomorphic
component of the somatotype - FX; mesomorphic the
somatotype component - MX; the ectomorphic component
of the somatotype - LX), the type of somatotype (SOMAT) and
the value of indicators of the component composition of body
weight (muscle component of body weight according to
Matiegka - MM; bone component of body weight according to
Matiegka - OM; fat component of body weight according to
Matiegka - DM; muscle component of body weight according
to the method of the American Institute of Nutrition - MA) in

Ukrainian men with benign nevi are listed in Table 1.

Table 1. Correlations of the dermatoscopic index with body size
and structure indicators of Ukrainian men with benign nevi.

Anthropo- Nevi

SOmatotypo- | melanocytic | melanocytic | melanocytic non-
logical simple dysplastic | congenital | melanocytic

indicators (n=34) (n=27) (n=14) (n=17)
w 0.22 -0.32 0.27 0.38
H 0.21 0.13 0.09 0.01
S 0.20 -0.25 0.36 0.40
ATND 0.22 0.12 0.03 0.02
ATL 0.16 0.37 -0.38 0.42
ATPL 0.25 0.21 -0.02 -0.14
ATP 0.34 -0.13 0.37 -0.20
ATV 0.26 0.33 -043 0.30
EPPL -0.01 -0.12 0.02 0.03
EPPR 0.14 0.08 -0.33 0.38
EPB 0.22 -0.06 0.16 0.05
EPG 0.04 0.10 0.20 -0.11
PSG 0.13 -0.33 0.42 0.34
PNG 0.15 -0.35 0.41 0.41
SGK 0.19 -0.41 0.33 0.57
ACR -0.22 0.17 -0.03 0.40
SPIN 0.30 -0.52 0.43
CRIS 0.33 -0.38 0.32 |
TROCH 0.34 -0.39 0.38 0.31 |
OBPL1 0.13 -0.18 0.41 0.25
OBPL2 0.09 -0.26 0.47 0.34
OBPR1 0.02 -0.20 0.39 0.39
OBPR2 0.02 -0.20 0.10 -
OBK 0.14 0.06 -0.02 0.31
OBB 0.22 -0.22 0.42 -0.07
OBBB 0.14 -0.28 0.27 0.35
OBG1 0.31 -0.13 0.20 0.33
OBG2 0.01 -0.10 0.44 0.20
OBS 0.00 0.04 0.16 0.10
OBSH 0.11 -0.38 0.04 0.37
OBT 0.12 -0.36 0.34 0.52
OBGK1 0.23 -0.26 0.23 0.47
OBGK2 0.21 -0.28 0.31 0.44
OBGK3 0.21 -0.25 0.24 0.41
GZPL 0.06 -0.06 0.17 0.10
GPPL -0.06 0.27 0.36 0.02
GPR 0.01 0.07 0.47 0.26
GL 0.28 -0.36 0.24 0.43
GGR -0.14 0.08 0.30 0.04
GG 0.16 -0.32 0.15 0.56
GB 0.29 -0.48 0.14 0.12
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Continuation of table 1.

Anthropo- Nevi
somatotypo- | melanocytic | melanocytic | melanocytic non-

 logical simple dysplastic | congenital | melanocytic

indicators (n=34) (n=27) (n=14) (n=17)
GBD 0.28 -0.24 -0.01 0.12
GGL 0.06 -0.44 0.38 -0.03
FX 0.30 -0.44 0.27 0.28
MX 0.13 -0.22 0.29 0.20
LX -0.13 0.34 -0.24 -0.33
SOMAT 0.15 0.08 -0.17 -0.25
MM 0.11 -0.17 047 0.33
MA 0.04 -0.18 0.38 0.26
oM 0.12 -0.03 0.17 0.08
DM 0.21 -0.29 0.39 0.37

Notes: reliable strong direct correlations are highlighted in red;
reliable medium-strength direct correlations are highlighted in
orange; unreliable direct correlations of average strength are
highlighted in yellow; reliable feedback correlations of medium
strength are highlighted in blue; unreliable average strength
correlations are highlighted in green.

Discussion

When analyzing the correlations of the dermatoscopic
index with the anthropo-somatotypological indicators of
Ukrainian men with benign nevi, the following multiple
reliable and medium-strength unreliable correlations were
established:

in men with melanocytic simple nevi, there are only
medium-strength direct (r = from 0.30 to 0.34), mostly
unreliable, correlations with all dimensions of the pelvis;

in men with melanocytic dysplastic nevi, the inverse of
average strength is reliable (r = from -0.38 to -0.52) and
unreliable (r = -0.33 and -0.35) correlations with almost all
transverse dimensions of the trunk and pelvis, as well as
the inverse of average strength is reliable (r = from -0.44 to -
0.48) and unreliable (r = -0.32 and -0.36) correlations with
almost half the skinfold thickness and the endomorphic
component of the somatotype;

in men with melanocytic congenital nevi, there are
moderate-strength, unreliable (r = from 0.33 to 0.42) and
strong reliable (r = 0.60 and 0.65) correlations with almost
all transverse dimensions of the trunk and pelvis, as well as
moderate-strength, imprecise (r = from 0.30 to 0.47)
correlations with aimost half of body girths, skinfold thickness,
and almost all and indicators of the component composition
of body mass (except bone). The average strength of the
unreliable inverse (r = -0.38 and -0.43) correlations with the
height of the acromial and trochanteric anthropometric points
against the background of the average strength of the
unreliable direct (r = 0.37) correlations with the height of the
finger anthropometric point attracts attention;

in men with non-melanocytic nevi, straight of medium
strength, mostly unreliable (r = from 0.31 to 0.47) correlations
with all transverse dimensions of the trunk and pelvis, most

girth dimensions of the body, weight, body surface area,
muscle component of body weight according to the methods
of Matiegka and the American Institute of Nutrition.

When conducting a quantitative analysis of reliable and
average strength of unreliable correlations in Ukrainian men
with benign nevi between the dermatoscopic index and
anthropo-somatotypological indicators, it was established:

in men with melanocytic simple nevi - 6 correlations out
of 51 possible (11.76 %), among which 3.92 % of the average
strength of direct reliable and 7.84 % of the average strength
of direct unreliable ones. The relative majority of correlations
is established with the size of the pelvis (75.0 % of the average
strength of direct unreliable and 25.0 % of the average
strength of direct reliable);

in men with melanocytic dysplastic nevi, there were 17
correlations out of 51 possible (33.33 %), including 5.88 %
of the average strength of direct unreliable, 13.73 % of the
average strength of inverse reliable and 13.73 % of the
average strength of inverse unreliable. The relative majority
of connections are established with the transverse
dimensions of the pelvis (100 % of the average power of
the inverse reliable) and trunk (50.0 % of the average power
of the inverse reliable and 25.0 % of the average power of
the inverse reliable), skinfold thickness (22.22 % each of
the average power of the inverse reliable and unreliable),
somatotype components (33.33 % of the average power of
the direct unreliable and with portal reliable), longitudinal
dimensions of the body (40.0 % of the average strength of
direct unreliable);

in men with melanocytic congenital nevi, there are 25
correlations out of 51 possible (49.02 %), among which
39.22 % of the average strength of direct unreliable, 3.92 %
of strong direct reliable and 5.88 % of the average strength
of reverse unreliable. The relative majority of correlations is
established with the transverse dimensions of the pelvis
(75.0 % strong direct reliable and 25.0 % average strong
direct unreliable) and trunk (75.0 % average strong direct
unreliable), somatotype components (75.0 % average strong
direct unreliable), girth body dimensions (46.67 % average
strong direct unreliable), skinfold thickness (44.44 % average
strong direct unreliable), longitudinal dimensions of the body
(20.0 % of the average strength of direct unreliable and 40.0
% of the average strength of reverse unreliable);

in men with non-melanocytic nevi, there were 28
correlations out of 51 possible (54.90 %), among which
45.10% of the average strength of direct non-reliable, 5.88
% of the average strength of direct reliable, 1.96 % of strong
direct reliable and 1.96 % of the average strength of inverse
non-reliable. The relative majority of correlations are
established with the transverse dimensions of the pelvis
(100 % of the average strength of direct imprecises) and
trunk (75.0 % of the average strength of direct imprecises
and 25.0 % of the average strength of direct imprecises),
girth dimensions of the body (60.0 % of the average strength
of direct imprecises, 6.67 % of the average strength of direct
imprecises and 6.67% of strong direct reliables), total
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dimensions of the body (75.0 % of the average strength of
direct unreliable), indicators of the component composition
of body mass (50.0 % of the average strength of direct
unreliable), longitudinal dimensions of the body (40.0 % of
the average strength of direct unreliable).

The connections of such a numerous nature revealed by
us in the study are consistent with the generally accepted
theory regarding the nature of the occurrence of melanocytic
formations, which states that the key mechanism in the
initiation and further triggering of the development of this
pathology is an excessive amount of adipose tissue, which
affects various links of processes in the human body. These
are inflammatory processes and processes of vitamin D
metabolism, occurrence of tissue hypoxia, etc. Equally
important is the proven role of leptin in the pathogenetic
chain of melanoma [11].

When examining French women, it was found that there
was a positive correlation (RR = 1.27, 95 % Cl = 1.05-1.55
for >164 cm vs.<160 cm; p for trend = 0.02) between height
and the risk of melanoma (when models were adjusted for
age). At the same time, the relationship with such indicators
as body mass index, leg length, waist circumference, and
others was not revealed [12].

Growth in childhood can be a prognostic factor for the
occurrence of various forms of melanoma. In a study that
included more than 2,200 cases of melanoma, data analysis
revealed a positive significant relationship between growth
in childhood and the occurrence of such forms of melanoma
as superficial, nodular, and unspecified [15].

In general, the analysis of literary sources indicates that
such an anthropometric indicator as height has a sufficiently
strong and proven connection with the risk of melanoma [22].
For example, a meta-analysis that included more than 12,000
cases of melanoma and 23,000 healthy individuals of the
control group revealed the existence of a positive relationship
between genetically predicted human height and the risk of
melanoma (OR 1.08, 95 % CI: 1.02-1.13, per 1 SD (9.27 cm)
increase in height) [7]. Another review of the literature, which
included almost 5 million controls and 20.000 people with
melanoma, found a positive correlation between a 10-cm
increase in height and an increased risk of melanoma (RR =
1.46, 95 % CI 1.24 to 1.73; p<0.001) [25].

A review of 44 literature sources revealed that 85
correlations of nevi risk factors with non-genetic factors have
been identified so far. Thirteen of them had a sufficiently
high level of reliability. Among them, the following deserve
special attention: hair color in old age, vitamin D level,
presence of actinic keratosis, sunburn, density of freckles,
hair color, eye color, skin type, presence of precancerous
skin lesions, history of melanoma [2].

C. Fortes [8] and co-authors created a multivariate logistic
model to identify differences in external and individual factors
affecting the occurrence of melanoma and Spitz nevus.
Patients with Spitz tumor compared to melanoma patients
were found to have fewer freckles (p = 0.020), fewer common
nevi (p = 0.002), lower body mass index (p = 0.001) and

fewer episodes of sunburn (p = 0.008).

Ateam of researchers led by T. C. Grazziotin [9] established
a relationship between histological and clinical phenotypes
of various types of melanocytic tumors. Thus, the dendritic
cell form was more associated with an older age of
manifestation and phototype 2, 3, while round cell melanoma
was more often observed in individuals with phototype 1.

Analysis of anthropometric data and the number of
melanocytic nevi in 573 people established that there is a
weak relationship between the body surface area index and
the number of melanocytic nevi. No relationships were found
for other indicators [14].

Thus, the correlations between the value of the
dermatoscopic index and the anthropo-somatotypological
indicators established by us in patients with benign nevi of
Ukrainian men expand the modern ideas regarding the risk
of the occurrence of this disease.

Conclusion

1. During the analysis of multiple reliable and medium-
strength unreliable correlations of the dermatoscopic index
with anthropo-somatotypological indicators of Ukrainian
men with benign nevi, it was established: in patients with
melanocytic simple nevi, only with all dimensions of the
pelvis (straight of medium strength); in patients with
melanocytic dysplastic nevi - reverse of medium strength
with almost all the transverse dimensions of the trunk and
pelvis and with almost half of the indicators of the skinfold
thickness; in patients with melanocytic congenital nevi -
straight, mostly of medium strength, with almost all
transverse dimensions of the trunk and pelvis and
indicators of the component composition of body weight,
with almost half of the girth dimensions of the body and
indicators of the skinfold thickness; in patients with non-
melanocytic nevi - straight, mostly of medium strength, with
all transverse dimensions of the trunk and pelvis, most of
the total, girth dimensions of the body and the muscle
component of body weight according to the methods of
Matiegka and the American Institute of Nutrition.

2. As a result of the quantitative analysis of reliable and
average strength of unreliable correlations in Ukrainian men
with benign nevi, it was established: in patients with
melanocytic simple nevi - 11.76 % of correlations (3.92 % of
the average strength of direct reliable and 7.84 % of the average
strength of direct unreliable); in patients with melanocytic
dysplastic nevi - 33.33 % of correlations (5.88 % average
strength of direct unreliable, 13.73 % average strength of
inverse reliable and 13.73 % average strength of inverse
unreliable); in patients with melanocytic congenital nevi -
49.02 % of correlations (39.22 % average strength of direct
unreliable, 3.92 % strong direct reliable and 5.88 % average
strength of reverse unreliable); in patients with non-
melanocytic nevi - 54.90 % of correlations (45.10 % average
strength of direct unreliable, 5.88 % average strength of direct
reliable, 1.96 % strong direct reliable and 1.96 % average
strength of reverse unreliable).
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KOPENALIl OEPMATOCKOMNIYHOIO IHAEKCY 3 AHTPOMOMETPUYHUMU TA COMATOTUMONONYHUMU MAPAMETPAMU

YONOBIKIB 13 1OBPOAKICHUMM HEBYCAMU

Xadodad H. b. 10., Yaiika I'. B., KupuyeHnko I. M., lLlanoean O. M., [lpoHeHko B. I

3nosikicHa mpaHcgopmauis 00b6posiKicHUX Hegycie € 0OOHUM i3 mux ¢hakmopig, w0 3ymoersnoe nidsuweHuli Haykosul iHmepec 00
BUBYEHHSI MamozeHe3y iX BUHUKHEHHS1, 8Musy Ha HUX 308HIWHIX ¢hakmopie mowo. OOHUM 3 Hepo3kpumux O0Ci MumaHb, € NUMaHHs
8UBYEHHST 38'A3KY MiX 0CO6rIU80CMSAMU MOKa3HUKI8 Hesycie ma aHmpornoMempuyHUMU rnapamempamu mina moduHu. Mema pobomu
- Gocnidumu ocobriusocmi kopensuiti 0epMamocKOniYHO20 IHOEeKCy 3 aHmpPONnemMpuUYHUMU ma COMamomurionogiYHUMU MoKasHUKamu
yKpaiHcbKux 4oroeikige, xgopux Ha 006posikicHi Hegycu. [lposedeHo KniHiko-nabopamopHe ma namoeicmornoziyHe obcmexeHHs 34
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YKpalHCbKUX 4Os108iKi8 nepuwo2o 3pinozo 6iky 3 MenaHouumapHumu G0B6POSIKICHUMU NMpocmuMu Hegsycamu, 27 - 3 MeraHoyumapHuUmMu
dobposikicHuMu ducnigacmuyHumu Hegycamu, 14 - 3 menaHoyumapHumu 0obposikicHUMU 8podxeHuUmMu Hegycamu, 17 - 3
HemenaHoyumapHumu A0obposikicHumu Hegycamu. [epmamockonidHuli iHOekc po3paxosysanu 32ioHo "ABCD npasuny depmamockoriif'.
AHmponomempuyHe obcmexeHHs npogedeHo g8idnogidHO 00 cxemu byHaka. [na ouyiHku comamomuna eukopucmosyeanu
mamemamuyHy cxemy Heath-Carter. [Jns obpaxyeaHHsA Xupo8o20o, KicmKog8o2o ma M's308020 KOMIMOHEHmMIi8 macu mina
sukopucmosysanu ¢gopmynu Matiegka. M'ss306uli KoMnoHeHmM Macu mina ouiHogsanu 3a MemodoM AMEpPUKaHCbKO20 iHcmumymy
xapyyeaHHsi. OUiHKY Kopensayili Mixx 0epMamocKomnmiyHUM HOeCKOM i napamempamu mina nposedeHo 8 niyeHsitiHomy nakemi "Statistica
6.0" 3 sukopucmaHHsIM Henapamempu4Ho2o mMemoldy CnijpmeHa. [MposedeHull aHania MHOXUHHUX OOCMOBIpPHUX ma cepelHbOI cunu
HeA0oCmoBIpHUX Kopensayil MK 8e/1uduHor 0epMamocKOoniYHo20 iHOeKCy ma aHmporno-coMamomurnono2iyHuUMuU MoKasHuKkamu y
qoriosikig, xeopux Ha O0bPOsIKICHI Hegycu. Y 4oroeikie 3 MenaHouumMapHUMU nPOCMuUMU HegycaMu ecmaHoesieHi nuwe cepedHbOi
cunu npsmi (r = 6id 0,30 do 0,34), nepesaxHo HEOOCMOSBIPHI, 38'A3KU 3 ycCiMa po3mipamu ma3sa. Y 4ornosikie 3 MernaHoyumapHumu
ducnnacmu4yHUMU HegycaMu 8CMaHo8MeHi 360pOMHI cepedHbOI cunu, nepesaxHo docmosipHi (r = eid -0,38 do -0,52) 38'a3ku 3 ycima
po3mMipamMu masa ma npakmu4yHoO ycima noriepeyHumu poamipamu mynyba, a makox malie 3 MOfI08UHOK MOKa3HUKI8 MO8WUHU
WKIPHO-XXUpOBUX CKNadoK. Y 4ornoeikie 3 MernaHoyumapHuUMu 8poOXeHUMU HegycaMu 8CMaHO8/eHi NpsiMi, nepesaxHo cepedHbol
cunu HedocmosipHi (r = 8id 0,30 do 0,47) 38'A3KuU 3 yciMa po3mipamu masa, MPakKmMu4yHoO ycima rnornepeyHumu poamipamu mynyba,
matxe 3 ro/108UHOI0 06X8amMHUX PO3Mipie mifla ma NMOKa3HUKI8 MOBUWUHU WKIPHO-)XUPOBUX CK1adokK i Mpakmu4yHoO 3 yciMa rnokasHuKkamu
KOMIMOHEHMHO20 cknady macu mina. Y 4ososikie 3 HeMenaHouUumapHUMU Hegycamu 8CIMaHOB/1eHI MpsiMi, NepesaxHo cepedHboi cuu
HedocmosipHi (r = 6i0 0,30 do 0,47) 38'a3ku 3 ycima nonepeyHUMuU po3mipamu mynyba  ma3sa, binbwicmio momarsnbHux U obxeamHux
po3mipie mina. Takox rposedeHull KinbKicHUl aHania docmosipHux ma cepedHbOI cunu HeAOCMOBIPHUX KOPEenayili MK 8enuYUHO0
depmMamocKomniyHo2o iHOeKcy ma aHmporno-coMamomumnosio2iyHUMU rnokasHukamu. BecmanoeneHi ocobnusocmi kopensyid
PO3WUPIOMb Cy4YacHi ys8rneHHs1 uW000 pu3uKy 8UHUKHEHHS1 A0BPOSIKICHUX HesycCis.

KniouoBi cnoBa: 3axeoptogaHHs wkipu, 006posiKicHi Hegycu, depmamocKonidHUl iHOeKc, aHmpornoMempuyYHi ma comMamomurionoaidHi
napamempu mina, Kopesnsuyii, 4omosiku.
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The use of synthetic materials in combination with osteogenesis stimulators is one of
the advanced directions of the development of traumatology. The purpose of the study:
based on the analysis of biochemical markers of collagen metabolism in the blood
serum of laboratory rats with a femur defect, to evaluate the course of bone remodeling
after filling the defect with implants based on polylactide and tricalcium phosphate with
simultaneous and delayed administration of allogeneic mesenchymal stem cells (MSCs).
On the model of a defect in the metaphysis of the femur in white rats, the indicators of
collagen exchange in blood serum were studied: the content of protein-bound, free
fractions, the amount of hydroxyproline (HOP), the ratio of the content of protein-bound
HOP to free PB/F was calculated. Comparison of the results of different groups was
performed using the Student-Fisher method. The difference was considered statistically
significant if p<0.05. Filling the defect with implants led to a decrease in the content of
protein-bound HOP by 16.69 % and 14.34 % on the 15th and 90th days (p<0.05), an
increase in the content of free HOP by 74.96 %; 67.31 % and 56.74 % (p<0.001), the
content of the amount of HOP by 25.37 %,; 23.66 % and 18.28 % (p<0.05), and reduction
of PB/F by 52.20 %; 49.90 % and 45.30 % (p<0.001) relative to intact on the 15th; 30th
and 90th days. Addition of MSCs to the implants at the same time as the installation
caused a decrease in the content of free HOP by 63.90 %; 54.63 % and 42.76 % on the
15th; on the 30th and 90th days (p<0.001), the total metabolite by 21.87 % and 18.58 %
on the 15th and 30th days (p<0.05) and a decrease in PB/F by 47, 50 %; 43.20 %; 37.60
% on the 15th; on the 30th and 90th days (p<0.001) relative to the intact. Postponing the
introduction of MSCs increased the content of free HOP by 40.48 % (p<0.001); 20.49 %
and 16.58 % (p<0.05) with a lower PB/F by 38.20 %; 25.80 % and 23.40 % (p<0.05) on
the 15th; 30th and 90th days relatively intact. When the defect was filled with implants
without MSCs, a moderate inhibition of anabolism and rapid activation of collagen
destruction was observed. With the simultaneous use of implants and MSCs, the rate
of formation and intense destruction of collagen was observed. When the introduction
of MSCs was delayed, a moderate rate of destruction was recorded, which most
contributed to collagen metabolism.

Key words: defect, implant, mesenchymal stem cell, regeneration, hydroxyproline.

Introduction

Half of all orthopedic operations require bone grafting
for the successful treatment of bone defects resulting from
trauma, tumor, infection or congenital deformity [2]. Large
diaphyseal defects of long bones of critical size are by
definition considered incapable of spontaneous healing
and, therefore, require surgical intervention [7]. Violation of
consolidation is often associated with an imbalance of the

opposite action of osteoblasts and osteoclasts [1].
Although autografts are still considered the gold
standard in the treatment of fusion disorders, their limited
volume and disruption of the donor site necessitated the
development of alternative methods, such as tissue
engineering based on scaffolds. In particular, scaffolds
made of polycaprolactone and tricalcium phosphate (PCL-
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TCP) demonstrated decent biocompatibility and
osteoconductivity with biomechanical strength in animal
experiments [11].

Advances in the field of bone tissue engineering have
led to a constant increase in the use of artificial frameworks
[10, 15, 20]. However, the properties of the new products
are far from optimal, in particular, the low rate of bone growth
in them and side effects were reported [10]. To overcome
these limitations, biohybrid bone grafts are used, which
combine the mechanical properties of synthetic polymers
and biologically active elements of natural polymers or
minerals. It should be noted that there were attempts to
use calcium phosphate/poly-?-caprolactone particles [16]
and poly(N-acryloyl-2-glycine)/methacrylate-gelatin
hydrogel [9].

Over the last decade, the main efforts have been focused
on the development of innovative bone substitutes that not
only provide immediate mechanical support, but also proper
fixation of the graft, for example, promoting the formation of
new bone tissue [19]. A successful example of clinical use
is a bovine bone mineral matrix reinforced with a resorbable
poly(lactate-co-caprolactone) block copolymer that
incorporates collagen fragments into its surface
(SmartBone ®, IBI) [8].

A new stage in the development of a bioengineering
approach for bone healing is the use of mesenchymal stem
cells (MSCs) in combination with biomaterials. At the same
time, an additional stage of multiplication, concentration
and activation of cells in vitro is possible, which entails
numerous risks and costs. It should be noted that this
stage can significantly increase positive therapeutic results
when properly planned [19].

The use of 3D printing in bone grafts is becoming more
and more important, which allows treating bone defects
thanks to the creation of porous frameworks with sufficient
mechanical strength and a favorable macro- and
microstructure [3].

The purpose of the study is to evaluate the course of
bone remodeling after filling the defects with printed
implants based on polylactide and tricalcium phosphate
with simultaneous and delayed introduction of allogeneic
mesenchymal stem cells, based on the analysis of
biochemical markers of collagen metabolism in the blood
serum of laboratory rats with femur transcortical defects of
critical size.

Materials and methods

Work with animals. The article was carried out with the
funds of the state budget of Ukraine, the research was
carried out as part of the Scientific Research Work of the
State Institution "Sytenko Institute of Spine and Joint
Pathology National Academy of Medical Sciences of
Ukraine" "To study the mechanisms of optimization of bone
regeneration depending on the age of the recipient in the
case of using allogeneic bone implants in combination
with mesenchymal stromal cells and biologically active

factors of blood plasma" (2020-2022) Subject code
CF.2020.2.NAMNU (fundamental), Ne state registration
0119U102341.

When conducting research, the requirements of
humane treatment of experimental animals established in
the Law of Ukraine "On the Protection of Animals from
Cruelty Treatment" (Ne 3447-IV dated 21.02.2006) and the
European Convention "On the Protection of Vertebrate
Animals Used for Research and other scientific goals"
(Strasbourg, March 18, 1986) [5, 6, 17]. The plan of
experimental research was approved by the Bioethics
Committee of the State Institution "Sytenko Institute of
Spine and Joint Pathology National Academy of Medical
Sciences of Ukraine" (protocol Ne 217 of 14.06.2021).

In study used 53 non-linear white rats from the
population of the experimental biological clinic of the
institute, aged 5-6 months and with a body weight of 200-
260 g at the beginning of the experiment, males (groups
intact, control and Experiment I), females (group Experiment
Il). The animals were randomly divided into groups: intact -
5 animals, control - 15 animals, Experiment | - 15 animals
and Experiment Il - 15 animals. 3 rats were used to obtain
allogeneic MSCs.

In the rats of the control group, Experiment | and
Experiment Il groups, under general anesthesia (ketamine,
50 mg/kg of body weight, intramuscularly), a transcortical
defect of the femur of a critical size (diameter 2.6 mm, depth
3 mm) was created. A critical size defect is considered to
be a size defect that does not heal on its own throughout
the life of the animal or the duration of the experiment [18].
The minimum size of a critical defect for the zone of the
distal metaphysis of the femur of laboratory rats is
considered to be 2.5 mm in diameter and depth [21]. The
defect in these groups of animals was filled with a 1.75
mm polylactide (PL) tricalcium phosphate (TCP) composite
suture made by mixing 60 % PL granules and 40 % mineral
compound (20 % PL + 80 % TCP), heating and extrusions
on the 3D printer "Easy3DPrint" with an extruder (printing
technology using composite filament welding) on the basis
of the limited liability company "Easy 3D Print 3D Printing
Studio”, Kharkiv, Ukraine. PL granules (L-polylactide,
manufactured in China) and compound granules (TCP
medical, diameter 10 ym, manufactured in China) were
used in the manufacture of the composite thread. Structure:
implants: internal - a frame made of interweaves of
composite thread forming vertical and horizontal channels
(pore size is 300 pym, porosity 45 %); external - cylinders
with a diameter of 2.5 mm and a length of 30 mm. For this
experiment, the cylinders were mechanically divided into 3
mm long fragments.

Before the introduction of groups Experiment | and
Experiment Il, the implants were impregnated with 0.5 ml
of culture medium with approximately 10® MSCs.
Additionally, using a syringe, approximately 106 MSCs in
0.5 ml of medium were injected into the area of the defect:
to the animals of the Experiment | group simultaneously
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with the introduction of implants, and to the animals of the
Experiment Il group - with a delay of 7 days. After the
intervention, the wound was sutured in layers and treated
with Betadin® antiseptic (EGIS Pharmaceutical Plant,
Hungary). Animals were taken out of the experiment on the
15th, 30th, and 90th days of the experiment, 5 animals
from the group for each term by decapitation in conditions
of an overdose of ether anesthesia. During the experiment,
blood was taken for biochemical studies.

Allogeneic MSCs were obtained by culturing active cells
from the omentum of 3 white rats on the basis of the
Department of Transplantology of the Sytenko Institute of
Spine and Joint Pathology of the National Academy of
Medical Sciences of Ukraine.

Biochemical research. The research was carried out in
the department of laboratory diagnostics and immunology
and the laboratory of clinical diagnostics of S| "Sytenko
Institute of Spine and Joint Pathology National Academy of
Medical Sciences of Ukraine" (Certificate of compliance of
the measurement system with the requirements of DSTU
ISO 10012:2005 Ne 01-0019/2019 dated February 8, 2019,
valid until February 8, 2021). Serum was separated from
the obtained blood by centrifugation at 1500 rpm for 30
minutes and fractional analysis of hydroxyproline (HOP)
was performed in it. The content of fractions of protein-
bound free HOP, as well as the total content of the
metabolite, was determined by the reaction of oxidative
polycondensation with paradimethylbenzaldehyde in the
presence of the oxidizing agent chloramine followed by
photoelectrocolorimetry (Krel-Furtseva method) [14]. A KFK-
3 photoelectrocolorimeter was used to record optical
density indicators.

In addition, the ratio of the content of protein-bound and
free fractions of HOP in blood serum was calculated.

Statistical methods. The obtained results were
processed statistically using the programs "IBM SPSS
Statistics 20" and "Microsoft Office Excel 2007".
Measurement results are presented as mean value *
standard error. The results of different groups were
compared using the Student-Fisher method. The difference
was considered statistically significant under the condition
of p<0.05 [12].

Results

Control group, 15 day

On the 15th day of the study, in animals of the control
group, in which the transcortical defect of a critical size was
filled only with a printed allograft, a decrease in the content
of the protein-bound fraction of HOP in the blood serum of
the control group of rats was established by 16.69 % with a
parallel increase by 74.96 % content of free HOP fraction in
blood serum and total HOP content by 25.37 % (Table 1,
Fig. 1). This is characteristic of the state of excess activity of
catabolic processes over anabolic ones and may indicate
the breakdown of a part of collagen in the loci of connective
tissue bordering the defect zone with slow, low-activity

restoration of collagen structures, provided new bone is
built.

30 day

When analyzing the changes in the biochemical
parameters of the laboratory rats of the control group on the
30th day of the experiment, a change in the parameters of
collagen metabolism similar to the previous period of the
study was established. Thus, on the 30th day, a 67.31 %
increase in the content of the free HOP fraction was recorded
in the blood serum of control animals with a parallel increase
in total HOP by 23.66 % and a corresponding decrease in
the ratio of protein-bound and free HOP fractions by 49.90 %
(Table 1, Fig. 2). Accordingly, this term was also probably

Table 1. Indicators of collagen metabolism in blood serum of
laboratory rats with transcortical femur defect of critical size with
different types of defect filling in dynamics (M+m).

Indicators
Grovp bozr:ée:gp free HOP | total HOP | o by
(gl (/)
(oM
Intact group | 7.250+0.140 | 6.150+0.150 | 13.40:0.25 | 1.180+0.028
C%’:}m'ls 6.043 0.122 | 10.76£0.24 | 16.80+0.14 | 0.564+0.022
gaysp(nzs) 16.69 %9 | +74.96 %699 | +25.37 %19 | 52.20 9619
Control 6.282+0.151| 10.29+0.17 | 16.57+0.27 | 0.591+0.018
group, 30 | -13.38 %% | +67.31 %619 | +23.66 %V | -49.90 %19
days (n=5) | +3.98 %% | -4379%% | -1.40%" | +4.79 %99
Control 6.213+0.131| 9.64:0.16 | 15.85:0.16 | 0.645:0.020
group, 90 | -14.34 %9 | +56.74 969 | +18.28 %9 | -45.30 %19
days (=5) | -112%"% | 63299 | -430% | +9.14 %%
experiment |, | 6.252+0.144 | 10.08:0.15 | 16.33+0.28 | 0.620+0.007
15 days 113.79 %9 | +63.90 %99 | +21.87 %Y | -47.50 %619
(n=5) +348 %% | 632%29 | 2.80%29 | +9.90 %>
. 6.381+0.163 | 9.512+0.164 | 15.89+0.33 | 0.670+0.006
|

expenmentl| 100 969 | +54.63 %9 | +18.58 %19 | -43.20 %49
30_gays +159 %29 | 758029 | -4109%29 | +3.88 %)
(n=6) +200 %% | 570%% | 2.60%% | +8.07 %"
exverimen | | 6:452£0-154 | 8.783£0.152 [ 15.2320.18 | 0.736£0.023
90” o | -12.03 %99 | +42.76 %99 | +13.66 %9 | -37.60 %19
L ¥S +386 %29 | 892 %29 | 391029 | +14.11 %2
(n=6) +198% | 7.68%% | -4.15%% | +9.86 %"
o | 6:302£0.131 8643£0.182 | 14.94:0.30 | 0.7290.010
paponmenth 11310 999 | +40.48 9% | +1149 % | -38.20 %1
) ¥s +4.30 %29 | -19.71 %20 | -11.07 %29 | +29.30 %27
= +0.80 %9 | -14.29 %% | 851 %9 | +17.60 %%
6.482+0.171| 7.41240.154 | 13.89+0.20 | 0.876+0.031

experiment Il, | -10.62 %% | +20.49 %607 | +3.66 % | -25.80 %10
30 days +3.18 %29 | -27.99 %20 | 16.17 %20 | +48.22 %2
(n=5) +1.57 %% | -22.08 %9 | 1259 %% | +30.70 %
+2.86 %% | -1424 %% | 7.03 %99 | +20.17 %%

6.482+0.151| 7.173+0.142 | 13.65:0.29 | 0.904+0.007

experiment Il, | -10.62 %% | +16.58 %699 | +0.07 % | -23.40 %1
90 days +4.35 %29 | 2562 %20 | -13.88 %29 | +60.28 %2
(n=6) +0.47 % | 18234 %% | -10.37 %™ | +22.83 %
0.00%% | 324%% | 1.73%% | +3.20 %"

Notes: ¥ - in relation to the parameters of the intact group of rats;
2 - in relation to the parameters of the control group of rats of the
same term; ¥ - in relation to the group of rats Experiment | of the
same term; ¥ - in relation to the parameters of the same group of
the previous term of the experiment; 9 - p>0.05; ® - p<0.05; 7 -
p<0.01; ® - p<0.001.
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Fig. 1. The content of HOP in the blood serum of experimental
animals on the 15th day of the experiment.
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Fig. 2. The content of HOP in the blood serum of experimental
animals on the 30th day of the experiment.

characterized by the predominance of the processes of
destruction of the damaged collagen network over the
formation of a newly constructed collagen structure. Such a
situation is possible, in particular, under the condition of the
destruction of the affected areas of the bone adjacent to the
defect zone, under conditions of insignificant activity of the
formation of new bone tissue.

90 day

On the 90th day of the experiment, rats of the control
group showed not only an increase in the content of the
free HOP fraction in blood serum by 56.74 % and total HOP
by 18.28 %, with a simultaneous decrease in the ratio of
the protein-bound and free fractions of this metabolite by
45.30 %, but also a significant decrease by 14.34 % in the
content of the protein-bound fraction of HOP in blood serum
(Table 1, Fig. 3). This confirms the assumption that
structural transformations (maturation) of collagen fibers
subside against the background of rather high activity of
collagen destructive processes.

Experiment group |, 15 day

When analyzing the results of the biochemical

examination of laboratory rats of Experiment | group, in
which the defect was filled with printed implants based on
polylactide and tricalcium phosphate with the simultaneous
introduction of mesenchymal stem cells, a significant
distortion attracted attention, namely, an increase in the
content of free HOP in the blood serum by 63.90 % and due
to this - the total metabolite - by 21.87 % (Table 1, Fig. 1). The
ratio of the content of protein-bound and free fractions of
HOP in blood serum decreased by 43.20 % relative to the
data of the intact group of animals. This indicated a significant
activation of the destruction of the collagen network against
the background of relative suppression of the formation of
new collagen structures, which serves as the organic basis
of bone tissue and is necessary for the beginning of
mineralization of bone tissue during its formation at the site
of the lesion. There was no significant difference between
the indicators of collagen metabolism of this experimental
group and similar indicators of the control group of animals
of the same period of the experiment.

30 day

In experimental rats with printed implants based on PL
and TCP with simultaneous administration of MSCs on the
30th day, an increase in the content of the free HOP fraction
in the blood serum of laboratory animals by 54.63 % and
due to this, total HOP by 18.58 % was observed (Table 1,
Fig. 2), which indicates the active destruction of collagen
structures, probably in the area of bone tissue damage, and
inhibition of the formation of a new collagen network, which
was accelerated under the conditions of the use of
mesenchymal stem cells in the early stages of the
regeneration process, compatible with printed implants
based on PL and TCP.

90 day

When analyzing the results of the biochemical
examination of laboratory animals of the group with printed
implants based on PL and TCP with the simultaneous
addition of MSCs on the 90th day, an excess of the content of
the free fraction of HOP in blood serum was determined by
42.76 % when compared with a similar indicator of the group
of intact animals in the absence of reliable of discrepancies
with the data of the comparison group according to the content
of the protein-bound fraction of the metabolite. As a result,
the ratio of the content of protein-bound and free fractions of
HOP in the blood serum was also reduced by 37.60 %,
which indicates a significant activation of the destruction of
the existing collagen network with slow and non-scale
formation of new collagen formations (Table 1, Fig. 3).

It should also be noted a 14.11 % increase in the ratio of
the content of protein-bound and free fractions of HOP in the
blood serum of laboratory rats with printed implants based
on PL and TCP and the simultaneous administration of
MSCs compared to the data of the control group, which
indicates an even small, but still the predominance of
anabolic processes in the collagen system over catabolic
ones (Table 1, Fig. 3).

There were no significant differences between the
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Fig. 3. The content of HOP in the blood serum of experimental
animals on the 90th day of the experiment.

collagen metabolism indicators of this experimental group
(90 days) and the previous period of the experiment (30
days).

Experiment group I, 15 day

During the analysis of biochemical indicators in a group
of laboratory rats in which the defect was filled with printed
implants based on PL and TCP with a delayed introduction
of MSCs (which distinguishes this group from the group of
Experiment I), on the 15th day of the experiment, an excess
in the content of the free HOP fraction in the serum was
determined blood by 40.48 % relative to the similar indicator
of intact animals. This level, however, was 19.71 % lower
than the corresponding indicators in animals of the control
group, in which the defect was filled with similar implants
without MSCs. It was also 14.21 % inferior to rats in the
group with the simultaneous use of printed implants of a
similar composition and MSCs also on the 15th day of the
experiment.

Similar changes, but with the opposite sign, were
recorded in relation to the ratio of the content of protein-
bound and free fractions of HOP in blood serum. Thus, when
compared with the data of intact animals, the PB/F index
was inferior by 38.20 %, relative to the indicators of the control
group on the 15th day of the experiment - it exceeded by
29.30 %, and relative to the indicators of the group of rats in
which the defect was simultaneously filled with printed
implants and MSCs in the same period of the experiment,
was also higher by 17.60% (Table 1, Fig. 1). This indicates
that the use of mesenchymal stem cells with a delay had a
significantly more favorable effect on bone tissue remodeling
than the treatment of a similar defect without MSCs at all, or
in the conditions of using mesenchymal stem cells
simultaneously with the introduction of implants.

30 day

When considering the indicators of collagen metabolism
in the conditions of using printed implants based on PL and
TCP with delayed introduction of MSCs on the 30th day, it
was found that the content of the protein-bound fraction of

HOP in the blood serum of this experimental group of
animals remained at an unchanged level (Table 1). The
content of the free fraction of HOP in the blood serum of
laboratory animals showed greater lability and exceeded
that of intact animals by 20.49 %, and was inferior to control
animals and laboratory rats treated with printed implants
with simultaneous administration of MSCs for the same
period by 27.99 % and 22.08 %, respectively. On the 30th
day of the experiment, the content of the free HOP fraction
decreased by 14.24 % (Table 1, Fig. 2). The total content of
HOP in the blood serum of experimental animals changed
slightly and was only significantly lower (by 16.17 %)
compared to the indicators of control animals during the
same period of observation. As a result, the ratio of the content
of protein-bound and free fractions of HOP in the blood
serum of the considered group of animals was 25.80 %
lower than that of intact rats, but exceeded the indicators of
control animals and laboratory rats with printed implants
and simultaneous administration of MSCs on similar term
of the experiment: by 48.22 % and 30.70 %, respectively. An
increase in the PB/F index was established (by 20.17 %)
compared to the group of rats of the previous period of the
study (Table 1, Fig. 2).

90 day

When studying the results of biochemical parameters of
blood serum in laboratory rats with printed implants based
on PL and TCP and the delayed introduction of MSCs on the
90th day, an excess of the free HOP fraction in the blood
serum of the level in intact animals was recorded by 16.58 %.
At the same time, according to this parameter, the considered
group of animals was significantly inferior to the control
animals from the group treated with printed implants with the
simultaneous use of MSCs, by 25.62 % and 18.34 %,
respectively (Table 1, Fig. 3). Against this background, the
ratio of protein-bound and free fractions of HOP in blood serum
was 23.40 % lower than that in intact animals (Table 1, Fig. 3).
The animals of the control group and the group with printed
implants with the simultaneous use of MSCs exceeded this
indicator by 60.28 % and 22.83 %, respectively (Table 1,
Fig. 3). Based on these results, it can be assumed that the
delayed use of MSCs, compatible with the filing of the defect
with implants based on PL and TCP, led to more favorable
results for the biosynthesis and accumulation of collagen,
which constitutes the organic basis for the formation of new
bone tissue, particularly in the defect area.

Discussion

In general, printed implants based on PL and TCP
showed good biocompatibility, which corresponds to the
data of P. Kobbe et al. (2020), who tested bioscaffolds based
on TCP in combination with PCL [11].

One of the common features in all studied groups of
animals was an increase in markers of catabolic processes
in the collagen system, the role of which in this study was
performed by the content of the fraction of free HOP in the
blood serum of laboratory rats. This property is a
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consequence of the activation of collagen destruction near
the bone defect zone as a result of disruption of metabolic
processes, destruction of blood vessels, swelling,
inflammation and other pathological processes. The degree
of destruction of the collagen network in general gradually
decreased and differed in each individual group. The greatest
manifestation of the marker of collagen destruction was
recorded in the group of animals whose defect was filled
with a printed implant based on PL and TCP with
simultaneous administration of MSCs. In this group, the
most acute reaction to implantation was observed, especially
in the first control period, the 15th day after surgery.
Administration of MSCs delayed for 7 days led to a significantly
lower manifestation of the biochemical marker of collagen
destruction, which especially distinguished the indicated
groups on the 15th and 30th days. It should also be noted:
with this treatment regimen, the content of free HOP was
lower in comparison with the control group, which indicates
favorable conditions for faster restoration of the appropriate
environment in the bone around the defect zone. In a similar
way, the content and amount of the metabolite changed due
to the content of fractions of free HOP. This coincides with
the data of I. Sallent and co-authors (2020), which indicate
the use of stem cells in combination with biomaterials. In
most clinical studies, this combination has been shown to
be similar to or superior to the clinical results of using
autografts [19].

The dynamics of the ratio between the content of the
protein-bound fraction of HOP, which characterizes anabolic
processes in the collagen system, and the free metabolite,
which characterizes catabolic processes, is interesting. In
all groups with pathology, a sharp decrease in this ratio was
observed, indicating the predominance of collagen
catabolism and a gradual improvement as the study period
extended. The worst results were recorded in rats in which
the bone defect was filled without MSCs and confirms the
data of H. J. Haugen and co-authors (2019) about the
insufficient active ingrowth of bone tissue to bioscaffolds
without cell therapy [10].

Rats that were treated with the studied implant
simultaneously with allogeneic MSCs to fill the defect differed
little in the studied parameters of collagen metabolism from
the animals of the control group, which means that the use
of MSCs simultaneously with the introduction of the implant
did not lead to positive consequences in the restoration of
collagen structures. At the same time, a delay of 7 days led
to a shift in the balance of metabolic processes in the collagen
system towards anabolism, as evidenced by the values of
this indicator close to those of intact animals, which, in
general, confirms the positive effect of cell therapy based on
MSCs in the treatment fractures when certain physiological
conditions of natural processes are met [19]. This indicates
that in order to create optimal conditions for the development
of regenerative processes in the damaged bone, it is
advisable to use MSCs as stimulators of new bone
formation, possibly due to the reduction of inflammation of

immune genesis in the first days and days after the damage.
This is confirmed by the relation to this problem of Y. Chen et
al. (2020) [4], who believe that disruption of local healing
conditions can cause delayed regeneration, non-union or
form a persistent bone defect. At the same time, according
to H. Lin and co-authors (2019), the mechanism of action of
MSCs can be direct differentiation into bone cells, attraction
and recruitment of other cells, or creation of a regenerative
environment due to the production of trophic growth factors
[13].

The use of the method proposed by the author will
significantly expand the prospects and increase the
effectiveness of bone plastic surgery in case of significant
bone defects, which is definitely important in the conditions
of both combat trauma and planned orthopedics.

Conclusions

1. When filing a transcortical defect of a critical size in
the femur of white rats with printed implants based on PL
and TCP, a moderate inhibition of anabolic processes in
the collagen system and a rapid activation of the destruction
of the collagen network with a decrease in the content of
the protein-bound HOP fraction in the blood serum of
laboratory animals were observed in the early stages of
the experiment with a significant increase in the content of
the fraction of free HOP, which decreased during the
experiment with a parallel increase in the ratio of the content
of protein-bound HOP to the free metabolite.

2. In the conditions of filling the defect with printed
implants based on PL and TCP with the simultaneous
introduction of allogeneic MSCs, the rate of formation of
collagen structures was established unchanged in the
case of rather intensive processes of collagen destruction,
as evidenced by high values of the fraction of free HOP in
the blood serum of rats, which corresponded to those of
the control group , as well as low indicators of the content
ratio of protein-bound and free HOP fractions.

3. Postponing the introduction of allogeneic MSCs for 7
days when filling a defect in the femur with printed implants
based on PL and TCP led to unchanged markers of
collagen formation with a moderate acceleration of the
destruction of collagen structures, as evidenced by only a
slight increase in the content of the free HOP fraction in the
blood serum. which was significantly inferior to that in the
previously considered groups and the value of the ratio of
the content of protein-bound to free HOP, which at the end
of the experiment approached the indicator of intact animals.

4. Of the investigated options for filing a transcortical
defect of a critical size of the femur, the most favorable
effect on collagen metabolism was established when
using printed implants based on PL and TCP with a 7-day
delay in the introduction of MSCs.
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3MIHU MAPKEPIB METABOJNI3MY KOJNAMEHY Y CUPOBATL|I KPOBI BINIUX LUYPIB NP 3ANOBHEHHI AE®EKTIB CTEFTHOBOI
KICTKWU IMMMAHTATAMU HA OCHOBI MONINAKTUAY TA TPUKANbLIA®OCDATY 13 ANOrEHHUMU ME3EHXIMAINIBHAMMU

CTOBBYPOBUMU KNITUHAMMU
Tonmap H. M.

BukopucmarHs cuHmemu4yHuUx mamepiasnig CyMiCHO 3i crmuMynsimopamMu ocmeozeHe3y € 0OHUM i3 nepedosux HarpsiMKie po3sumky
mpasmamonoeii. Mema docnidxeHHs: Ha OCHO8I aHanidy bioxiMiYHUX Mapkepie Memaboniamy KornazeHy 8 cuposamui Kposi
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nabopamopHux wypie i3 dechekmom cmeeHoB80I Kicmku ouiHumu nepebiz pemodenosaHHs1 KiCmKU Micisi 3aro8HeHHs1 0eghekmy
iMnmaHmamamu Ha OcHO8i noslinakmudy ma mpukanbyiligpochamy 3 o0HoHacHUM ma 8i0mepMiHO8aHUM 88€0€HHSIM arlo2eHHUX
me3eHximanbHUx cmoebyposux knimuH (MCK). Ha modeni degpekmy y memacghisi cmeeHo80i kicmku y 6inux ulypie 00cnidxeHo
rokasHuUKuU obMiHy KorazeHy y cuposamui Kposi: emicm binkogo-38'a3aHoi, einbHOI ¢hpakuiti, cymu eidpokcunponiHy (FOIl), po3paxosaHo
8iOHoweHHs1 emicmy Ol 6inkogo-38'a3aH020 00 8inbHO20 (B3/B). lNopigHsIHHSI pe3ynbmamig pi3HUX epyn 8UKOHyeasu 3a mMemoooMm
CmbrodeHma-@iwepa. PisHuyto 8eaxanu cmamucmuy4yHo 3Hadyu,oto 3a ymosu p<0,05. 3arnosHeHHsi dechekmy iMnnaHmamamu
pu3eodunno 0o 3mMeHweHHs1 emicmy 6inkogo-38'a3aHozo Ol Ha 16,69 % ma 14,34 % Ha 15-y ma 90-y doby (p<0,05), 36inbweHHs
emicmy einbHo2o Ol Ha 74,96 %; 67,31 % ma 56,74 % (p<0,001), emicmy cymu Ol Ha 25,37 %; 23,66 % ma 18,28 % (p<0,05), i
3HWxeHHi B3/B Ha 52,20 %; 49,90 % ma 45,30 % (p<0,001) 8idHoCHO iHmakmy Ha 15-y; 30-y ma 90-y dobu. [JodasaHHsi o imnnaHmamie
MCK eodHouac 3i 8cmaHOB8/IeHHSIM 8UKIIUKaNo 3MeHWeHHs emicmy einbHoz2o Ol Ha 63,90 %; 54,63 % ma 42,76 % eidnogidHo Ha
15-y; 30-y ma 90-y dobu (p<0,001), cymapHozo memabosnimy Ha 21,87 % ma 18,58 % Ha 15-y ma 30-y dobu (p<0,05) ma 3meHweHHs
B3/B Ha 47,50 %; 43,20 %;37,60 % Ha 15-y; 30-y ma 90-y dobu (p<0,001) eidHocHO iHmakmy. lpu sidmepmiHysaHHi esedeHHss MCK
amicm 8inbHoz20 Of1 36inbwysascs Ha 40,48 % (p<0,001); 20,49 % ma 16,58 % (p<0,05) npu meHwomy B3/B Ha 38,20 %; 25,80 % ma
23,40 % (p<0,05) Ha 15-y; 30-y ma 90-y dobu eidHocHO iHmakmy. [Npu 3anosHeHHi deghekmy imnnaHmamamu 6e3 MCK crnocmepizanocs
roMipHe npugHideHHs1 aHabonismy, 6ypHa akmueauisi pylHyeaHHs KonazeHy. [lpu o0HoyacHOMY eukopucmaHHi imnnaHmamie i MCK
criocmepizanacsi HeamiHHicmb memny ¢hopMy8aHHsI ma iHMmeHcusHe pylHysaHHsI KonazeHy. [lpu eidmepmiHyeaHHi egedeHHsi MCK
3aghikcosaHo NMOMIpHULU memn pyUHy8aHHS, Wo Haubinbw cripusno Memaborniamy KornazeHy.

KnrouoBi cnoBa: deghekm, imnnaHmam, me3eHximanbHa cmoebypoea KiimuHa, peseHepauisi, 2i0pOKCUNpPOIIiH.
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Among all poisonous animals, shakes attract the special attention of mankind. Cases
of poisoning by their toxins are extremely common and are an unsolved public health
problem worldwide. It has been established that among a number of complications due
to snakebites, an important role is played by disturbances in the normal functioning of
the organs of the cardiovascular system. The aim of the research is to study the
features of histological changes in the heart tissue of rats under conditions of acute
intoxication with Vipera berus berus venom. Experimental studies were carried out on
white non-linear male rats. The animals were conditionally divided into two groups - a
control and an experimental group of 10 individuals each. Experimental rats were
injected intraperitoneally with a semi-lethal dose (LD50) (1.576 mg/g™) of Vipera berus
berus venom in saline solution. Animals of the control group were injected
intraperitoneally with only saline solution. Rats were removed from the experiment 24
hours after exposure to the venom, anesthetized by cervical dislocation. Heart samples
were taken for microscopic examination. Fixation of the material and preparation of
paraffin blocks were carried out according to generally accepted methods. Histological
heart preparations were stained with Picro Sirius Red/Fast Green. Histological
preparations were studied using a SEO SCAN light microscope. Thus, under the
conditions of acute intoxication with Vipera berus berus venom in experimental rats,
microscopic examination of the heart tissue revealed pathological shifts in the structural
organization of all layers of the organ. In the epicardium, an increase in the volume of
collagen fibers and thickening of vessel walls were characteristic. The most pronounced
histological changes were observed in the myocardium. Swelling, disorganization of
muscle fibers, their fragmentation, lysis, destruction, loss of characteristic transverse
striations, necrosis were detected in it. In addition, an increase in the number of
fibroblasts, their activation and, as a result, the growth of connective tissue components,
including collagen fibers, in the myocardial tissue were revealed. The endocardium of
experimental rats was distinguished by desquamation of the endothelial lining and an
increase in the number of active fibroblasts in the outer connective tissue layer.
Keywords: vipera, venom, heart, fibroblasts, destruction, rats.

Introduction

Among all poisonous animals, snakes attract the special
attention of mankind. On the one hand, this interest is due to
the fact that cases of poisoning by their toxins are extremely
common and belong to unsolved health problems worldwide,
as they cause numerous fatal consequences. According to
WHO estimates, 81,000 to 138,000 people die from snake
bites every year, and another 400,000 victims have severe
complications or even disability [8, 9, 10]. However, despite
this, snake toxins are also considered valuable sources for
the production of various medicines [2, 12]. Snakes use their

venom to neutralize prey and to scare or weaken predators.
The realization of these goals is possible due to the fact that
toxins cause the development of muscle paralysis (by blocking
the transmission of nerve impulses), cause changes in the
functioning of the cardiovascular system, or cause pronounced
local lesions at the sites of bites.

Snake venom is a mixture of enzymes and proteins
without catalytic properties. The main enzymes include
metalloproteinases (SVMPs), phospholipases A2 (PLA2),
serine proteases (SVSPs), acetylcholinesterase, L-amino
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acid oxidases (LAAOSs), hyaluronidase, and nucleotidase
[7, 20]. Proteins with non-enzymatic properties include three-
finger toxins (3FTXs), C-type lectin-like peptides, natriuretic
factor, proteinase inhibitors, and bradykinin-potentiating
peptides (BPP) [3, 4, 19]. According to the literature, the
composition of snake venom is not stable and may vary
depending on sex, features of ontogenesis, geographic
distribution, and environmental conditions [27]. Therefore,
the compounds of their toxins are able to cause a number of
biological effects both at the local and systemic levels [5]. It
is known that severe pain, swelling and tissue necrosis
usually occur at the site of venom inoculation [11]. At the level
of organs and systems, the venom causes neuro-, myo-,
cardio-, nephrotoxic effects, coagulopathy [1]. Such life-
threatening complications force scientists to investigate in
more detail the components of snake toxins in order to
develop effective treatment methods.

The aim of the research is to study the features of
histological changes in the tissue of the heart of rats under
the conditions of acute intoxication with the venom of Vipera
berus berus.

Materials and methods

Experimental studies were carried out on white non-linear
male rats. For preliminary acclimatization, the animals were
kept for 7 days in the animal facility of Taras Shevchenko
National University of Kyiv, and then kept in laboratory
conditions at constant temperature (22+3°C), humidity (60+
5 %) and light (12 h light/12 h dark cycle), being fed standard
rodent food and water ad libitum. All experiments were
conducted in accordance with the National Institutes of
Health Guidelines for the care and use of laboratory animals
and the European Council Directive of 24 November 1986
for the Care and Use of Laboratory Animals (86/609/EEC).
The research was approved and confirmed by the Bioethics
Commission of the NSC "Institute of Biology and Medicine"
of the Taras Shevchenko National University of Kyiv (protocol
No. 2 dated August 19, 2021).

Vipera berus berus venom was obtained from the
V. N. Karazin Kharkiv National University. The lyophilized crude
venom was stored at -20°C and then dissolved in saline
solution immediately before the experiment.

The animals were conditionally divided into two groups -
a control and an experimental group of 10 individuals each.
Experimental rats were injected intraperitoneally with a semi-
lethal dose (LD50) (1.576 mg/g?) of Vipera berus berus
venom in saline solution. Animals of the control group were
injected intraperitoneally with only saline solution. Rats were
removed from the experiment 24 hours after exposure to the
venom, anesthetized by cervical dislocation.

Heart samples were taken from pre-weighed animals of
all groups for microscopic examination. The pieces were
fixed in a 10 % formalin solution, while the duration of
exposure did not exceed 1-2 days. The applied fixing solution
prevents the process of autolysis and stabilizes cells and
tissues for their further processing and use in staining

procedures. Next, the pieces were dehydrated in alcohols of
increasing concentration and embedded in paraffin blocks.
Staining of histological preparations of hearts was performed
according to the Picro Sirius Red/Fast Green method [21].
Histological preparations were studied using a SEO SCAN
light microscope and photo-documented using a Vision
CCD Camera with a system of image output from histological
preparations.

Results

Under the conditions of acute intoxication with Vipera
berus berus venom in the heart of experimental rats
significant changes in the normal histostructure of all layers
of the organ were observed. The composition of the
epicardium was dominated by connective tissue elements,
mainly collagen fibers, which, growing, formed a so-called
mesh and later interwoven into the adjacent myocardial
tissue. These fibers were subject to intensive dyeing. It
should be noted that during microscopic examination, in
addition to collagen fibers, which typically form the framework
of this heart layer, an increase in the content of young fibers
was noted. Against their background, the mesothelium layer
was almost not visualized. The blood vessels of the
epicardium had wide lumens. Deformation of the walls was
observed in the arteries. The endothelial layer of their intima
was thinned, subject to local detachment from the basement
membrane into the vessel lumen, while in other areas,
erythrocytes tightly adhered to the epithelial lining. Tunica
media in the vast majority of arterial blood vessels of the
epicardium consisted of a significant number of fibers and
single smooth myocytes. The adventitia was thickened,
collagenized. The arteries were characterized by signs of
pronounced full blood, numerous erythrocytes and
leukocytes were noted in their lumens (Fig. 1).

Fig. 1. Histological changes in the heart of rats under the conditions
of exposure to Vipera berus berus venom. The growth of collagen
fibers in the epicardium (1), the lumen of a blood vessel with
formal elements (2), muscle fibers of the myocardium (3), cells of
the conducting system of the heart (4), collagen fibers in the
intermyofibrillar spaces (5). Picro Sirius Red/Fast Green. x200
magnification.
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berus berus venom. Thickening and swelling of muscle fibers (1),
areas of myocardial tissue destruction (2), fragmentation of
myocardial muscle fibers (3), areas of hemorrhage (4), collagen
fibers (5), dissection of myocardial muscle fibers (6). Picro Sirius
Red/Fast Green. x200 magification.

o s 4
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Fig. 3. organization of the heart of rats under the
influence of Vipera berus berus venom. Wave-like orientation of
myocardial muscle fibers (1), sarcolemma destruction zone (2),
fibroblasts (3), hydropic dystrophy of Purkinje cells (4), collagen
fibers (5), blood vessel lumen (6). Picro Sirius Red/Fast Green.
x1000 magnification.

In the myocardium of experimental animals, muscle
fibers were swollen, lost their characteristic longitudinal
orientation and acquired a winding shape. In most fields of
view, zones of destruction of the sarcolemma were noted,
and the transverse striation of the myocardial fibers was
not clearly expressed. Zones of destruction of contractile
elements and fragmentation of fibers were also determined
in cardiac muscle tissue (Fig. 2). Between the latter, the
volume of loose connective tissue increased significantly,
the gaps between them widened. Contractile
cardiomyocytes under these conditions lost their usual
rectangular shape. Their nuclei could not be clearly
visualized and identified in almost all fields of view due to
severe swelling of the myocardial fibers. Some of them,

which were able to be differentiated, were hypochromic,
had an elongated shape. Also, due to the destruction of
muscle fibers, some nuclei were outside the contractile
cardiomyocytes. Intercalated discs had barely noticeable
outlines on micropreparations. Zones of smoothing and
lysis of muscle fibers were characteristic findings, as well
as foci of necrosis. Cells of the leukocyte line were rarely
recorded under the specified conditions, and therefore,
myocardial infiltration during acute intoxication with Vipera
berus berus venom is moderately pronounced.

The venom of Vipera berus berus in experimental rats
caused a significant growth of collagen fibers in the tissue
of the myocardium. Thus, the activation of fibroblasts, which
were the main producers of components of loose
connective tissue, including collagen fibers, was observed.
Their number increased in the spaces between contractile
and conducting cardiomyocytes. Fibroblasts had an
elongated spindle-like or stellate shape. Against the
background of cardiomyocytes, they were stained more
intensively. Their nuclear-cytoplasmic index was high, which
indicates the activity of synthetic processes in the cells.
Fibroblast nuclei were located centrocentrically, were
normochromic, chromatin had a diffuse distribution with a
predominance of euchromatin. Under these conditions,
the blood vessels of the myocardium of experimental
animals were also subject to structural changes. The walls
of the arteries thickened considerably. Endotheliocytes of
the inner layer of the vessel wall had the appearance of
palisades, protruding into the lumen of the arteries.
Desquamation of the endothelial lining of the vascular wall
from the components of the basement membrane was
observed. In some histopreparations, loosening and
swelling of the intima of the arteries were noted. The tunica
media of arterial vessels was characterized by a
pronounced increase in the number of collagen fibers, while
the number of smooth muscle cells decreased. Most of
the arteries had a thickened tunica adventitia. Myocardial
vessels were full of blood, their lumens were filled with
formal blood elements, namely erythrocytes. The latter
formed sludge, columns, adhesion of erythrocytes to the
epithelial lining of the intima and transversely arranged
fibrin threads were often noted. The venous blood vessels
of the myocardium had uneven Ilumens. Their
endotheliocytes were swollen, and in some places they
underwent desquamation in the lumen of the veins. The
tunica media and tunica adventitia of veins are represented
mainly by collagen fibers, the number of smooth myocytes
is low. In the lumens of these vessels, the presence of
hemorrhagic, serous content, single formal elements of
blood were observed. As a whole, the venous system of
the myocardium during acute intoxication with Vipera berus
berus venom was characterized by signs of stasis. The
defining features of the structural organization of the
myocardium were zones of massive hemorrhages, in some
places the hemorrhages were of a diffuse character with
impregnation of the heart muscle tissue. Erythrocytes often
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went beyond blood vessels and were located in interfibrillar
spaces (Fig. 3).

Conductive cardiomyocytes (Purkinje fiber cells) were
localized between the components of the contractile system
of the heart. They stained less intensively than contractile
cardiomyocytes, were wider, shorter, sometimes had the
appearance of light cords or disordered structures with a
small number of myofibrils. The majority of Purkinje cells
were characterized by lightening of the cytoplasm due to
their pronounced hydropic dystrophy. The latter fact
explained the difficult recognition of their nuclei. The nuclei
of conducting cardiomyocytes were located in the center of
the cells, had signs of heterochromia, and the nuclear-
cytoplasmic index was low. In individual cells, the nuclei
shifted to the periphery (see Fig. 3).

In the endocardium of animals of the experimental
group, swelling of endotheliocytes was detected. The nuclei
of these cells were hyperchromic. Areas of detachment of
the endothelial lining from the subendothelial layer were
observed. In the subendothelial layer, the connective tissue
elements increased in volume. In the outer connective
tissue layer of the endocardium, the activity of fibroblasts
increased and the growth of collagen fibers took place,
just as in the previously mentioned layers of the heart.

Discussion

Cardiotoxicity and pronounced electrocardiographic
changes are frequent complications of snake bites [16,
18, 24]. The most common are sinus arrhythmia,
atrioventricular block and sinus bradycardia. Cases of bites
by snakes of the Viperidae family are often associated with
such pathologies as myocardial infarction and ischemic
stroke, resulting from activation blood coagulation cascade
and direct cardiotoxicity of venom proteolytic enzymes, in
particular SVMPs. Also, the components of their toxins cause
the development of hypofibrinogenemia, damage of the
endothelium of vessels and impaired platelet aggregation
[17, 25, 26].

According to the literature, the basis of the pathogenesis
of myocardial infarction due to bites of snakes of the
Viperidae family is also a violation of oxygen supply to
cardiomyocytes due to excessive hemolysis of erythrocytes,
vasoconstriction of coronary vessels due to significant
production of endothelin and the influence of venom
safatoxins. Scientists note that the development of
myocarditis with pronounced necrosis of contractile
myocytes, hemorrhages and accumulation of blood clots
in the vessels of the microcirculatory channel of the heart
muscle is possible [6, 15, 23].
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CTPYKTYPHI 3MIHM B TKAHMHI CEPLSA LLYYPIB 3A YMOB FOCTPOI IHTOKCUKALII OTPYTOIO FAIOK VIPERA BERUS BERUS

Maeecbkuli O. €., bobp A. M., lyHac I. B.

Ceped ycix ompylHux meapuH 3mii npusepmatomb ocobrniugy ygsazy modcmea. Bunadku ompyeHb ix mokcuHamu € Had3gu4aliHO
nowupeHumMu ma Hanexamps 00 HesupiweHux npobrem oxopoHu 300po8's 8 ycbomy ceimi. BcmaHosneHo, wjo ceped uinozo psidy
ycknaOHeHb 8HaciO0K 3MIlHUX yKycig eaxnugy posb gidigparomb MOpPyWeHHs HOPMaibHO20 (QYHKUIOHY8aHHS opaaHie cepueso-
cyOuHHOI cucmemu. Memoio docrniOxeHHs1 € 8ug4YeHHs ocobrnusocmel 2icmornozidyHUX 3MiH MKaHUHU cepusi ulypie 3a ymos 2o0cmpoi
iHmokcukauii ompymoro 2adrok Vipera berus berus. EkcriepumeHmarnbHi 0ocnidxeHHs1 npogodunu Ha 6inux HemiHilHUX wypax camuysix.
TeapuH ymogHO po3rnodinsinu Ha d8i epynu - KOHMPOsbHy | docioHy no 10 ocobuH 8 KoxHil. JocniOHum wypam 8HympiuHbOO4YepesUHHO
eeodunu HanienemarnsHy 0o3y (LD50) (1,576 me/2) ompymu Vipera berus berus Ha gbisionoeiyHoMy po3quHi. TeapuHam KOHMPOIbHOI
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2pynu 8HymMpiWHbLO04YEePE8UHHO 8800uU nuwe @isiono2iyHull po34yuH. Bueodunu wypie 3 ekcrepumeHmy yepes 24 200uHU nicns
8r1/1U8y OMPymu, 3HEXUBIIIOYU WIsIXOM uepsikanbHoi ducnokauii. [Jns MiKpockonidyHo20 docidxeHHs1 3abuparnu 3pasku cepus.
Qikcayia mamepiany ma npuaomyeaHHsi napagiHosux 6510kie npoeodunu 3a 3azanbHonpulHamuMmu mMmemodukamu. 3abapeneHHs
2icmonoziyHux npenapamie cepuys 30iticHioeanu Picro Sirius Red/Fast Green. [icmonoziyHi npenapamu gug4anu 3a 00IOMO20t0
ceimnogozo mikpockorna SEO SCAN. Takum 4uHOM, 3a yM08 2ocmpoi iHmokcukauii ompymoto eadrwk Vipera berus berus s
eKcriepuMeHmarnbHUX Wypie npu MiKpOCKOMIYHOMY OOCIOXKEHHI MKaHUHU cepysi 8USIB/IEHO MNamOJI02iyHI 3pYWEeHHS cmpyKmypHOI
opeaHizauji ecix wapie opzaHy. B enikapdi xapakmepHum 6yno 36inbweHHs1 06'eMy KOrnazeHo8UX BO/IOKOH, MOMOBUWIEHHS CMIHOK
cyOuH. Haubinbw supaxeHi eicmonoaidHi 3mMiHU criocmepizanu 8 miokapOi. B HboMy gidmidanu Habpsik, 0e3opeaHizauii m's308ux
BOJIOKOH, iX ¢hpazmeHmauiio, niuc, decmpykuito, empamy xapakmepHoi rnornepeyHoi nocmyaoeaHocmi, Hekpo3. Kpim moeo, eusieneHo
3pocmaHHs YucenbHocmi ¢ibpobracmig, ix akmusauito ma, siK pe3ynibmam, po3pPOCMaHHs 8 MKaHUHI Miokapda KOMMOHEHMI8 CromyYHOI
MKaHUHU, 8 MOMY YUCITi KOrla2eHo8UX 80T0KOH. EHAokapd docnidHux wiypie eidpisHsiecsi deckeamaujero eHOomeniarbHO20 8UCMUIEHHS
ma 36inbWeHHsIM KibKocmi akmugeHuUx ¢hibpobrnacmie 8 308HIWHBLOMY COYyYHOMKAHUHHOMY wWapi.

KniouoBi cnoBa: 2adioku, ompyma, cepue, ¢ghibpobrnacmu, decmpyKuis, wypu.
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Hepatotoxicity of antipsychotic drugs remains an urgent problem of modern medicine.
Therefore, the purpose of the study was to investigate the nuclear DNA content and cell
cycle phases of rat liver cells under Chlorpromazine administration at doses ranging
from 3.5 mg/kg to 28 mg/kg for 30 and 60 days. The study was conducted on 60 sexually
mature female rats. Chlorpromazine was administered once daily for 30 and 60 days at
doses of 3.5 mg/kg, 7 mg/kg, 14 mg/kg, 21 mg/kg and 28 mg/kg. The DNA content in the
nuclei of rat liver cells was determined by flow cytometry. Cytological analysis of cells
was performed using FloMax software (Partec, Germany), where the percentage of
nuclei in the GOG1 interval of the cell cycle, in the S phase, G2M interval, and the
apoptosis index - SUB-GOG1 area on DNA histograms were determined. Statistical
processing of the results was performed using the Mann-Whitney U test. The results of
the study showed that Chlorpromazine has a dose-dependent hepatotoxic effect: with
an increase in the dose of this drug in rats from 7 to 28 mg/kg, the percentage of
fragmented nuclei in liver tissue significantly increased, which is a sign of hepatocyte
death by apoptosis. It was found that Chlorpromazine at a dose of 3.5 mg/kg did not
increase hepatocyte apoptosis, while at a dose of 21 and 28 mg/kg the drug showed the
highest hepatotoxicity, increasing the level of apoptosis by 1.9 and 2.1 (p<0.05) times,
respectively. The hepatotoxic effect is enhanced by the use of Chlorpromazine for 60
days, which is manifested in a significant increase in hepatocyte nuclear DNA
fragmentation, which, in our opinion, should be taken into account when conducting
long-term therapy in patients.
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Introduction

The liver is a unique unpaired organ that performs more
than a dozen vital functions around the clock, one of which
is the metabolism of xenobiotics. The vast majority of drugs
are metabolized by liver cells, so it is difficult to overestimate
the importance of this organ. Hepatotoxicity of antipsychotic
drugs remains an urgent problem of modern medicine,
and concerns many branches of medicine, including
psychiatry, not only pharmacology and hepatology [1, 16,
21]. This is due to the fact that most of the syndromes and
diseases encountered by psychiatrists in their daily
practice, such as bipolar disorders or schizophrenia,
require long-term, sometimes life-long medication
correction and support [3, 11]. Most of the drugs used in
psychiatric practice are hepatotoxic [8, 12]. Chlorpromazine
as an antipsychotic, neuroleptic, sedative, muscle relaxant,
and antiemetic continues to be used both in Ukraine [10,

11] and around the world, despite its side effects [4, 22].
However, the mechanisms of the toxic effect on the liver
and other organs and tissues have not been fully elucidated
and are still being investigated [4].

It is an interesting scientific fact that patients with
schizophrenia who receive treatment with antipsychotic
drugs with an antitumor effect, such as Chlorpromazine,
have a lower incidence of cancer [9]. That is, on the one
hand, hepatotoxicity is a significant side effect of the drug,
which can limit the spectrum of its use and cohort of patients
for treatment, on the other hand, it can be a promising drug
for use in oncology practice [13, 20].

The purpose of the work is to investigate the content of
nuclear DNA and the cell cycle phase of rat liver cells under
the conditions of administration of Chlorpromazine in doses
from 3.5 mg/kg to 28 mg/kg for 30 and 60 days.
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Materials and methods

The study was conducted on 60 sexually mature female
rats. All experiments were conducted in accordance with the
"General Ethical Principles for Animal Experiments"
approved by the First National Congress on Bioethics (Kyiv,
2001) and harmonized with the provisions of the "European
Convention for the Protection of Vertebrate Animals Used for
Experimental and Other Purposes” (Strasbourg, 1986). The
bioethics committee of the National Pirogov Memorial
Medical University, Vinnytsia approved that the work was
performed in compliance with ethical principles (protocol
No. 8 dated 22.10.2020). Before the start of the experiment,
the animals were kept for 14 days in a vivarium under
guarantine conditions. The drug Chlorpromazine (trade
name - "Aminazine", dose - 25 mg/ml) produced by PrJSC
"Halychpharm" ("Arterium") was used for the study.

The experimental animals were divided evenly into 12
groups (group 1 was the control group, groups from 2 to 12
were experimental). The hepatotoxicity of Chlorpromazine
was studied for 30 and 60 days, depending on the dose of
the drug.

Chlorpromazine was administered intragastrically with
a metal probe with oil once a day at a dose of 3.5 mg/kg, 7
mg/kg, 14 mg/kg, 21 mg/kg, and 28 mg/kg. The calculation
of doses of chlorpromazine was carried out according to the
constant of biological activity according to the
recommendations of Yu. R. Rybolovlev and R. S. Ryboloviev
[18]. The control group (group 1) included intact animals.
Animals from groups 2 to 6 (average initial body weight was
128.2+17.4 g) received Chlorpromazine for 30 days in a
dose: animals of group 2 - 3.5 mg/kg, group 3 - 7 mg/kg,
group 4 - 14 mg/kg, 5 group - 21 mg/kg, 6 group - 28 mg/kg.
Experimental animals from groups 6 to 11 (average initial
body weight was 125.0+18.7 g) for 60 days received
Chlorpromazine in a dose: animals of group 7 - 3.5 mg/kg,
group 8 - 7 mg/kg, group 9 - 14 mg/kg, 10 group - 21 mg/kg,
11 group - 28 mg/kg). It should be noted that during the
experiment all animals of 11 groups died.

After completion of the 30- and 60-day experiment, all
rats were subjected to euthanasia by intraperitoneal injection
of Thiopental solution at the rate of 0.1 mg/g followed by
decapitation. At the end of each part of the experiment, blood
was collected from all rats for further biochemical research.

Materials and methods used to determine the DNA
content (cell cycle, DNA fragmentation) in the nuclei of liver
cells in rats. DNA content in the nuclei of rat liver cells was
determined by DNA flow cytometry.

Nucleus suspensions from rat liver cells were obtained
using a ready-made solution for the study of nuclear DNA
CyStain DNA Step 1 from Partec, Germany, according to the
manufacturer's protocol-instructions. This solution allows
extraction of nuclei and labeling of nuclear DNA with
diamidinophenylindole (DAPI). In the process of
manufacturing nuclear suspensions, disposable CellTrics
50 um filters (Partec, Germany) were used.

Flow analysis was performed on a multifunctional

research flow cytometer "Partec PAS" by Partec, Germany.
UV radiation was used to excite DAPI fluorescence. From
each sample of nuclear suspension, 20,000 events were
registered. Events (cell nuclei) with a DNA content of <4c
were subject to analysis.

Cyclic analysis of cells was performed using FloMax
software (Partec, Germany) in full digital correspondence
according to a mathematical model, where:

GOGL1 - percentage ratio of GOG1 phase cells to all cells
of the cell cycle (DNA content = 2c¢);

S is the percentage ratio of cells in the phase of DNA
synthesis to all cells of the cell cycle (DNA content>2c¢ and
<4c);

G2+M - percentage ratio of the G2+M phase to all cells of
the cell cycle (DNA = 4 c, or polyploid);

Determination of DNA fragmentation (apoptosis) is
performed by highlighting the SUB-GOG1 area on DNA
histograms - RN2 before the GOG1 peak, which indicates
cell nuclei with DNA content<2c.

Statistical processing of the obtained results was carried
out in the license package "Statistica 6.0" using non-
parametric estimation methods. The nature of the
distributions for each of the variation series was evaluated,
the average values for each characteristic and the standard
square deviation were determined. The reliability of the
difference in values between independent quantitative
indicators was determined using the Mann-Whitney U-test.

Results

When analyzing the GOG1 indicator - percentage ratio of
cells in the GOG1 phase (with diploid DNA content) to all
cells of the cell cycle of rat liver tissue (Fig. 1), a dose-
dependent effect of Chlorpromazine on this indicator is
observed both in animals that were administered the drug
for 30 and 60 days. Thus, in the liver cells of rats, when
Chlorpromazine was administered for 60 days at a dose of
21 mg/kg, the GOG1 interval increased by 21.5 % (p<0.05
compared to the control), 14 mg/kg - by 14.8 % (p<0.05), 7
mg/kg - by 12.0 % (p<0.05) and 3.5 mg/kg - by 13 % (p<0.05).
When animals were administered Chlorpromazine at the
same dose (14 mg/kg), but for different durations, the GOG1
interval increased by 11.1 % during the 60-day experiment,
compared to the 30-day experiment (p<0.05). In animals
administered the drug for 30 days, a significant increase in
the percentage of diploid nuclei was registered in the 5 (by
15.3 %, p<0.05) and 6 group (by 20.4 %, p<0.05).

S phase research - percentage ratio of cells in the phase
of DNA synthesis to all cells of the cell cycle (DNA content
>2c¢ and <4c) showed an increase in this indicator in all
animals under the condition of drug administration (Fig. 2),
which, in our opinion, indicates the activation of the cell cycle
in response for alteration. Significant changes, compared
to the control, were registered in animals of all groups that
received Chlorpromazine for 60 days (in group 7 - by 48.2 %,
8-89.9 %, 9-74.0 %, 10 - 92.9 %, p<0.05). When the drug
was administered for 30 days, there was a significant
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Fig. 1. GOGL1 interval (%) in animals of 1-10 experimental groups
when Chlopromazine was administered in different doses for 30
and 60 days. On this and the following graphs of the section:
Mean - the average value; Mean+SE - mean value * error of the
mean; Mean+SD - average value * standard deviation; GRUP -
study groups (1 - control (intact animals), 2 - Chlorpromazine at a
dose of 3.5 mg/kg for 30 days, 3 - Chlorpromazine at a dose of 7
mg/kg for 30 days, 4 - Chlorpromazine at a dose of 14 mg/kg for 30
days, 5 - Chlorpromazine at a dose of 21 mg/kg for 30 days, 6 -
Chlorpromazine at a dose of 28 mg/kg for 30 days, 7 -
Chlorpromazine at a dose of 3.5 mg/kg for 60 days, 8 -
Chlorpromazine at a dose of 7 mg/kg for 60 days, 9 - Chlorpromazine
at a dose of 14 mg/kg for 60 days, 10 - Chlorpromazine at a dose
of 21 mg/kg for 60 days).
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Fig. 2. S phase (%) in animals of 1-10 experimental groups when
Chlopromazine was administered in different doses for 30 and 60
days.

difference in animals of 5 (increase by 44.4 %, p<0.05) and
6 group (increase by 60.9 %, p=0.06) compared to intact
animals.

When analyzing the G2+M interval - the percentage
ratio of the G2+M phase to all cells of the cell cycle showed
a decrease in the percentage of polyploid nuclei (Fig. 3),
which may indicate a violation of mitotic processes, and,
therefore, the regeneration of the liver tissue as a whole in
response to the influence of Chlorpromazine. According to
the results of the statistical analysis, there was a significant
difference in animals of all groups that received
Chlorpromazine for 60 days (in group 7, a decrease of
21.3%,8-21.2%,9-25.0 %, 10 - 35.8 %, p<0.05 vs. intact
animals). When using Chlorpromazine for 30 days, the

parameters of animals 5 (decrease by 24.8 %, p<0.05)
and 6 group (by 33.0 %, p<0.05) differed significantly from
the control compared to animals of the 1 group.
Determination of DNA fragmentation (apoptosis)
showed, that in animals of all groups, with the exception of
the 2nd group (which received Chlorpromazine at a dose
of 3.5 mg/kg daily for 30 days), the SUB-GOG1 interval was
statistically different from the intact animals of the control
group (Fig. 4). In particular, when Chlorpromazine was
administered at a dose of 7 to 28 mg/kg for 30 days, nuclear
DNA fragmentation significantly increased, compared to
both intact animals and a group of animals that received
Chlorpromazine at a dose of 3.5 mg/kg, which suggests
apoptosis of hepatocytes. When Clopromazine was
administered at a dose of 7 mg/kg, SUB-GOGL1 significantly
increased by 68.2 % (p<0.05 compared with intact rats and
p<0.05 compared with animals that received
Chlorpromazine at a dose of 3.5 mg/kg), at 14 mg/kg - at
72.7 % (p<0.05 and p<0.05, respectively), 21 mg/kg -
significantly more than 1.9 times (p<0.05 and p<0.05,
respectively). The highest level of apoptosis was in animals
of the 6th group that received Chlorpromazine at a dose of
28 mg/kg, as the fragmentation index increased by 2.1
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Fig. 3. G2M interval (%) in animals of 1-10 experimental groups
when Chlopromazine was administered in different doses for 30
and 60 days.
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times (p<0.05 and p<0.05, respectively, compared to intact
animals and a dose of 3.5 mg/kg), and also by 22.9 % in
comparison with animals that received Chlorpromazine at
a dose of 14 mg/kg. When Chlorpromazine was
administered for 60 days, apoptosis increased by 74.8 %
in animals of group 7, 2.1 times in group 8, 2.3 times in
group 9, and 2.7 times in animals in group 10. In our
opinion, it should be noted that when the same doses of
Chlorpromazine were administered for 30 and 60 days,
nuclear DNA fragmentation was higher when the drug was
administered for a longer period of time. Thus, in animals
of group 7, the percentage of fragmented nuclei was higher
by 70.9 % (p<0.05) compared to animals of group 2,
between groups 8 and 3 the difference was 25.0 % (p<0.05),
9 and 4 - 34.6 % (p< 0.05), 5 and 10 - 40.7 % (p<0.05).

Discussion

The data of the statistical analysis of the results
obtained by us indicate a direct dependence of the effect of
Chlopromazine on the nuclear DNA of rat liver tissue cells
on the dose and duration of administration. The higher the
dose and, especially, the duration of drug administration,
the more intensive changes in the phases of the cell cycle
are registered in animals. Thus, in animals 5
(Chlopromazine was administered at the rate of 21 mg/kg
for 30 days) and 6 groups (28 mg/kg for 30 days), all the
studied indicators (GOG1, S, G2M and SUB-G0G1) had a
statistically significant difference with animals control
group. When the drug was administered for 60 days to
animals of all groups (7-10), from the minimum to the
maximum dose (3.5 to 21 mg/kg), all the studied
parameters were statistically significantly different from the
inactive animals of the control group. It should be added
that all animals that received Chlorpromazine at a dose of
28 mg/kg for 60 days died during the experiment.

According to the results of the data we obtained, using
the flow cytometry method, namely measuring the
percentage of hepatocyte DNA with a diploid, tetra-, polyploid
and subdiploid DNA set (which is a sign of the death of liver
cells by apoptosis [6, 19]), a clear dose-dependent effect
of Chlorpromazine was established, as well as an increase
in the hepatotoxicity of the studied drug during long-term
administration. The data we obtained do not contradict the
literature, according to which no toxic effect was detected
when chlorpromazine was administered to mice at a dose
of 3 mg/kg [5].

Our previously published data [2] regarding the
morphological changes in liver tissue upon administration
of Chlorpromazine in different doses and durations are
significantly supplemented and logically explained by this
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In our opinion, the index of nuclear DNA fragmentation,
which induces apoptosis [6], which is determined by
isolating SUB-GO0G1, i.e. cell nuclei with DNA content <2c,
deserves special attention.

According to the results of our research, apoptosis of
hepatocytes significantly increased when Clopromazine
was administered for 30 days at a dose of 7, 14, 21, and 28
mg/kg, and when the drug was used for 60 days at a dose
of 3.5-21 mg/kg. The obtained data correspond to the data
of the literature [7, 8, 15], according to which Chlopromazine,
together with tyrosine kinase inhibitors, increases the
apoptosis of tumor cells. Chlorpromazine also acts as a
destabilizer of lysosomal membranes, which also
promotes apoptosis [17]. On the other hand, [22] indicate
that Chlorpromazine inhibits the mitochondrial pathway of
apoptosis due to increased expression of tissue factor.
Also, mechanisms of increased apoptosis during
chlorpromazine therapy include increased autophagy by
inhibiting the phosphatidylinositol 3-kinase Akt/mTOR
pathway in human U-87MG glioma cells [20].
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potential of Chlorpromazine can be used in complex therapy
of various types of neoplasms [5, 7, 14, 23].

According to A.J. Jhou and co-authors [8] Chlorpromazine
enhances the proliferation block precisely in the G2/M phase
due to the regulation of the PI3K/AKT/mTOR-mediated
autophagy mechanism in cancer.

Prospects for further development, in our opinion, can
be a scientifically based review of the indications and
contraindications for the appointment of Chlorpromazine,
based on the results of experimental studies, namely the
antitumor properties of this drug.

Conclusions

1. Chlorpromazine has a dose-dependent hepatotoxic
effect: increasing its dose to experimental animals from 7
to 28 mg/kg significantly increases the percentage of
nuclear DNA fragmentation in liver tissue, which is a sign
of hepatocyte death by apoptosis. Chlorpromazine at a dose
of 3.5 mg/kg did not increase the process of apoptosis of
hepatocytes, while at a dose of 21 mg/kg and 28 mg/kg it
showed the maximum effect of hepatotoxicity, increasing
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taken into account when treating patients.
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OOCNIMKEHHA BMICTY AOEPHOI AHK TA ®A3 KNITUHHOIO LMKNY KNITUH NEYIHKU LLYPIB 3A YMOB BBEJEHHSA

XNOPMNPOMA3UHY
Pukano H. A., Batino O. B.

enamomokcuYHicmb aHMUMNCUXOMUYHUX J1iKapCbKux 3acobig 3anuwaembsCsi akmyasbHOK npobrnemMor cyvacHoi meduyuHu. Mema
pobomu - docnidumu emicm si0epHoi JHK ma ¢ha3u KimuHHO20 YUKy KITIMUH MeYiHKU Wypie 3a yMo8 88e0EeHHS1 X/10PrpOMa3uHy y
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do3ax 8i0 3,5 me/ke 0o 28 ma/ke enpodosx 30 ma 60 OHig. [JocnidxeHHs1 nposedeHo Ha 60 cmamego3pinux wypax-camuysix.
Xnoprnpoma3uH 88o0unu 0OuH pa3 Ha 0oby wodeHHo erpodosx 30 ma 60 0i6 y dosi 3,5 me/ke, 7 me/ke, 14 me/ke, 21 ma/ke ma 28 me/ke.
Bmicm [HK e si0pax knimuH neyiHku wypie susHadanu memodom ripomoyHoi JHK-yumomempii. LuknidHul aHania KrnimuH eukoHyeasu
3acobamu npoepamHo20 3abesneyeHHsi FloMax (Partec, HimeyyuHa), de esusHayanu: gidcomok sid0ep 8 iHmepsani GOGLl knimuHHO20
uukny, y ¢asi S, iHmepesani G2M, a makox nokasHuka arornmo3sa - SUB-GO0G1 dinsiHku Ha [JHK-sicmoepamax. Cmamucmu4Ha obpobka
ompumaHux pe3yrnbmamig rpogedeHa 3a doromozoto U-kpumepisi MaHa-YimHi. Pesynsmamu npogedeHo20 O0CiOKeHHs rnokasanu,
wo xs10pnpomasuH Mae 00303anexHull eenamomoKcudYHUl eghekm: rpu 36inbweHHi 003u 88edeHHs1 daHO20 npernapamy y wypie 8id 7
00 28 ma/ke AocmosipHO 36inbulyembCsi 8iI0COMOK hpacMeHmMos8aHuUX 0ep 8 MKaHUHI MeYiHKU, Wo € 03HaKok 3asubeni eenamouyumig
wnsxoMm aronmosa. BecmaHoeneHo, wo xnoprpomasuH 8 003i 3,5 ma/ka He rnocurne anonmos eenamouumig, mooi sk y 003i 21 ma 28
Mme/ke npenapam eusisu8 Haubinbuwy 2enamomoKcuYyHicmp, 36inbwyroyu piseHb anonmosy y 1,9 ma 2,1 (p<0,05) pasu eidnosioHo. [Npu
3acmocyeaHHi xropripoma3uHy enpodosx 60 OHie eenamomoKCuYHUl eghekm MocunemMbCs, WO nposieniemscsi y 00CMO8IpPHOMY
36inbweHHi ppaemeHmauii sdepHoi JHK eenamouyumis, w0, Ha Hawy OyMKY, 8apmo epaxosyeamu rpu rposedeHHi mpusanoi meparnii
naujieHmam.

KniouoBi cnoBa: xsiopnpomasuH, anonmos, ¢hasu KmimuHHO20 UUKITY, rediHka.
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Treatment of infected and purulent wounds remains an actual problem nowadays.
Scientific and practical interest is caused by the use of collagenase enzyme for wound
debridement. Aim: to study morphological changes in contaminated and purulent wounds
when using "Iruksan" ointment containing collagenase. To reproduce a wound infection,
the wound was contaminated with a pathogenic strain of Staphylococcus aureus in
combination with Pseudomonas aeruginosa. Microbiological, histological and statistical
studies were conducted during the experiment. Control of contamination and
identification of pathogens took place in all rats after contamination before use of
ointment and at the day of exclusion from experiment. Due to microbiological findings,
number of microorganisms in the wounds of animals of the control group remained
practically unchanged (p>0.05) until the 10th day of observation, and in the experimental
group ("lruksan" ointment was used in the treatment of wounds), the number of
microorganisms in the wounds has already decreased by the 7th day of the experiment
(p<0.05). The obtained data correlate with the results of a morphological findings,
especially with the severity of the inflammatory process. We noticed reduction of signs
of the inflammatory process and the improvement of epithelization of the wound defect
in the group of animals that were treated with "Iruksan" ointment containing collagenase.
Due to the results of histological studies, complete coverage of the wound surface with
newly formed epithelium was revealed on the 7th day of the experiment in the
experimental group, in contrast to the control group where, on the 7th day, typical signs
of the wound process for this time period were determined. In the control group of
animals, epithelization of wounds was observed on the 10th day. The obtained data
demonstrate expedience of use collagenase-based ointment for the treatment of wounds
in the first phase of the wound process. It results in faster wound bed cleaning from
necrotized tissues and enhance epithelialization.

Keywords: purulent wound, infected wound, wound process, collagenase, morphological
changes in the wound, surgical treatment of the wound.

Introduction

The problem of diagnosis and treatment of purulent
wounds, despite many years of experience and constant
attention of scientists, does not lose its relevance. Currently,
30-40 % of patients in surgical departments are patients
with purulent-inflammatory diseases. The frequency of
purulent-inflammatory complications of postoperative
wounds ranges from 2 to 4 % [3]. During operations on
organs of the abdominal cavity and abdominal wall, it can
reach even 21.1 % [4]. In the general structure of nosocomial
infection, almost 45 % of cases are due to postoperative
complications, and the mortality rate for purulent infection
and its complications has practically not changed over the
past 25-30 years and ranges from 35 to 40 % [6, 19]. It is

worth taking into account the increase in the number of elderly
patients with chronic diseases, namely diabetes,
atherosclerosis of the vessels of the lower extremities and
chronic venous insufficiency, which contributes to the
increase in the number of patients with chronic wounds. A
wide range of etiological factors causing the occurrence of
chronic contaminated wounds requires a complex approach
to treatment, which is based on the principles of
pathogeneticity, timeliness and systematicity [5, 9, 17].

It is known that in the treatment of infected wounds,
doctors adhere to fundamental principles that involve the
use of a combination of surgical and medical treatment
methods [13, 14, 15]. The modern approach to wound healing
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offers a new therapeutic strategy based on stem cells [12].
At the same time, an important place in the treatment of soft
tissue wounds belongs to multicomponent drugs for local
use, the choice of which depends on the phase of the wound
process. This allows you to ensure the maximum
concentration of active substances in the focus of
inflammation and stimulate reparative processes. The
effectiveness of wound healing is determined not only by
time, but also by the achieved aesthetic result. Because
even after complete healing of wounds, undesirable
consequences for patients may remain, such as, for
example, excessive scarring, which in turn has a long-term
negative impact and requires additional treatment [10, 18].
To accelerate the process of granulation and shorten the
healing time of wounds, preparations of proteolytic enzymes
are used, the basis of which is the ability to clean wounds
from necrotic tissues and exudate [1]. The use of enzyme
preparations as a part of external therapy has features due
mainly to their instability, which makes it urgent to improve
the existing dosage forms both in terms of stability and
efficiency, as well as ease of use.

Collagenases are one of the most effective proteolytic
enzymes, as they have the ability to break down collagen, the
main component of wounds and scars. Collagen is the
strongest protein of tissue detritus [14, 16]. It is also one of the
components of the formation of the extracellular matrix of
granulation tissue in the proliferative phase of wound healing
[8, 11]. According to the results of numerous studies, there is
no universal method for performing surgical treatment.
Modern approaches combine surgical, mechanical, autolytic
and biological methods. At the same time, wounds containing
collagen fibers are poorly amenable to cleaning with the help
of other proteolytic enzymes - trypsin, chymopsin,
streptokinase. It is worth noting that in the United States of
America, for example, the above-mentioned enzymes are
generally prohibited for use as means for local application. At
the same time, collagenase has a selective effect on one
protein of wound detritus - collagen, which makes it safe to
use as a topical preparation for enzymatic lysis of necrotic
tissues [2, 8, 13, 14].

Currently, there are combined medicinal products widely
available, the composition of which includes collagenase,
which significantly accelerates the purchase of the
inflammatory process, accelerates the formation and
maturation of granulation tissues with a simultaneous active
process of epithelization. However, clear indications for their
use and evidence of the effectiveness of use in the treatment
of infected and purulent wounds require further research,
including morphological.

The purpose of the work: to study the morphological
changes in the tissues of contaminated and purulent wounds
of rats in the experiment during their treatment with "lruksan”
gel, which contains collagenase.

Materials and methods
Research was carried out on the basis of the department

of general surgery, the department of microbiology and the
experimental clinic (vivarium) of Vinnytsia National Pirogov
Memorial Medical University, Vinnytsia. The Bioethics
Committee of the Vinnytsia National Pirogov Memorial
Medical University, Vinnytsia, as a result of the examination
conducted in accordance with the provisions of the
committee, established that the research materials do not
contradict the basic bioethical norms of the Council of
Europe Convention on the Protection of Vertebrate Animals
Used in Experiments and for Other Scientific Purposes
dated March 18, 1986, EEC Directive Ne 609 dated
November 24, 1986 and Order of the Ministry of Health of
Ukraine Ne 281 dated November 1, 2000 (Protocol Ne 6
dated October 3, 2022).

The experimental study was conducted on 32 white
laboratory rats (males) with a body weight of 200 to 250 g.
The rats were kept in accordance with generally accepted
norms. All animals were kept in the same conditions. Before
conducting the research, the animals selected for the
experiment were quarantined for two weeks on a standard
diet, water was not limited. On the day of the experiment,
the animals were not fed. After premedication, anesthesia
was performed by intramuscular injection of ketamine. In
the interscapular area, a standardized wound measuring
1.5 x 1.5 cm was modeled with excision of the skin,
subcutaneous tissue, and superficial fascia.

To reproduce a wound infection, the wound was
contaminated with a pathogenic strain of Staphylococcus
aureus in combination with Pseudomonas aeruginosa at
a concentration of 1 billion microbial bodies in 1 ml of liquid.
Then the wound was closed with an aseptic gauze bandage.
The rats were dynamically observed for 2 days. 2 days after
the creation of the experimental wound and its
contamination, a macroscopic assessment of local
changes and control of the bacterial spectrum of the wound
for contamination by the investigated flora was carried out.

Subsequently, the rats were divided into 2 groups of 16
animals each. The distribution of animals was as follows:
0 - control group (without treatment); And - Iruksan gel was
used for treatment. The study drug and an aseptic gauze
bandage were applied to the wound surface of the animals
of the 1st group, in the control group only the replacement
of the aseptic bandage was performed. Daily dressings
were performed for the next 14 days in all animals. After
removing the bandage, local changes in the wound and in
the surrounding tissues were evaluated, step-by-step
photofixation of the examined wounds was performed.

Four rats from each group were removed from the
experiment on the third, seventh, tenth and fourteenth day.
Euthanasia was performed by an overdose of intramuscular
ketamine anesthesia. Also, on these days of the
experiment, bacteriological culture was carried out from
the investigated wound. Bacteriological cultures were
carried out with the help of Amies transport medium with
subsequent identification of the culture at the Department
of Microbiology of the National Pirogov Memorial Medical
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University, Vinnytsia.

To assess morphological changes, tissues were
collected for histological examination by excision of a
fragment of the skin with underlying tissues from the
location of the wound defect (2.0 x 2.0 cm with a depth of up
to 4 mm), departing from its edges by a distance of at least
0.5 cm, with subsequent fixation in 10 % in a solution of
neutral buffered formalin for at least 48 hours. The
preparations were prepared with further processing in the
automatic tissue processor Diapath Donatello TM Series
2 (made in ltaly), pouring in paraffin using the pouring
dosing console Amos scientific TEC 2800-M (made in Italy).
Histological sections with a thickness of 4 yum prepared on
an automatic rotary microtome Diapath Galileo AUTO Series
2 (made in ltaly) were stained with hematoxylin and eosin.

Microscopy of histological preparations was carried out
using an OLIMPUS BX 41 light microscope (Ministry of
Health of Ukraine, State Registration Certificate Ne 8120/
2008, code 9011800000) using 40, 100, 200, and 400 times
maghnification. Image visualization and morphometry were
performed using the morphometric program Quickphoto
micro 2.5 (license agreement Ne 925113924). During the
microscopic examination, the morphological state and
composition of the skin tissue at the edges and bottom of
the wound defect, the presence of pathological and
reparative changes, and their nature were evaluated.

Statistical data analysis was performed using the
STATISTICA 64 v12 program. Stat Soft. Inc. and Microsoft
Office Excel 2016.

Results

After infection of the simulated wounds, all rats were
checked for contamination and identification of the
pathogen before the start of the study drug and on the day
the rats were removed from the experiment. The results of
microbiological research are shown in Table 1.

As can be seen from Table 1, the number of
microorganisms in group 0 remained practically
unchanged (p>0.05) until the 10th day of the experiment.
However, in the 1st group, their number decreased (p<0.05)
until the 7th day, and from the 10th day of the experiment,
flora was not sown. The obtained data correlate with the
results of a morphological study, namely with the
concentration of the pathogen and the severity of the
inflammatory process, which gradually decreases up to
the 10th day and is completely absent on the 14th day of
the experiment in the control group, where complete
epithelization of the edges of the wound defect is noted. At
the same time, in the 1st (experimental) group, the negative
result of the bacteriological examination, associated with
complete epithelization of the wound, was present already
on the 10th day.

During the morphological study, the following
morphometric indicators of tissues in the area of the bottom
of the wound defect in animals of both groups were studied:
the density (number per 1 mm?) of blood vessels and the

Table 1. Dynamics of changes in the concentration of
microorganisms in simulated rat wounds.

Groups Concentration of pathogens, microbial bodies in 1 ml
of
animals 0 day 3 day 7 day 10 day 14 day
St. aur. 10* s s " -
0 group Ps. aer. 10° St. aur. 10° | St. aur. 10° | St. aur. 10
St. aur. 10° " ) -
I group Ps. aer. 10° St. aur. 10* | St. aur. 10 -

Table 2. Density (quantity per 1 mm?) of blood vessels and leukocyte
elements of inflammatory cell infiltration in the tissues of the bottom
of the wound defect.

Groups Morphometric indicators
of
animals 3 day 7 day 10 day 14 day
vessels - vessels - vessels -
0 grou 376 538 263 epithelialization
group leukocyte - leukocyte - leukocyte - P
625 332 625
vessels -
I grou| 523 epithelialization | epithelialization | epithelialization
group leukocyte - p P P
247

density (number per 1 mm?) of elements of the inflammatory
cell infiltrate (segmented nuclear leukocytes, plasma cells,
macrophage elements).

Quantitative results of the obtained data indicate a faster
process of epithelization of the wound in animals of the |
group, which were treated with gel with collagenase (Table
2).

The results of histological studies showed that on the
third day in the control group, infammatory cell infiltration,
signs of unexpressed swelling of tissues, fullness of blood
vessels at the edges and bottom of wounds were
morphologically determined. The surface layer of necrotized
tissues was separated from the underlying tissues by a

Fig. 1. Morphological changes of tissues in the area of the wound
defect. The third day. Control group. The newly formed epidermis
at the edge of the wound defect (1), the zone of deposition of
fibrinoid substance (2) in the tissues of the wound bed.
Hematoxylin-eosin. Ocular 10. Objective 4.
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e .
Fig. 2. Morphological changes of tissues in the area of the wound
defect. The third day. Control group. Necrotized tissues (1),
demarcated by a demarcation leukocyte shaft (2), uneven
inflammatory cellinfiltration (3), active fibroblasts (4) in the tissues
of the wound bed. Hematoxylin-eosin. Ocular 10. Objective 4.

well-defined demarcation leukocyte shaft. On the greater
part of the segment of the wound defect, the necrotic tissues
were mostly already rejected, only a thin zone of surface
deposition of fibrinoid substance remained. In the
inflammatory cell infiltrate, neutrophilic and single
eosinophilic leukocytes, macrophage elements, and
lymphocytes were present. A small number of active
fibroblasts were determined in the periwound zone.
Regenerative proliferation of multi-layered flat epithelium
from the edges of wounds in the form of a thin layer of
crawling epitheliocytes was revealed (Figs. 1, 2).

On the third day, the formation of granulation tissue
was histologically detected in the | (experimental) group,
the presence of areas with a newly formed, thicker than in

<

Fig. 3. Morphological changes of tissues in the area of the wound
defect. | group. The third day. The tissues of the bottom of the
wound (1) are covered with a wound "crust” (2), newly formed
epithelium (3) from the edge of the wound. Hematoxylin-eosin.
Ocular 10. Objective 4.

X

Fig. 4. Morphological changes of tissues in the area of the wound
defect. | group. The third day. Wound "crust" (1), covering tissues
rich in blood vessels (2), newly formed epithelium (3) from the
edge of the wound. Hematoxylin-eosin. Ocular 10. Objective 4.

the previous group, multilayered flat epithelium oriented
from the edges of the wound. Non-epithelialized areas of
the bottom of the wound were covered with a scab. Within
the tissues of the wound bed, leukocyte infiltration
remained, with a significant proportion of lymphohistiocytic
elements (Figs. 3, 4).

On the seventh day, in the preparations of the zero
(control) group, mature granulation tissue was identified,
which formed the bottom of the wound defect. This tissue,
in addition to numerous blood vessels, contained thin
collagen fibers, inflammatory and proliferative cells. From
the edges of the wounds, a thin, but considerable in length,
epithelial layer was located on the surface of the
granulations (Fig. 5).

In contrast to the given data for the zero group, in the 1st
(experimental) group, on the seventh day, complete

Fig. 5. Morphological changes of tissues in the area of the wound
defect. Control group. The seventh day. Mature granulation (1),
extensive epithelization (2) of the wound from its edges.
Hematoxylin-eosin. Ocular 10. Objective 4.
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Fig. 6. Morphological changes of tissues in the zone
of the wound defect. | group. The seventh day. The newly formed
epithelium (1) completely covers the scar tissue (2). Hematoxylin-
eosin. Ocular 10. Objective 4.
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Fig. 7. Morphological changes of tissues in the area of the wound
defect. | group. The seventh day. The newly formed epithelium (1)
completely covers the scar tissue (2) with thin-walled blood vessels
(3). Hematoxylin-eosin. Ocular 10. Objective 4.

b

M
Fig. 8. vMorphoIogicaI:éhanges of tissues in the zone of the bottom
of the wound defect. Control group. The tenth day. Newly formed
epidermis (1) on the surface of the scar (3), granulation tissue

without an epithelial cover (2) in the central parts of the wound.
Hematoxylin-eosin. Ocular 10. Objective 4.

coverage of the wound surface with newly formed
epithelium was noted. The layer of the epithelium was thin
(in some places - only three layers of flattened
epitheliocytes), scar tissue with few cells of the
lymphohistiocytic series and thin-walled vessels was
located under it (Figs. 6, 7).

In the control group of animals, on the tenth day, the
wounds were also completely epithelialized. Completion
of stratification of the epidermis and maturation of scar
tissue was morphologically determined, although in two
animals there were centrally small areas without an
epithelial cover (Fig. 8).

Discussion

According to the ideas existing today, the wound
process after hemostasis takes place in the form of the
following phases: inflammation, proliferation and
reorganization of the scar with epithelization [22, 23]. In the
inflammatory phase, vascular reactions and successive
cellular mechanisms of inflammation occur with the
participation of neutrophil leukocytes, macrophages, and
lymphocytes, and then the wound is cleaned of dead
tissues.

In the second phase, the formation of an extracellular
matrix of granulation tissue is observed, in which
keratinocytes, macrophages, fibroblasts and endothelial
cells play a significant role, and collagen is one of the
components of this granulation tissue. In the last phase of
the wound process, reorganization of scar tissue occurs.

The results of morphological studies obtained by us in
the course of experimental work demonstrate some
differences in the healing process of contaminated wounds
in rats of the control and experimental groups. At the same
time, it is important to emphasize that the contamination of
wounds in experimental animals was carried out with a
pathogenic strain of Staphylococcus aureus in combination
with Pseudomonas aeruginosa - pathogens that are typical
etiological agents of wound infection in surgical patients.

According to the results of morphometric and
histological studies, it was found that the use of the
combined drug "lruksan" has a positive effect on the
indicators of the number of leukocyte elements in the focus
of inflammation of the wound, which indicates a lower
expressiveness of the infammatory infiltrate when treated
with this drug.

Thus, with the help of a histological examination, it was
established that on the third day in the control group of
animals, inflammatory cell infiltration, signs of unexpressed
tissue swelling, blood vessels in the edges and bottom of
the wound were found, which is similar to the data
highlighted in the work of R. G. Sibbald and co-authors
[20]. In the inflammatory cell infiltrate, neutrophilic and single
eosinophilic leukocytes, macrophage elements, and
lymphocytes were determined, which are characteristic
signs of an inflammatory reaction. Regenerative
proliferation of multilayered flat epithelium from the edges
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of wounds in the form of a thin layer of epitheliocytes was
observed. At the same time, on the third day in the
experimental group, the formation of granulation tissue,
the presence of areas with a thicker, multilayered flat
epithelium than in the control group was found. Leukocyte
infiltration with a significant proportion of lymphohistiocytic
elements remained within the bottom of the wound. The
data obtained by us coincide with the data obtained by
some scientists [7].

It should be noted that in the dynamics of the
experimental group, a faster epithelization of the wound
defect was observed: on the 7th day, the wound surface
was already completely covered by the newly formed
epithelium. These results are significantly different from
the indicators of the control group, where mature
granulation tissue with proliferative elements was
determined on the 7th day, which is a typical manifestation
of the course of the wound process in this time period.
Later, in the control group of animals, the wounds were
also epithelialized on the 10th day of observation.

Thus, a beneficial effect on the early development of
granulation tissue and, at the same time, early onset of the
phase of wound epithelization in the | (experimental) group
compared to the control group was revealed. In our opinion,
it is obviously related to the presence of collagenase
enzyme in the composition of "lruksan". After all, it is known
that successive changes in the structure of the extracellular
matrix require a clear balance between the processes of
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MOP®OJIOMNYHE OBI'PYHTYBAHHSA E®EKTUBHOCTI BAKOPUCTAHHS NIKYBAJIBHOI CYMILI "IPYKCAH" B EKCMTEPUMEHTI
Ximiu C. [j., Payuykic B. I1.

JlikysaHHs1 iHbiko8aHUX ma eHIUHUX paH 3anuwaembscsi akmyarnbHOK npobremMor Ha Cb0200HIWHIl 0eHb. Haykosul i npakmu4Hul
iHmepec 8UKIUKae 3acmocyeaHHs (hepMeHmMy Kornaz2eHasu y npernapamax 0nsi caHauii paHu. Mema: sus4umu mMopgonoziyHi 3MiHU
mKaHUH KOHmMaMIiHO8aHUX ma eHilUHUX paH ulypie 8 ekcriepuMeHmi rid yac ix nikyeaHHsi eernem "lpykcaH", wo Micmumb KorazeHasy.

aeruginosa, kompi € munosumu 36yOHUKaMu paHO8OI iHgheKUii y XipypaidHux nauieHmie. Y npoueci ekcriepumeHmy 3acmoco8aHi
MikpobionoaiyHi, eicmonoeidHi, cmamucmuy4Hi Mmemodu docnidxeHHs. licns iHehiKysaHHs1 MoOesibo8aHUX paH y 8CiX ulypie nposodunu
KOHMponb KoHmamiHaujii ma idenmucbikauii 36yOHuka neped noyamkom Oii docnidxyeaHoz2o npenapamy ma 6 0eHb 8ugoldy wypie 3
ekcriepumeHmy. 3a Aornomozoto MikpobionoaidHux AOCiOXeHb 8USIBIIEHO, WO KillbKicmb MIKpOOpe2aHi3Mig y paHax meapuH KOHMPObHOI
2pynu 3anuwanack rnpakmu4yHo He3miHHow (p>0,05) do 10 OHsi criocmepexxeHHs, a y ocnidHiti epyni (0ns niKysaHHs1 paH 3acmocosysasnu
2enb "IpykcaH") KinbKicmb Mikpoop2aHiamie y paHax 3meHwysanack (p<0,05) yxe do 7-i dobu ekcriepumeHmy. OmpumaHi O0aHi
Kopesnionmsb 3 pesynbmamamu Mopgono2idHo20 OOC/IOXKEHHSI, @ caMe 3 8upasHicmIo 3anasibHo20 fpouecy. BusieneHo, wo 3MeHWeHHs
0O3HaK 3anaiibHo20 rpouyecy i po3sumok enimenizayii paHogozo deghekmy gidbysascs weudwe y AocnioHit epyni meapuH. 3a
pesynbmamamu 2icmosogidHUX O00C/iOKeHb 8CMaHOBIEHO MOBHE MOKPUMMS PaHO80I MO8EPXHi HOBOYMEOPEHUM erlimertieM yxe Ha
7-My 0oby ekcriepumeHmy y O0CniOHIl epyni, Wo Cymmeeso 8i0pi3HIEMbCS 8i0 MOKa3HUKI@ KOHMPOIbHOI epynu, 0e Ha 7-my Goby
8U3Ha4asluCb muroei 03Haku repebizy paHog020 rpouyecy 05151 Ub020 4acoB8020 MPOMIKKY. B KOHmMponbHIl 2pyni meapuH enimersiizauisi
paH criocmepieanacs Ha 10-my doby. Omxe, ompumaHi daHi cgidyamp PO No3UMuUBHUU eghekm euUKopucmaHHs npenapamy 3
konazeHasow ("lpykcaH") npu nikyeaHHi paH, a came npo OouinbHiCmb (1020 3acmocyeaHHs1 y nepuwil ¢hasi paHO8020 fpouecy, Wo
00380715I€ CKOPOMUMU MEePMIHU OYUWEHHSI MOBEPXHI paHU 8i0 2HIlIHO-HEKPOMUYHUX MKaHUH ma npuweudwumu i enimenizauito.
KnrouoBi cnoBa: zHiliHa paHa, iHbikosaHa paHa, paHosul rpouec, KonazeHasa, MopgoroeidyHi 3MiHU 8 paHi, xipypeidHa obpobka
paHu.
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In the vast majority of sports, muscle activity is dynamic in nature, however, recently
sports physiologists have been paying considerable attention to static exercises. The
deep mechanisms of the phenomenon of static efforts have been studied since its
discovery, but there are still many gaps in biological knowledge regarding the issue of
the impact of static load on the functioning parameters of the circulatory system in
individuals with different anthropometric characteristics. The purpose of the work is to
study the influence of dosed static load on the parameters of the circulatory system
during the early recovery period in people with different body mass indexes. During the
study, 36 young men were examined, who were divided into two groups according to the
body mass index (BMI) criterion - young men with a normal BMI (nBMI group, the
average value of BMI in the group - 21.6), as well as young men with an increased BMI
(group iBMI, the average value of BMI in the group is 28.1). Static load (SL) was
modeled by maintaining a force equal to 50 % of the maximum static force for 15
seconds on a static dynamometer DS-200. Before exercise and within 3 minutes after
its completion, the main parameters of central hemodynamics were measured in the
examined persons using tetrapolar thoracic rheoplethysmography on the computerized
diagnostic complex "Cardio+" (Ukraine). Statistical data processing was carried out
using the computer program IBM SPSS Statistics (version 26), using non-parametric
methods of evaluating the obtained results. We have established that in the initial
state, young men with a normal body mass index differ from persons with an increased
body mass index by a lower value of heart rate, total peripheral resistance and blood
pressure, as well as higher values of stroke and minute blood volumes, stroke and
cardiac indices. The dosed static load leads to the same nature of changes in the
parameters of the circulatory system in all examined persons, regardless of the body
mass index. Differences in body mass index affect only the degree of manifestation of
certain changes. A more significant manifestation of the Lingard phenomenon was
recorded in young men with an increased body mass index, as evidenced by a greater
degree of deviation of the measured parameters of the circulatory system in response
to static exercise.

Keywords: circulatory system, early recovery, static load.

Introduction

In 2020, 100 years have passed since Lingard
discovered the phenomenon of static effort. The deep nature
of the phenomenon named after the discoverer was also
studied by physiologists in the following decades. However,
sports physiologists pay much more attention to physical
exercises of a dynamic nature [3, 14]. In the vast majority of
sports, muscle activity is dynamic in nature, but recently
there has been a growing interest in health physical culture
in static exercises [5, 15], to the study of which a significant
contribution was made by the domestic scientist O. R.

Radzievsky. They are an effective tool not only for developing
strength, but also for endurance and flexibility. In strength
fitness, programs have been developed based on the use
of static exercises for body weight correction, etc. [2, 10, 12,
13, 18, 24].

However, we should note that there are still relatively
few special works aimed at researching the impact of static
loads on the parameters of the blood circulation system in
modern scientific development [6, 11, 16]. The question of
the relationship between static physical load and
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anthropometric parameters attracts even less attention of
researchers [1, 14]. We could not find scientific publications
devoted to the study of the influence of body composition
on the course of short-term adaptation to dosed static load
in the available literature.

The purpose of our work was to study the effect of dosed
static load on the parameters of the circulatory system
during the early recovery period in people with different
body mass indexes.

Materials and methods

The work is a fragment of the research work of the
department of medical and biological disciplines of the
National University of Physical Education and Sports of
Ukraine "The influence of exogenous and endogenous
factors on the course of adaptive reactions of the body to
physical exertion of various intensities" (state registration
number 012U108187). 42 untrained young men (20 years
old) who had no bad habits, were practically healthy and
had no acute diseases or chronic pathology were
examined. Martine's test was used for preliminary selection
and formation of groups. For the next stage of work, from
the total number of examined persons, those in whom the
reaction to the Martine test was normotonic (36 persons)
were selected. In the future, to study the reaction of the
circulatory system to static load, body weight and length
were determined (using a floor height meter with
mechanical scales RPV 2000), body mass index (BMI)
according to the Quetelet formula, (the Quetelet index, QI =
body weight(kg)/height?(cm), maximum standing strength
(using a standing dynamometer DS-200). For further
analysis of the obtained results, the examined young men
were divided into 2 groups according to the BMI criterion in
accordance with WHO recommendations - persons with a
normal BMI (nBMI group, n=18, young men with BMI from
18.8 to 24.9; group mean - 21.6), individuals with increased
BMI (iBMI, n=18, examined with BMI from 27.4 to 30.0; group
mean - 28.1). Individuals with BMI below the norm, and
with a BMI considered as obesity, there were no subjects
examined in our study.

The Bioethics Committee of the National University of
Physical Education and Sports of Ukraine (protocol Ne 3
dated 22.01.2021) established that the research does not
contradict the basic bioethical standards of the Helsinki
Declaration, the Council of Europe Convention on Human
Rights and Biomedicine (1977), the relevant WHO
resolutions and the laws of Ukraine.

Static load (SL) was modeled by holding on a static
dynamometer DS-200 for 15 seconds a force that was
50 % of the maximum static force. Before and at the 1st,
2nd and 3rd minutes after the end of the exercise, blood
pressure was measured in a standing position (according
to the Korotkov method), heart rate was counted for 10
seconds by palpation on the left carotid artery. At the same
time, a tetrapolar thoracic rheoplethysmogram was
recorded in a standing position using the computerized

diagnostic complex "Cardio+". The following parameters
were analyzed - heart rate (HR), stroke and minute blood
volumes (SV and MBV, respectively), stroke and cardiac
indices (S| and CI, respectively), total peripheral vascular
resistance (TPR), systolic and diastolic blood pressure
(SAT and dAT, respectively). We analyzed the pumping
function of the heart and the state of peripheral resistance
of blood vessels by indicators normalized to the body
surface area of the examinees (SI, Cl), and not by the
absolute values of systolic and cardiac output and TPR,
with the aim of leveling anthropometric differences between
individuals from different groups.

Statistical data processing was carried out using the
computer program IBM SPSS Statistics (version 26), using
non-parametric methods of evaluating the obtained
research results.

Results

A total of 36 young men were examined, the height of
the subjects was in the range of 170-193 cm (average height
-179.8 cm), body weight - in the range of 60-103 kg (average
value - 78.4 kg), BMI - from 19.8 to 28.9 (on average - 24.2).
Changes in central hemodynamic parameters in examined
young men with different body mass indexes before static
exercise and in the early recovery period after it are presented
in Table 1.

At rest, the heart rate in individuals of the nBMI group
(76.01+3.12 beats/min) is significantly lower by 10.27 %
compared to representatives of the iBMI group (83.82+3.42
beats/min). Static load causes an initial decrease in heart
rate in individuals of both groups (by 6.14 % and 8.11 %, all
with p<0.05) compared to the initial state. However, already
1 minute after the end of the load, the heart rate increases in
young men of both groups, but to a different extent - by
5.01 % in the nBMI group, and by 7.48 % in the iBMI group
(all with p<0.05). In the future, a tendency to restore the initial
level of heart rate was recorded. This was more effective in
young men with a normal BMI, because at the last follow-up
period, the difference in heart rate with resting state was
1.46 % in them, while in individuals from the IBMI group it
was 3.23 %.

The value of SV in individuals of the nBMI group at rest
was 66.70+2.89 ml/min, which is 15.10 % higher than the
value of SV in the iBMI group (56.63+2.67 ml/min). Changes
in the value of SV after static loading are characterized by
similar dynamics in individuals of both groups - immediately
after SL, the SV parameter decreases, and after one minute
it increases compensatory, followed by a gradual recovery
to the initial state. Thus, the initial decrease in SV immediately
after SL was 6.43 % (p<0.05) in the nBMI group, and 9.57 %
(p<0.05) in the iBMI group. After 1 min. after the cessation of
exercise, a compensatory increase in SV occurs in
individuals of both groups - by 14.20 % (p<0.05) in the nBMI
group and by 19.83 % (p<0.05) in the iBMI group. As in the
case of heart rate changes, the SV parameter recovered
faster in individuals of the nBMI group because, at the end of
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Table 1. Changes in parameters of cardiac pumping function and central hemodynamics in response to static load.

Parameter Group Before SL First minute after SL Second minute after SL Third minute after SL

nBMI 76.01+3.12 71.34+3.01* 79.82+3.23* 77.12+3.09
HR, beats/s

iBMI 83.82+3.42" 77.02+3.38*" 90.09+3.55*" 86.53+3.41"

| nBMI 66.70+2.89 62.41+2.32* 76.17+3.31* 69.24+2.91

SV, m

iBMI 56.63+2.67" 51.21+2.81* 67.86+2.81*" 58.91+2.85

nBMI 5.071+0.362 4.452+0.314* 6.082+0.411* 5.344+0.381
MBYV, I/min

iBMI 4.753+0.291" 3.942+0.191* 5.926+0.394*" 5.102+0.364*"
St mim? nBMI 36.05+1.42 33.74+1,20* 41.17+1.73* 37.43+1.50

, ml/m

iBMI 28.89+1.21" 26.13+1.11* 34.62+1.40* 30.06+1.35"

nBMI 2.742+0.228 2.418+0.215* 3.291+0.262* 2.890+0.233
Cl, I/min/m?

iBMI 2.421+0.174" 2.017+0.153*" 3.125+0.213*" 2.601+0.187"

nBMI 1421+98 1871+114* 1302+109* 1391+102
TPR, dynes/sec/cm*®

iBMI 1549+104" 2205+183*" 1329+121* 1519+142»

nBMI 120.0+2.3 136.3+4.7* 132.9+3.8* 123.7+2.6
SAT, mmHg.

iBMI 122.4+3.4 141.9+4.8* 134.7+4.0* 126.9+2.8

nBMI 75.14+2.01 88.00+3.14* 82.00+3.02* 77.45+2.76
dAT, mmHg.

iBMI 77.25+2.45 92.00+4.05* 84.88+3.92* 81.88+3.51

Notes: * - statistically significant compared to resting state, ~ - statistically different from the values of the nBMI group in the same

observation period.

the observation period, the SV difference with the initial state
was 3.81 % in them, in contrast to the iBMI group, in which
the SV differed by 4.03 %.

The value of the MBV parameter in the nBMI group at rest
was 5.071+0.362 I/min, which is statistically significantly
higher than the MBV value in the iBMI group (4.753+
0.291 I/min) by 6.37 %. Static loading with respect to changes
in MBV causes the same dynamics as in the case of HR and
SV. Thus, in the first minute after SL, a decrease in MBV was
recorded in both groups, but to a different extent - in the nBMI
group by 12.81 % (p<0.05), in the iBMI group by 16.91 %
(p<0.05). The second minute after the load is characterized
by a compensatory increase in MBV, which changes the
initial decrease of this parameter immediately after SL. In
the nBMI group, the degree of growth was 19.92 % (p<0.05),
whereas in the iBMI group it was 28.79 % (p<0.05). The third
minute after exercise is characterized by a gradual recovery
of the MBV value in both groups, but to a different extent -
more effectively in individuals with a normal BMI (the
difference with the resting state was 5.32 %, while in the
iBMI group it was 7.39 % (p<0.05).

The value of Sl in the nBMI group at baseline was
36.05+1.42 ml/m?, which is 19.86 % higher than the value of
the same parameter in the iBMI group (28.891£1.21 ml/m?).
The first minute after SL is characterized by a decrease in Si
in both groups - by 6.43 % (p<0.05) in the nBMI group, and by
9.57 % (p<0.05) in the iIBMI group. The second minute after
SL is characterized by a compensatory significant increase
in Sl values in both groups - in the nBMI group by 14.20 %
(p<0.05), in the iBMI group by 19.83 % (p<0.05). Just as in
the case of changes in heart rate, SV and MBYV, the third

minute after exercise is characterized by the recovery of the
value of Sl to the values of the resting state, but this happens
faster in individuals of the nBMI group - in them by 3 minutes.
after SL, the difference with the resting state is 3.81 %, while
in the iBMI group it is 4.03 %.

The value of the cardiac index in individuals of the nBMI
group at rest is 2.742+0.228 I/min/m?, which is 11.63 %
higher than the similar parameter in the iBMI group
(2.421£0.174 l/min/m?). Static load causes a decrease in
the Cl parameter, which was recorded in the first minute
after the end of SL in both groups - by 12.18 % (p<0.05) in
the nBMI group, and by 16.91 % (p<0.05) in the iBMI group.
The second minute after SL is characterized by a
compensatory increase in Cl at the level of 19.92 % (p<0.05)
in individuals with normal BMI, and by 28.79 % (p<0.05) in
the iBMI group. The course of the third minute after static
loading is characterized by a decrease in Cl, but reaching
the value of the initial state does not occur in any of the
groups. However, it is more effective to restore Cl in the nBMI
group because the difference with the resting state in them
is 3 min is 5.32 %, and in the iBMI group - 7.39 %. At all
follow-up periods, the value of ClI in individuals from the
nBMI group was statistically significantly greater than that in
individuals from the iBMI group.

The value of TPR in persons with a normal BMI is
1421498 dynes/sec/cm®, which is 8.97 % less than the value
of the same parameter in the iBMI group (1549+
104 dynes/sec/cm®). Static load leads to the opposite
changes compared to previously considered parameters -
there is a strong increase in TPR in both groups, to a lesser
extent - in the nBMI group (by 31.64 %, p<0.05), to a greater
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extent - in individuals from the iBMI group (by 42.38 %,
p <0.05). The second minute after the end of SL is
characterized, on the contrary, by a decrease in the value of
TPR compared to the initial state - by 8.41 % (p<0.05) in the
nBMI group, and by 14.21 % (p<0.05) in individuals from the
iBMI group. Later, atendencyto recovery of TPR was recorded
in both groups, but to a different extent.

The values of systolic and diastolic pressure at rest in
the individuals of both groups are not statistically significantly
different. The dynamics of SAT and dAT in both groups in
response to static load are very similar - the values of both
types of pressure immediately after SL increase (to a greater
extent in individuals from the iBMI group), gradually return to
resting values in later periods. However, the degree of initial
increase in sAT and dAT immediately after SL is greater in
the iBMI group. The restoration of the initial value of sAT and
dAT occurs more efficiently in the nBMI group because the
percentage of deviation of the values of both types of pressure
at 3 minutes after SL in individuals with a normal BMI is
smaller compared to the iBMI group.

Discussion

According to the data of our study, the parameters of
central hemodynamics are characterized by a number of
differences depending on BMI and differ in individuals of
different groups both in a state of rest and in the nature of
urgent adaptation to static load. At rest, heart rate in both
groups met the criteria for normocardia, but in the iBMI
group it was significantly higher than in the nBMI group.
The value of MBV in the initial state in individuals with a
normal BMI exceeded the value of the similar parameter in
the iBMI group due to a higher value of SV. Such a
conclusion can be made in view of the lower value of the
HR parameter in persons with a normal BMI compared to
young men in whom the BMI is elevated. They also have
higher parameters of the cardiac and shock indices at rest
compared to individuals of the iBMI group. Against the
background of higher values of SV and MBV in young men
with a normal BMI, this may be evidence of higher functional
reserves of the heart and a greater level of tolerance to
physical exertion (in particular, static) compared to
individuals with an increased BMI. Values of both measured
types of blood pressure in the initial state did not have a
statistically significant difference between the groups.
However, the values of both types of pressure were more
significant in young men with increased BMI both at rest
and at all times after static exercise, which is consistent
with the data of other researchers [17]. The greater value of
total peripheral resistance in individuals from the iBMI group
indicates an increased tone of pre- and post-capillary
resistance vessels, which is most likely caused by
increased basal sympathetic influences [19, 22].

Static load causes the same nature of changes in the
parameters of the circulatory system, regardless of BMI;
the difference in BMI determined only the degree of
manifestation of one or another reaction of the

cardiovascular system. The initial decrease in HR, SV, and
MBYV values immediately after SL, present in both groups,
is a strain effect. It is caused by maintaining a powerful
tonic effort, increasing intrathoracic, intrapulmonary
pressure, and as a result, increasing compression on the
heart [5, 6]. Under conditions of compression of blood
vessels inside skeletal muscles during static effort, the
volume of venous return of blood to the heart decreases [4,
20, 21]. As a result of the implementation of myogenic
mechanisms of heart activity, this leads to a decrease in
the value of the main parameters of its work, which was
recorded by us immediately after SL. Further growth of the
pumping function of the heart in individuals of both groups
has a compensatory nature and is characterized by the
desire to restore blood circulation in vessels that were
compressed during static stress [7, 25]. The increase in
both types of blood pressure under the influence of SL can
be explained by the increase in pressure inside the aorta
during the maintenance of static tension, which, according
to the logic of the Anrep phenomenon (loading the heart
with outflow), leads to an increase in the force of heart
contraction, and as a result - to an increase in the value of
SAT and dAT [8, 9].

Taking into account the greater degree of reactivity of
the circulatory system in the early period of adaptation to
static load in individuals with increased BMI, as well as the
fact that at the last follow-up period the difference between
the values of the measured parameters was smaller in the
nBMI group, it can be argued that a more balanced and
effective course of recovery after SL occurred in individuals
with a normal body mass index.

Summarizing all of the above, it is worth noting that a
greater degree of manifestation of the Lingard phenomenon
in our study was recorded in young men with an increased
body mass index. It can be assumed that this is connected
with an increased volume of circulating blood, a greater
load on the heart and stronger sympathetic influences on
the activity of the heart and blood vessels. In our opinion,
for more detailed conclusions, the study of changes in
central hemodynamics during static exercise depending
on BMI should be supplemented by the study of the reaction
of the circulatory system to SL with mandatory consideration
of fat and muscle components in the body composition.
This will open the possibility to more accurately reveal the
deep mechanisms of differences in the reactions of central
hemodynamics of persons with different BMIs to different
regimes of physical exertion.

Conclusion

1. At rest, young men with a normal body mass index
differ from persons with an increased body mass index by
a lower heart rate, total peripheral resistance and blood
pressure, as well as by higher values of stroke and minute
blood volumes, stroke and heart indices.

2. The dosed static load leads to the same nature of
changes in the parameters of the circulatory system in all
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examined persons, regardless of the body mass index.
Differences in body mass index affect only the degree of
manifestation of certain changes.

3. A more significant manifestation of the Lingard
phenomenon was recorded in young men with an
increased body mass index, as evidenced by a greater
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OCOBJIMBOCTI TEPMIHOBOI AQANTALII CUCTEMU KPOBOOBITY 1O CTATUYHOIO HABAHTAXEHHSA B OCIB 3 PI3HUM
IHOEKCOM MACU TINA

Macmyxoea B. A., bakyHoecbkuli O. M., [lpo3doecbka C. 6., ®ininnoe M. M., Inbin B. M., KpacHoea C. I1., OniliHuk T. M.
B nepesaxHil 6inbwocmi eudie ciopmy m'a3oea OisiibHiCMb 8IOPi3HEMbCSI OUHaAMIYHUM XapakmepoM, 8miM, OCmaHHiM Yacom
criopmusHi gbizionozau npudinsaroms 3Ha4yHy yeacy cmamuyHuM erpasam. [MUbUHHI MexaHi3Mu (heHOMEHYy cmamuyHUX 3yCcurlb 8us4yaomb
3 MomMeHmy (io20 8idkpummsi, ane 00 Uux nip nuwaembscs 6bazamo nakyH y 6iono2idyHOMY 3HaHHI CMOCOBHO npobremMamuku ernnusy
cmamu4HO20 HasaHMaXKeHHs Ha napamempu OyHKUIOHy8aHHS cucmeMu Kpogoobizy y 0Ci6 3 pi3HUMU aHMpPOMoMempu4yHUMU
xapakmepucmukamu. Mema pobomu - docnidxeHHs1 8nnugy A0308aHO020 CMamMu4YHO20 HaBaHMaXXeHHsI Ha napaMempu cucmemu
Kpogoobizy 8 nepiod paHHb020 8IOHOBMEHHSI y 0Cib 3 pi3HUM iHOekcom macu mina. [1i0 yac docnidxeHHs1 6yno obcmexeHo 36 toHakis,
AKUX 3a kpumepiem iHOekcy macu mina (IMT) 6yno po3nodineHo Ha 08i epynu - HaKu 3 HopmanbHum IMT (epyna HIMT, cepedHe
3HaueHHs1 IMT e epyni - 21,6), a makox roHaku 3 nidsuweHum IMT (epyna nIMT, cepedHe 3HayeHHsi IMT & e2pyni - 28,1). CmamuyHe
HasaHmaxeHHs1 (CH) modenoganu wrnisixom ympumaHHsi Ha cmaHogomy OuHamomempi [JC-200 npomsieom 15 cekyHO 3ycumnns, wo
cknadasno 50 % eid makcumanbHOi cmaHoegoi cunu. leped HasaHMaXXeHHsIM ma npPomsa2oM 3 X8UJIUH Mic/sl U020 3a8EPWEHHS Y
obcmexeHux ocibé sumiptogasiu OCHOBHI napamempu yeHmpasnbHOi eeModuHamiku 3a OONOMO20K mempanossspHoOi 2pydHoi
peonnemu3smoepacpii Ha Kommn'tomepusogaHoMmy OiazHocmu4yHomy Kommnekci "Kapdio+" (YkpaiHa). CmamucmuyHy o6pobky OaHux
rposedeHo 3a OoromMoe2ot0 KoMi'tomepHoi npozpamu IBM SPSS Statistics (8epcisi 26), i3 sukopucmaHHsIM HernapamempuyHux memodig
OUiHKU ompuMaHux pe3ynbmamis. Hamu ecmaHo8/1eHo, wo y 8uxiOHOMY cmaHi loHaKku 3 HopMasbHUM iIHOEKCOM Macu mina
8i0pisHsitombCs1 8i0 ocib 3 nidsuwjeHUM iHOEKCOM Macu mina MeHWOK 8e/1UYUHO Yacmomu Cepyesux CKOPOYEeHb, 3a2aribHo20
rnepughepuyHoO20 0ropy i apmepiaribHO20 MUCKY, @ MaKoxX binbuWuMu 3Ha4eHHAMU yOapHO20 i XeuruHHo20 06 'emie Kposi, ydapHoe20 |
cepuegozo iHOekcig. [JozogaHe cmamu4yHe HagaHmMaxxeHHsl npu3eodums 00 0OHaK08020 xapakmepy 3MiH napamempig cucmemu
Kpogoobigy y ecix obcmexeHux ocib, He3anexHo 8i0 iHOekcy macu mina. BidmiHHocmi 8 iHOeKkci macu mina ennuearoms fuwe Ha
cmyniHb nposisy mux abo iHwux 3miH. binbw 3Ha4yHUl nposie heHomeHy JliHeapda bys 3aghikcosaHull y tOHaKig 3 ridsueHUM iHOeKcom
macu mina, npo wo c€eid4yump 3HayHIWUl cmyriHb 8i0XUNEHHST BUMIPSIHUX MapamMempig cucmemMu Kpogoobigy y 8idnosiob Ha crmamuyHe
HagaHMaXeHHs.

KnrouoBi cnoBa: cucmema kpogoobiey, paHHE 8IOHOBMEHHS, CMamuyHe HagaHMaXeHHsI.
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Snakebite envenoming is a common but neglected public health problem worldwide.
Annual mortality as a result of snakebites exceeds 138,000. The organs of the endocrine
system are among the first to react to the effects of snake and viper toxins. Under these
conditions, the adrenal glands are involved in the pathological process and contribute
to the formation of the adaptation syndrome, undergoing complex structural changes.
The research aims to study the changes in the microscopic organization of the adrenal
glands of rats under the influence of Vipera berus berus venom. Experimental studies
were carried out on white non-linear male rats. The animals were conditionally divided
into a control and an experimental group of 10 individuals. Experimental rats were
injected intraperitoneally in a saline solution with a semi-lethal dose (LD50)
(1.576 mg/g?) of Vipera berus berus venom. Animals of the control group were injected
intraperitoneally with only saline solution. Rats were removed from the experiment 24
hours after exposure to the venom and anaesthetized by decapitation. Adrenal gland
samples were taken for microscopic examination. Fixation of the material and
preparation of paraffin blocks were carried out according to generally accepted methods.
Histological preparations of the adrenal glands were stained with hematoxylin and
eosin. Histological preparations were studied using an SEO SCAN light microscope.
Under the influence of Vipera berus berus venom in zona glomerulosa of the adrenal
cortex, moderately pronounced pathological changes were found, including vacuolization
and granularity of the cytoplasm of endocrinocytes, loss of precise contours of nuclei,
their hyperchromasia, expansion of lumens of sinusoidal capillaries, accumulation of
erythrocytes in them. Under these conditions, zona fasciculata is characterized by
significant cell granularity and perinuclear edema. Less pronounced structural
organization changes were noted in the zona reticularis of the adrenal cortex.
Endocrinocytes of this zone had small sizes, eosinophilic cytoplasm and dark nuclei.
In the medulla of the adrenal glands, the cells were large in size and had indistinct
contours, the cytoplasm was characterized by basophilic granularity, and the nuclei
were light due to the predominance of euchromatin. The most pronounced effect of
Vipera berus berus venom was on the zona glomerulosa and zona fasciculata of the
adrenal cortex; most of the morphological signs of pathology in which were caused by
a violation of protein metabolism in the cells of the parenchymal and stromal elements
of this organ.

Keywords: vipers, venom, adrenal glands, endocrinocytes, rats.

Introduction

Snakebite envenoming is a common but neglected
public health problem worldwide, especially in tropical
countries. Annual mortality due to snake bites exceeds
138,000 [14, 17, 18]. It is believed that this problem is
underestimated, and in many countries, individual cases
of bites are not subject to proper fixation [5, 16]. In India,
about 58,000 people die each year from complications

caused by snake and viper venom [12, 15, 22].

About 200 species of venomous snakes are known,
most of which belong to the Elapidae and Viperidae families
(sometimes the Lamprophiidae family and the
Atractaspidinae subfamily). They differ in the venom's
chemical composition and the venomous apparatus's
structure [6, 7, 8].
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It is known that the toxins of snakes and vipers are a
complex mixture of proteins, peptides, low molecular weight
substances, and salts in the water environment [3]. Usually,
the venom has a neurotoxic effect, local destruction of soft
tissues in the places of its inoculation, or a vasohemotoxic
effect. Clinical manifestations are diverse and include local
(edema, tissue necrosis) and systemic [1, 2]. The latter
manifests in neuromuscular paralysis, rhabdomyolysis,
hypotension, collapse, and DIC syndrome [24, 25]. In recent
years, scientists have reported the development under
these conditions of endocrine and metabolic disorders due
to pituitary dysfunction, adrenal gland damage,
dysglycemia, electrolyte disturbances, and renal tubular
acidosis [19, 20, 23].

The organs of the endocrine system are among the
first to react to the effects of snake and viper toxins. The
consequences of their bites can be acute or chronic in
nature but cause a violation of the structure and functions
of almost all central and peripheral organs of the specified
system. Under these conditions, the adrenal glands are
involved in the pathological process and contribute to the
formation of the adaptation syndrome, undergoing complex
structural changes. To date, the histological changes of
the adrenal glands in the case of snake and viper bites are
not sufficiently covered in the available scientific sources.
In addition, there is a complete lack of data on
morphological changes in the organ's structure under
conditions of poisoning with toxins of the most common
European vipers, namely Vipera berus berus, which
determines the relevance of the chosen topic.

The aim of the research is to study the changes in the
microscopic organization of the adrenal glands of rats under
the influence of Vipera berus berus venom.

Materials and methods

Experimental studies were carried out on white non-
linear male rats. For preliminary acclimatization, the animals
were kept for seven days in the animal facility of Taras
Shevchenko National University of Kyiv. Then they were kept
in laboratory conditions at constant temperature (22+3°C),
humidity (6015 %) and light (12 h light/12 h dark cycle),
being fed standard rodent food and water ad libitum [9]. All
experiments were conducted by the National Institutes of
Health Guidelines for the Care and Use of laboratory
animals and the European Council Directive of 24
November 1986 for the Care and Use of Laboratory Animals
(86/609/EEC). The research was approved and confirmed
by the Bioethics Commission of the NSC "Institute of
Biology and Medicine" of the Taras Shevchenko National
University of Kyiv (protocol No. 2, dated August 19, 2021).

Vipera berus berus venom was obtained from the V. N.
Karazin Kharkiv National University. The lyophilized crude
venom was stored at -20°C and dissolved in a saline
solution immediately before the experiment.

The animals were conditionally divided into a control
and an experimental group of 10 individuals. Experimental

rats were injected intraperitoneally in a saline solution with
a semi-lethal dose (LD50) (1.576 mg/g?) of Vipera berus
berus venom. Animals of the control group were injected
intraperitoneally with only saline solution. Rats were
removed from the experiment 24 hours after exposure to
the venom and anaesthetised by decapitation.

Adrenal gland samples from animals of all groups were
taken for microscopic examination. The pieces were fixed
in a 10 % formalin solution for one day. Further, the pieces
were dehydrated in alcohols of increasing concentration
and embedded in paraffin blocks. Histological preparations
of adrenal glands were stained with hematoxylin and eosin
[13]. Histological specimens were studied using an SEO
SCAN light microscope and photo-documented using a
Vision CCD Camera with a system of image output from
histological specimens.

Results

When exposed to Vipera berus berus venom, significant
changes in their typical microscopic organization were
observed in the adrenal glands of experimental rats.

Zona glomerulosa of the adrenal cortex of rats exposed
to Vipera berus berus venom shows signs of moderate
pathological changes. Parenchyma cells form rounded
clusters separated by stroma elements. Nuclei sometimes
lose precise contours (Fig. 1A), many of them are
hyperchromic, and those that retain a light color are
characterized by the formation of heterochromatin lumps
that often accumulate under the nucleolem. Hyperchromic
nuclei, in turn, have an uneven contour with signs of the
early stages of karyopyknosis, which is a logical reaction
of the cell to intoxication. The cytoplasm of endocrinocytes
is characterized by vacuolization; in some areas, it is
stained unevenly, and it also has granularity (Fig. 1D). The
presence of such granularity may be associated with
proteolytic processes in the cytoplasm, which lead to the
accumulation of eosinophilic lumps of protein in the
cytoplasm.

Stromal elements are not subject to significant changes
- fibroblast nuclei are dark and flattened, as in the control
group. However, the structure of the collagen fibers of the
capsule appears to be loose and has unclear boundaries
of both cells and extracellular elements (Fig. 1B, 1C). Such
changes are generally characteristic of the stromal
elements of the adrenal cortex under negative influences.
If we talk about vascularization, then in contrast to the single
erythrocytes inherent in the sinusoidal capillaries of the
adrenal glands of animals from the control group, zona
glomerulosa from this experimental group is characterized
by a cluster of aggregated erythrocytes that "clog" the lumens
of the sinusoids and lead to their expansion (see Fig. 1B).
The presence of hollow vacuoles is also noted in the vessel
lumens. Such characteristics of the microcirculatory
channel can be explained by the effect of snake venom on
blood plasma proteins, which can lead to its coagulation
and aggregation of formal elements.
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Fig. 1. Capsule and zona glomerulosa of the adrenal glands of rats from the experimental group with the injection of Vipera berus berus
venom. A: unclear and uneven contours of nuclei (black arrows); shrunken nuclei (yellow arrows). B: accumulation of erythrocytes and
vacuoles in the sinusoids (green arrows). B, C: flattened nuclei of fibroblasts (white arrows); loose collagen fibers (orange arrows). B,
D: cytoplasmic vacuolization (brown arrows); cytoplasmic granularity (red arrows). Staining with hematoxylin and eosin; x1000.

Zona fasciculata of the adrenal cortex of rats from this
group is characterized by columns of intensively
eosinophilic cells. Their cytoplasm is characterized by
pronounced granularity; cell boundaries somewhat lose
clarity and become blurred. Stratification in white lumens
with uneven edges on an eosinophilic background is
observed in the cytoplasm, which is not the usual
appearance of fat inclusions for further hormone synthesis.
The number of perinuclear swellings increases; the nuclei
themselves are intensively stained and have clear borders

and a regular shape with smooth borders without signs of
wrinkling. Quite large extracellular vacuoles are sometimes
observed between the cells (Fig. 2A).

Sinusoidal capillaries in the zona fasciculata, similar to
the zona glomerulosa, are filled with numerous aggregated
erythrocytes, which leads to the expansion of their lumen.
Single erythrocytes are challenging to distinguish, and the
color of aggregated groups is uneven. Vacuoles are also
sometimes observed between groups of red blood cells
(Fig. 2B). The nuclei of interstitial fibroblasts remain
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Fig. 2. Zona fasciculata of the adrenal glands of rats from the experimental group with the introduction of Vipera berus berus venom.
A: extracellular vacuoles (yellow arrows). B: cytoplasmic granularity (red arrows); lumens in the cytoplasm (black arrows); perinuclear
edema (white arrows); accumulation of erythrocytes in the sinusoids (green arrows); vacuole in the vessel lumen (orange arrow).

Staining with hematoxylin and eosin; x1000.
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Fig. 3. Zona reticularis of the cortex (A) and the m
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edulla (A, B) of the adrenal glands of rats from the experimental Qroup injected with

Vipera berus berus venom. A: elongated hyperchromic nuclei (black arrows); fat vacuole (white arrow). B: basophilic granularity
(yellow arrow); euchromatic nuclei (blue arrows). A, B: vessels with aggregated erythrocytes (green arrows). Staining with hematoxylin

and eosin; x1000.

flattened and dark.

Compared to other areas of the cortex of animals from
this experimental group, the zona reticularis has undergone
the most minor changes. Smaller sizes characterize the
cells than in other zones, dark nuclei, which sometimes
have an elongated shape, and eosinophilic cytoplasm with
minor inclusions of fatty vacuoles (Fig. 3A, 3B).

The stroma of this zone is characterized by the presence

of fibroblasts with dark, flattened nuclei, which is a typical
characteristic of both other zones of the cortex of animals
from this group and the control group. Dilated vessels direct
to the large venous sinuses of the medulla.

Similar to the zona reticularis, the medulla of the adrenal
glands does not undergo significant changes under the
influence of Vipera berus berus venom, which is generally
confirmed by the literature - the cortex reacts much more
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reactively to the acute effects of poisons than the medulla.
Large sizes, basophilic granularity and indistinct borders
characterize the cells. The nuclei are very bright due to the
predominance of euchromatin and have regular clear
borders (see Fig. 3B).

The stroma of the medulla is characterized by the
presence of thin interstitial connective tissue layers with
elongated dark nuclei of fibroblasts and large-diameter
vessels that ensure the outflow of blood from this organ,
filled with formal blood elements.

Discussion

Among the known complications associated with
damage of the adrenal glands in snake and viper bites are
hemorrhage and acute adrenal insufficiency. Hemorrhages
were recorded during numerous autopsies. In most cases,
a hematoma of the adrenal glands is characteristic, and in
25 % of cases, bilateral hemorrhage was recorded, and in
6% of cases, had ischemic necrosis. Like the pituitary
gland, the adrenal glands have a good blood supply, and
therefore the etiology of hemorrhagic complications is
equated to the Waterhouse-Friderichsen syndrome. Since
the venom contains both active procoagulant components
and those that cause bleeding, the development of DIC
syndrome, hemorrhages and necrosis of the adrenal
glands are characteristic phenomena [4].

H. J. Finol et al. [10] investigated the effect of Bothrops
venezuelensis venom on morphological changes in the
adrenal glands of experimental animals. Their results
demonstrate that under these conditions, a violation of the
integrity of the endothelial lining and protrusion of epithelial
cells into the lumen of the capillaries were detected in the
vessels of the adrenal cortex. Adrenocorticocytes contained
round and oval tubular formations, which probably
belonged to smooth ER. There are swollen mitochondria
with a small number of crystals. Cell nuclei had vague
contours enriched with heterochromatin; the perinuclear
space was significantly expanded. The presence of the
Golgi complex, swollen rough ER, and autophagosomes
was determined. Lipid droplets with different electron
densities were noticeable. Granules of lipofuscin were
observed near mitochondria. 6 hours after the injection of
the venom; studies showed the presence of fibroblasts
with elongated nuclei in the cells of the adrenal cortex.
These cells were located between the plasmalemma of
adrenocorticocytes and the capillary wall. Swelling of
cisterns of rough ER was detected. Mitochondria are
disorganized, and lipid inclusions are visible in the
cytoplasm. Chimeric formations in the cytoplasm, similar
in structure to the nucleus, surrounded by a shell, were
observed. Lipid inclusions had high electron density. After
24 hours of the experiment, the presence of fenestrae and
individual areas with a violation of integrity were noted in
the endothelial lining of the adrenal vessels. A small
number of lipid droplets characterized the adrenal cortex
cells, the presence of cisterns and tubules of smooth ER,

numerous swollen mitochondria, multivesicular bodies,
and lysosomes. In some nuclei of these cells, the
perinuclear space was expanded. In some places, nuclei
without heterochromatin and those containing electron-
dense bodies, which probably correspond to nucleoli, were
observed, but their characteristic structure was lost. The
authors associate these morphological changes in the
structural organization of the adrenal glands with the
influence of the main components of the venom, namely
proteases, PLA, and numerous non-enzymatic toxins.
According to researchers, the venom of the Crotalus
pifanorum causes a violation of the normal
histoarchitectonics of the adrenal glands of rats. It was
established that 3 hours after its administration to
experimental animals, swelling of mitochondrial cristae,
cisterns of smooth ER, presence of Weibel-Palade bodies,
and electron-dense lipid droplets are found in the cells of
the organ's cortex. At the same time, individual mitochondria
had tubular cristae. After 6 hours of research, capillaries
were found in the cortical substance of the adrenal glands,
inside which a significant number of erythrocytes were
concentrated. An increase in secretory activity was observed
in some endocrinocytes, manifested in an increase in
organelles responsible for production and synthesis.
Mitochondria had increased electron density. Lipid droplets
are present in a significant amount, and smooth ER has
undergone reduction. Nuclei had different electron
densities and heterochromatin content, and karyolemma
had signs of swelling. In some places, cells were identified
where swelling or loss of mitochondrial cristae or those
undergoing autophagy were observed. After 24 hours of
the experiment, a violation of the structural organization of
the capillary walls was detected. The latter had a
detachment of the endothelium from the basement
membrane. The lumen of the capillaries was filled with
erythrocytes. Endotheliocytes lost the electron density of
the cytoplasm; mitochondria did not have cristae. In the
cytoplasm of adrenocorticocytes, there were lipid droplets,
lysosomes and mitochondria with degenerative changes
of the cristae. The nuclear membrane of adrenal cortex
cells is swollen; degenerative processes are also visible
in them. Some cells in the cytoplasm contained smooth
ER and had initial signs of necrosis. It should be noted that
during this study, scientists paid particular attention to
structural changes in mitochondria. Thus, during their
ultrastructural analysis, after 3 hours of the experiment, an
increase in the intermembrane space of mitochondria,
signs of their autophagy, and a violation of the integrity of
the cristae were observed. In some places, there were
areas of absence of the inner mitochondrial membrane.
After 6 hours, organelle membrane damage and matrix
vacuolization were characteristic. At the 24th hour, the
research noted an even more significant expansion of the
intermembrane space, an increase in the electron density
of the mitochondrial matrix, ruptures, destruction of
membranes, disappearance of cristae, and those
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remaining cristae were swollen. The authors believe that
the venom of these vipers has a toxic effect on organelles
through the action of proteases and PLA [11].

Conclusions

1. Under the influence of Vipera berus berus venom in
the zona glomerulosa of the adrenal cortex, moderately
pronounced pathological changes were found, including
vacuolization and granularity of the cytoplasm of
endocrinocytes, loss of precise contours of nuclei, their
hyperchromia, expansion of lumens of sinusoidal
capillaries, accumulation of erythrocytes in them. Under
these conditions, the zona fasciculata is characterized by
significant cell granularity and perinuclear edema. Less

References

[1] Abd El-Aziz, T. M., Shoulkamy, M. I., Hegazy, A. M., Stockand, J.
D., Mahmoud, A., & Mashaly, A. M. A. (2020). Comparative
study of the in vivo toxicity and pathophysiology of
envenomation by three medically important Egyptian snake
venoms. Arch Toxicol, 94(1), 335-344. doi: 10.1007/s00204-
019-02619-y

[2] Alangode, A., Rajan, K., & Nair, B. G. (2020). Snake antivenom:
Challenges and alternate approaches. Biochem. Pharmacol.,
81, 114135. doi: 10.1016/j.bcp.2020.114135

[3] Almeida, J. R., Resende, L. M., Watanabe, R. K., Carregari, V.
C., Huancahuire-Vega, S., da S Caldeira, C. A., ... & Da Silva,
S. L. (2017). Snake venom peptides and low mass proteins:
Molecular tools and therapeutic agents. Curr. Med. Chem.,
4(30), 3254-3282. doi: 10.2174/0929867323666161028155611

[4] Bhattacharya, S., Krishnamurthy, A., Gopalakrishnan, M., Kalra,
S., Kantroo, V., Aggarwal, S., ... & Surana, V. (2020).
Endocrine and metabolic manifestations of snakebite
envenoming. Am. J. Trop. Med. Hyg., 103(4), 1388-1396. doi:
10.4269/ajtmh.20-0161

[5] Bolon, 1., Durso, A. M., Mesa, S. B., Ray, N., Alcoba, G., Chappuis,
F., ... & Ruiz de Castaneda, R. (2020). Identifying the snake:
first scoping review on practices of communities and
healthcare providers confronted with snakebite across the
world. PLoS One, 15(3), e0229989. doi: 10.1371/
journal.pone.0229989

[6] Casewell, N. R., Jackson, T. N. W., Laustsen, A. H., & Sunagar,
K. (2020). Causes and consequences of snake venom
variation. Trends Pharmacol. Sci., 41(8), 570-581. doi: 10.1016/
j-tips.2020.05.006

[7] Damm, M., Hempel, B. F., & Sussmuth, R. D. (2021). Old world
vipers - a review about snake venom proteomics of viperinae
and their variations. Toxins (Basel), 13(6), 427. doi: 10.3390/
toxins13060427

[8] Di Nicola, M. R., Pontara, A., Kass, G. E. N., Kramer, N. I., Avella,
I., Pampena, R., ... & Padlino, G. (2021). Vipers of major clinical
relevance in Europe: Taxonomy, venom composition,
toxicology and clinical management of human bites. Toxicology,
453, 152724. doi: 10.1016/j.tox.2021.152724

[9] Dobrelia, N. V., Boitsova, L. V. & Danova, |. V. (2015). NpaBosa
6asa 4ns NpoBeAeHHs1 ETUYHOI eKcrepTU3n AOKMiHIYHUX JoC-
nNigkeHb NiKapcbkux 3acobiB 3 BUKOPUCTaHHAM fabopaTop-
Hux TBapwH [Legal basis for ethical examination of preclinical
studies of drugs using laboratory animals]. ®@apmakonozis
ma niikapcbka mokcukosnoezis - Pharmacology and drug
toxicology, (2), 95-100.

[10] Finol, H. J., Garcia, E., Gonzalez, R., Sanchez, E. E., & Rodriguez-

pronounced structural organization changes were noted
in the zona reticularis of the adrenal cortex. Endocrinocytes
of this zone had small sizes, eosinophilic cytoplasm and
dark nuclei.

2. In the medulla of the adrenal glands, the cells were
large in size. They had indistinct contours, the cytoplasm
was characterized by basophilic granularity, and the nuclei
were light due to the predominance of euchromatin.

3. The venom of Vipera berus berus had a more
pronounced effect on the zona glomerulosa and zona
fasciculata of the adrenal cortex; most of the morphological
signs of pathology in which were caused by a violation of
protein metabolism in the cells of the parenchymal and
stromal elements of this organ.

Acosta, A. (2020). Qualitative and quantitative ultrastructural
analysis of the mitochondria from adrenal gland cortex under
the action of Viperidae family snake venoms. Int. J. Morphol.,
38(5), 1271-1280. doi: 10.4067/S0717-95022020000501271

[11] Finol, H. J., Garcia-Lunardi, E., Gonzalez, R., Giron, M. E.,
Uzcategui, N. L., & Rodriguez-Acosta, A. (2020). Qualitative
and quantitative study of the changes in the ultrastructure of
mammalian adrenal cortex caused by the venezuelan Tigra
Mariposa (Bothrops venezuelensis) snake venom. J. Microsc.
Ultrastruct., 8(3), 104-114. doi: 10.4103/JMAU.JMAU_49_19

[12] George, T. K., Toms, A. G., Fenn, B. N., Kumar, V., Kavitha, R.,
Georgy, J. T.,, ... & Zachariah, A. (2019). Renal outcomes
among snake-envenomed patients with acute kidney injury in
southern India. Natl. Med. J. India, 32(1), 5-8. doi: 10.4103/
0970-258X.272106

[13] Horalskyi, L. P., Khomych, V. T., & Kononskyi, O. I. (2011).
OcHosu eicmorioezidHoi mexHiku i MopgbobyHKUjOHarbHI Me-
modu docnidxeHb y Hopmi ma rpu namosoeaii [Fundamentals
of histological technique and morphofunctional research
methods in normal and pathology]. XXutomnp: lNoniccs -
Zhytomyr: Polissya.

[14] Jayakrishnan, M. P., Geeta, M. G., Krishnakumar, P., Rajesh, T.
V., & George, B. (2017). Snake bite mortality in children: beyond
bite to needle time. Arch. Dis. Child., 102(5), 445-449. doi:
10.1136/archdischild-2016-311142

[15] Kalita, B., Patra, A., Das, A., & Mukherjee, A. K. (2018).
Proteomic analysis and immune-profiling of Eastern India
Russell's Viper (Daboia russelii) venom: correlation between
RVV composition and clinical manifestations post RV bite. J.
Proteome Res., 17(8), 2819-2833. doi: 10.1021/
acs.jproteome.8b00291

[16] Longbottom, J., Shearer, F. M., Devine, M., Alcaba, G., Chappuis,
F., Weiss, D. J., ... & Pigott, D. M. (2018). Vulnerability of
snakebite envenoming: a global mapping of hotspots. Lancet,
392(10148), 673-684. doi: 10.1016/S0140-6736(18)31224-8

[17] Minghui, R., Malecela, M. N., Cooke, E., & Abela-Ridder, B.
(2019). WHO's snakebite envenoming strategy for prevention
and control. Lancet Glob. Health, 7(7), 837-838. doi: 10.1016/
S2214-109X(19)30225-6

[18] Paclino, G., DiNicola, M. R., Pontara, A., Didona, D., Maliterni,
E., Mercuri, S. R., ... & Pampena, R. (2020). Vipera snakebite
in Europe: a systematic review of a neglected disease. J. Eur.
Acad. Dermatol. Venereol., 34(10), 2247-2260. doi: 10.1111/
jdv.16722

[19] Pucca, M. B., Knudsen, C., S. Oliveira, |., Rimbault, C., A. Cerni,
F.,Wen, F. H., ... &Monteiro, W. M. (2020). Current knowledge

50

ISSN 1818-1295 elSSN 2616-6194 Reports of Morphology



Niyazmetov T. S.

on snake dry bites. Toxins (Basel), 12(11), 668. doi: 10.3390/
toxins12110668

[20] Seifert, S. A., Armitage, J. O., & Sanchez, E. E. (2022). Snake
envenomation. N. Engl. J. Med., 386(1), 68-78. doi: 10.1056/
NEJMra2105228

[21] Simoes-Silva, R., Alfonso, J., Gomez, A., Holanda, R. J.,
Sobrinho, J. C., Zaqueo, K. D., ... & Soares, A. M. (2018).
Snake venom, a natural library of new potential therapeutic
molecules: challenges and current perspectives. Curr. Pharm.

neurotoxic snakebite - a not so uncommon complication. J.
Assoc. Physicians India, 68(11), 39-41.

[23] Ullah, A. (2020). Structure-function studies and mechanism of
action of snake venom L-amino acid oxidases. Front
Pharmacol, 11, 110. doi: 10.3389/fphar.2020.00110

[24] Variawa, S., Buitendag, J., Marais, R., Wood, D., & Oosthuizen,
G. (2021). Prospective review of cytotoxic snakebite
envenomation in a paediatric population. Toxicon, 190, 73-78.
doi: 10.1016/j.toxicon.2020.12.009

Biotechnol., 19(4), 308-335. doi: 10.2174/
1389201019666180620111025

[22] Sunil, K. K., Joseph, J. K., Joseph, S., Varghese, A. M., & Jose,
M. P. (2020). Cardiac involvement in vasculotoxic and

[25] Waiddyanatha, S., Silva, A., Siribaddana, S., & Isbister, G. K.
(2019). Long-term effects of snake envenoming. Toxins
(Basel), 1(4), 193. doi: 10.3390/toxins11040193

3MIHM MIKPOCKOMIYHOI OPIAHI3ALIT HAQHUPKOBUX 3ANO3 LUYPIB NPU AIi OTPYTU VIPERA BERUS BERUS

Hiasmemoe T. C.

OmpyeHHs1 8HaciOOK yKycig 3mili € Yyacmoro, ane 3aHedbaHo nMpobriemMolo 0XOpPOoHU 300p08'ss 8 ycboMmy ceimi. LLjopiyHa cmepmHicmsb,
K Haciook 3miiHux ykycie, nepesuujye 138 000. OpzaaHu eHOOKPUHHOI cucmemu OOHUMU 3 Mepwux peazyroms Ha Oit0 MOKCUHI8 3Mill
ma 2adioK. HadHupkosi 3aro3u 3a daHux yMo8 3arydYarombcsi 00 amorio2i4Ho20 nNpoyecy ma Cripusiioms hopMysaHHI0 adanmauitiHo2o
CUHOpOMY, 3a3Haro4u, 0OHaK, CKnadHUX cmpykmypHUx rnepebydos. Memoro OocnidxeHHs € 8UBYEHHST 3MiH MIKPOCKOIMIYHOI opaaHi3auii
HadHupKosux 3a03 wypis npu Oii ompymu Vipera berus berus. EkcriepumeHmarnbHi 00CTIOXKeHHsI nposodunu Ha binux HemiHitHUX
wypax camysix. TeapuH ymMo8HO po3nodinanu Ha 08i epynu - KOHMPOsbHy i docnioHy no 10 ocobuH 8 KoxHil. [ocniOHum wypam
8HYMPIWHLOOYEPEBUHHO 8800uNu HanigrnemarnbsHy 0o3y (LD50) (1,576 me/zt) ompymu Vipera berus berus Ha ¢bizionoeidHoMy pO34UHI.
TeapuHam KOHMPOIILHOI 2pynu 8HYMPIilUHbOOYEPEe8UHHO 8800uU nuwe idionoeidHull po3quH. Busodunu wypie 3 ekcriepumeHmy
yepes 24 200uHU riicnis ennusy ompymu, 3HEXUBIOYU wiissxom Oekanimauil. [Jns mikpockoniyHo20 docnioxeHHs1 3abupanu 3pasku
HadHupkosux 3arno3. ikcauito Mamepiany ma eu2omossieHHs1 napagiHosux 6510Kie MPoeodunu 3a 3az2anbHOMPUUHAMUMU MemoouKamu.
BabaperieHHs 2icmonoeidHux npernapamie HaOHUPKOBUX 3asio3 30ilicHI08anu eeMamoKCcuniHoOM ma eo3uHoMm. [icmornoaiyHi npenapamu
sugyanu 3a donomozoto ceimnogoeo mikpockorna SEO SCAN. lpu ennusi ompymu Vipera berus berus e knyboukosili 30Hi kopu
HalOHUPKOBUX 3a/103 8UsI8/I€HO MOMIPHO 8UPaXKeHi namosiozidHi 3MiHU, ceped AKUX 8aKyoslisauis ma 3epHuUcmicme yumornnasmu
eHOOKpUHOUumig, empama 4Yimkux KoHmypig si0ep, ix einepxpomis, po3wWuUpeHHs1 Npoceimie CUHYCOIOHUX Karifspie, CKynm4yeHHs 8 HUX
epumpouumig. y4Kosili 30Hi 3a daHUX yMO8 rnpumamaHHi 3HayHa 3epHUCmicmpe KimuH ma rnepuHykneapHul Habpsk. Y cimyacmit
30HIi KOpU HaOHUPHUKI8 8iOMi4anu MeHW 8UPaXeHi 3MiHU CmpyKmypHOI opeaHisauii. EHOOKpuHoyumu uiei 30HU Marnu HeeesuKi po3mipu,
€03UHOINbHY yumonnasMmy U memHi sdpa. B Mo3Kosili pedo8uHi HaOHUPKOBUX 3a5103 KIimuHu bynu eeslukux po3mipie, mManu Heyimki
KOHmMypu, yumonna3sma xapakmepu3syseanacb 6a3oqinbHo0 3epHUcmicmio, sidpa 6yrnu ceimnumu eHacliooK nepesaxaHHs eyXpoMamuHy.
Halbinbw supaxeHul ennue ompyma Vipera berus berus yuHuna came Ha kiyb60o4ko8y ma Mny4ykosy 30HU KOPU HaOHUPHUKIG, binblwicmb
3 MOpPghosI02iyHUX O3HaK rnamoroeii 8 skux byna crnpuduHeHa rnopyweHHsM 6irkogoeo 0bMiHy y KnimuHax rnapeHxiMamo3Hux ma
cmpomarsibHUX enemeHmig 0aHo20 opaaHy.

KniouoBi cnoBa: 2adioku, ompyma, HaOHUPKO8I 3a5103u, eHOOKpUHoOuUmu, Wypu.
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Determination of the factors causing the development of aseptic instability of
endoprosthesis components is one of the main tasks of modern traumatology and
orthopedics. It is important from a scientific and medical point of view to carry out
physical and mathematical modeling of the distribution of load forces and their moments
on the femoral component of a hip endoprosthesis. The purpose of the study: to conduct
a physical and mathematical modeling of the distribution of load forces on the femoral
component of a hip endoprosthesis under real conditions of incomplete axially
symmetrical contact of the femoral component of the endoprosthesis and the femur,
when the surface of the lower end of the endoprosthesis is not in contact with the
surface of the bone. In the work, mathematical modeling of the distribution of point load
forces and their moments on the contact surface between the femoral endoprosthesis
stem and the bone marrow canal of the femur in real conditions is carried out. For
qualitative estimates of point distributions of the load force, based on the analysis of
previous results, an estimated empirical formula was obtained for these distributions:
9g(A,AL)=P(A,AL) ] 140A72, in which the pressure P(A,A1) is taken in kilograms per square
centimeter (kg/cm2), and the point force g(A,A1) is in kilograms (kg). It was determined
that the best, from the point of view of minimizing the harmful mechanical impact of the
prosthesis on the femur, is the situation when the length of the prosthesis stem is not
less than half the length of the femur (A>0.5). In this case, the values of the point load
forces do not exceed 0.1 kg, at least for the length of the area of real contact, which is
not less than half the length of the prosthesis stem (A1>0.54). It has been proven that the
use of a prosthesis stem that is less than a third of the length of the femur is not
advisable. Since already at the length of the prosthesis stem, which is 30 % of the
length of the femur (A=0.3), point loads increase rapidly and can reach from 0.55t0 1.5
kg depending on the length of the contact area. Such point loads are undesirable for the
femur in the area of contact with the prosthesis in terms of the integrity of the femur.
Keywords: bone tissue, femoral implant, point distribution of load force, mathematical
model in real conditions.

Introduction

The need to perform total hip arthroplasty is steadily
increasing both in the world and in Ukraine, which is
associated with traumatic cases, an increase in cases of
degenerative-dystrophic diseases of the hip joint, and the
general aging of the population [6, 12, 16, 21].

At the same time, cases of aseptic instability of
endoprosthetic components 5-10 years after surgery account
for 25-60 % of the total number of performed
endoprostheses, which requires re-endoprosthetics with
the use of large material costs and is a major social and

medical problem [7, 17, 18, 19]. Therefore, determining the
factors causing the development of aseptic instability of
endoprosthesis components is one of the main tasks of
modern traumatology and orthopedics.

One of the main causes of micromobility in the
endoprosthesis-bone system, which leads to aseptic
instability of endoprosthesis components, independent of
the surgical technique, is the development of adaptive
porosity of dense bone tissue and, as a result, its functional
underloading or overloading [10, 14]. Today, there are no
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optimal indicators of the load on the implanted femoral
component of the endoprosthesis. This leads in the early
postoperative period during rehabilitation loads to
underloading or overloading of the bone-femoral component
of the endoprosthesis system with impaired
osseointegration of bone tissue.

The adaptive properties of bone tissue, depending on its
external load, are a powerful means for the body to restore
impaired functions of the bone system [3, 5]. However, in
diagnostic studies used today, these properties are taken
into account subjectively. The reason for this provision is the
complexity of the adaptation process and the lack of technical
means of control over the adaptive change in the structure
and mechanical characteristics of living bone. Currently, the
only means of predicting the reaction of bone tissue to
changes in external mechanical load is biomechanical
modeling [8, 20]. The method of mathematical modeling
makes it possible to eliminate the need for the production of
bulky physical models associated with material costs; to
reduce the time of determining the characteristics (especially
when calculating mathematical models using computer
technologies and effective computational methods and
algorithms); study the behavior of the modeling object at
different parameter values, predicting the nature of its
changes from the analysis of the mathematical model;
analyze the possibility of using different elements; obtain
characteristics and indicators that are difficult to obtain
experimentally (correlation, frequency, parametric sensitivity)
[15]. Therefore, it is important from a scientific and medical
point of view to carry out physical-mathematical modeling of
the distribution of load forces and their moments on the
femoral component of the endoprosthesis of the hip joint.

The main attention in the work is focused on the
calculations and analysis of the dependence of the
distribution of elastic load forces on the length of the
endoprosthesis stem in real conditions of incomplete contact
of the femoral component of the endoprosthesis and the
femur and the absence of defects in the proximal part of the
femur. The distribution of forces corresponding to such a
real contact can occur immediately after the operation and
be a quantitative measure of the quality of its execution.
Deviation from such distributions is also a quantitative
measure, but of pathological changes. Therefore, knowledge
of these distributions in real conditions is the task that will
be implemented in this work.

The purpose of the research is to carry out physical and
mathematical modeling of the distribution of load forces on
the femoral component of the endoprosthesis of the hip
joint under real conditions of incomplete axially symmetrical
contact of the femoral component of the endoprosthesis
and the femur, when the surface of the lower end of the
endoprosthesis is not in contact with the surface of the bone.

Materials and methods
The article was carried out with the funds of the state
budget of Ukraine, the research was carried out within the

framework of the State Institution "Institute of Traumatology
and Orthopedics of the National Academy of Medical
Sciences of Ukraine" "Develop new and improve existing
methods of diagnosis and treatment of patients with
coxarthrosis with accompanying spinal pathology" (2019-
2021) Subject code CF.2020.1.NAMSU (applicable), state
registration Ne 0119U001022.

The experimental research plan was approved by the
Bioethics Committee of the State Institution "Institute of
Traumatology and Orthopedics of the National Academy of
Medical Sciences of Ukraine" (Protocol Ne 198 dated
10.05.2020).

Description of the model and preliminary calculations

1. Modification of the model.

The femur is elongated along the z axis and has a
length L =40 cm (Fig. 1). The radius of the cylindrical
medullary canal of the femur is assumed to be equal to
R,=1 cm. Figure 1 shows the idealized situation for the
length of the stem prosthesis A=20 cm length, but here too
this value is used as one of the main variable parameters,
the influence of which on the distribution of forces is studied
[11].

The conical contact surface is modeled by a hyperboloid
of rotation:

Ly | ., R 2
z(r)—R—O r +L—g(LO—L) ’ )
bounded from above by a horizontal plane: z(r)=L..

In a real situation, it is taken into account that the lower
part of the stem prosthesis is not in contact with the inner
surface of the femur. Only the upper part of the prosthesis
stem is in contact Al long. It is obvious that the inequality
always holds A1<A. That is, only that part of the surface (1)
that satisfies the condition is considered L -Al< z(r)<L,.

Figure 2 shows the same situation as Figure 1, but for
the case of real contact. Value A1 chosen equal to 15 cm.
That is, in relation to the value selected in Figure 1 A=20
cm, Figure 2 shows a case N1=0.75 .

2. Determination of the real contact area of the
prosthesis stem and the medullary canal of the femur.

Now the task is to find the area of the surface shown in
Figure 2 and bounded from below and above by horizontal
planes z(r)=L-Al and z(r)=L,, respectively. That is, the
surface (1) we are considering is limited by inequalities:

(L-L1)Ez(r)£L,. 2)

As before [14], we first find an infinitesimally small
element of the surface (1). In accordance with the definition
of G. Korn and T. Korn. [9] its projection on the plane (x,y)
(or (r,9) in cylindrical coordinates) is determined by the
ratio:

ds =1+ (z4)" + (z@)zdxdy =1+ (z8)* + (z@)zrdrdj @)

where z§ ,z{ - partial derivatives of the surface equation
(1), which here must first be used in the form:

2
z(x,y)z:;o\/x2 +y2+%(LO— L)2
0

0
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40—
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X,y (1,¢)

Fig. 1. General view of the contact area of the inner surface of the
femur with the prosthesis stem in the ideal situation of their complete
conical contact.

40—

30—

L]

20—

10—

T -1 ] 5

xy (,9)

Fig. 2. The shape of the contact surface of the stem prosthesis
with the inner surface of the femur in real conditions. Contact area
Al1=15cmat A=20cm. Thatis, A1=0.75A.

For partial derivatives can be found:

_ X o lorcos(j) _ S\
1o ey R (-1 PRI (1-1) Rl
Ly o lorsin(j)

=24(r.J), (5)

7t (xy)=
o) \/xz +y?+R2(1-1)° \/r2+ RZ(1-1)°
where |, © Ly/R, - dimensionless femur length in units of
radius R, and 1°L/L, -the dimensionless length of the
stem prosthesis relative to the length of the femur. As you
can see here | =40, and A varies within 0<A<1. In accordance
with definitions (3), (4) and (5) for the differential element
dS of the considered surface in both representations - both
Cartesian and cylindrical - can be found:

dS(X,y)=\/l+ Ioz(x2+y2)

x2+y?+RE(1-1)°

dxdy ©

2.2
Igr

o 1+ 5
r’+R5(1-1)

rdrdj =ds(r,j)

To find the area S of the surface contact, it is most
convenient to use the cylindrical representation:

_ 12r? _
ds(r,j)= 1+——2 — _rdrd
(19)= b et . ©

In this representation of integration over the angular
variable ¢ from 0 to 21 can be performed immediately,
since nothing depends on it. That is, such an integral will
give simply a factor 2. As for integration by variable r, then
here the integration is performed within the range of values
that now depends on two parameters. From the
dimensionless length of the prosthesis stem A and the
length of the contact area 11° L1/L, and are determined by
condition (2). To find the limits of integration, we will
substitute (1) in (2) and solve the obtained relation r for
both parts of inequality (2). As a result, we will have a value
R, and R, , respectively, for the upper and lower limits of
integration:

Ry =Roy1-(1-1)%5 Ry =Ry J(1-10)°-(1-1)°,  (7)

and the integral itself for determining the required area
is reduced to the form:

1-(1-1)? B} N

s(n11)= pRgO(L(.l)z)_(l_n)z\/“ gljx/(x+ (1- |)2)a ax @

In the last entry, it is emphasized that the dependence
of the area S is investigated not only on the dimensionless
length of the prosthesis stem: 1°L/L, and from the
dimensionless length of the contact region: 11° L1/L, Figure
3 shows the dependence S(A,A1), calculated according to
formula (8). The highest curve (A1=A) in Figure 3
corresponds to the ideal situation of full surface contact
[11]. From the graphs in Figure 3, it can be seen that when
the area of real contact is not less than 75 % of the length
of the prosthesis stem (A1-0.75A), then the value of the
area differs little from the ideal situation. The contact area
decreases significantly when the length of the contact area
decreases Al (in Figure 3 are curves A1=0.5A and
A1=0.25A\).

130
Al=

120 A1=0.751%
A1=054

%0

S(LAD)
o A1=0.251
30
"0 02 04 06 08 1

A
Fig. 3. Accurate dependence of the area S(A,A1l) from the
dimensionless length of the prosthesis stem A for different values
of the dimensionless length of the real contact region A1 surfaces
of the prosthesis stem and bone marrow canal of the femur (cm?).
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Results

Determination of pressure and point distribution of load
forces in the "prosthesis-femur" system under real
conditions and analysis of its influence on mechanical
stability.

Now, knowing the contact area (8), it is necessary to
find the basic characteristics - the pressure on the contact
surface of the stem prosthesis and the femur and point
distributions of load forces.

Pressure is defined as the ratio of the magnitude of the
load force F to the contactarea S(A,A1): P(A,A1)=F /S(AAL),
where the area is defined by the integral (8). As before, the
basic load force is assumed to be equal: F ;=40kg.
Dependence of pressure on dimensionless length A
prosthesis stem for different values of the contact area A1
shown in Figure 4.

Here, the lowest curve 1 corresponds to the ideal case
[11] (A1=A). Curve 2, which corresponds to the contact area,
which is 75 % of the length of the prosthesis stem (A1=0.75A)
is quite closely adjacent to it. As can be seen from the
figure, the area: 0,75A<A1<A (when the length of the contact
surface exceeds 75 % of the total length of the stem of the
prosthesis) is the best, as it provides the least pressure
on the femur from the side of the prosthesis. Further, with
the reduction of the contact area, the pressure increases
quite quickly, which is already undesirable from the point of
view of the integrity of the femur.

For qualitative estimates of point distributions of the
load force, based on the analysis of previous results of T. V.
Nizalov and co-authors [11], an estimated empirical formula
was obtained for these distributions:

_P(111),

g(11)= 140 177

in which the pressure P(A,A1) is taken in kilograms per
square centimeter (kg/cm?), and point force g(A,A1) - in
kilograms (kg). The distribution of this force is shown in
Figure 5.

Figure 5 shows that the best situation, from the point of
view of minimizing the harmful mechanical impact of the
prosthesis on the femur, is when the length of the stem of
the prosthesis is not less than half the length of the femur
(A>0.5). In this case, the values of point load forces do not
exceed 0.1 kg, at least for the length of the area of real
contact, which is not less than half the length of the stem
prosthesis (A1>0.5A). As can be seen from Figure 5 (curve
4), already for the length of the contact area, which is a
quarter of the length of the prosthesis stem (A1=0.25A) the
point force can reach 0.15 kg for the stem length of the
prosthesis, which is half the length of the femur (A=0.5).
From the graphs in Figure 5, it is also clear that the length
of the prosthesis stem, which is less than one third of the
length of the femur, is undesirable. Because already at the
length of the prosthesis stem, which is 30 % of the length
of the femur (A=0.3), point loads grow rapidly and, as can
be seen from the graphs in Figure 5, can reach from 0.55
to 1.5 kg, depending on the length of the contact area. Such

P(L.21)

Fig. 4. Dependence of pressure distributions on the dimensionless
length of the prosthesis stem for different values of the real
contact length (kg/cm?). 1 - (n1=n); 2 - (n1=0.75n); 3 - (n1=0.5n);
4 - (n1=0.25n).

03 0.4 0.3 0.6 0.7 0.8

A
Fig. 5. Dependence of point distributions of load forces on the
dimensionless length of the prosthesis stem for different values
of the real contact length (kg). 1 - (nl=n); 2 - (n1=0.75n); 3 -
(n1=0.5n); 4 - (n1=0.25n).

point loads are undesirable for the femur in the area of
contact with the prosthesis in terms of the integrity of the
femur.

Discussion

Mathematical models of the theory of reliability are
models that take into account mechanical, physical and
other real processes that entail a change in the properties
of the object and its constituent parts. These are mechanics
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models that are widely used in structural calculations. Force
and kinematic interactions of elements and structures are
complex. The behavior of these objects significantly
depends on their interaction with the environment, the nature
and intensity of operational processes [4].

To predict the behavior of structural elements, it is
necessary to take into account the processes of loading,
deformation, wear, accumulation of damage and
destruction under variable loads and other external
influences. It is possible to evaluate system reliability
indicators theoretically and computationally based on
physical models and statistical data on material properties,
loads and impacts [1].

On the basis of previously developed methods of
mathematical modeling of load forces for stem
endoprosthesis of the hip joint under conditions of ideal
contact, similar calculations were carried out under
conditions of real contact for pressure on the femur from
the side of the stem endoprosthesis and point distributions
of load forces. Namely, under conditions when the area of
the top of the femoral component of the endoprosthesis is
not in contact with the femur.

The area of real contact between the stem prosthesis
and the medullary canal of the femur, when the contact
surface is not completely dense in the area of the distal
end of the stem prosthesis, was modeled in the form of a
truncated hyperboloid of rotation, which is the closest
geometric shape of this part of the prosthesis in real
conditions. The truncation plane was considered
perpendicular to the axis of the femoral component of the
endoprosthesis. The main attention was focused on the
analysis of the dependence of the real contact area, the
pressure on the femur from the endoprosthesis, and the
point distributions of load forces on the length of the stem
prosthesis and the contact area. Deviations in the
distribution of pressure and point load forces under
conditions of real contact due to changes in the contact
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DIBUKO-MATEMATUYHE MOAENIOBAHHA PO3MNoAly Cun HABAHTAXXEHHA HA CTEFTHOBOMY KOMMOHEHTI

EHOOMPOTE3A KYJNbLUOBOIrO CYrMOBA 3A PEAJIbHUX YMOB

TopyuHcbkutl B. 1., Hizanoe T. B., llimenboea J1. B., CynpyH A. 4.

BusHa4deHHs1 chakmopig, Wo 3yMOe/omb PO38UMOK acenmuyHoi HecmabinbHOCmi KOMMOHeHmig8 eHAornpome3y € 0OHUM 3 OCHOBHUX
3as0aHb cy4acHoi mpasmamoriozii ma opmonedii. Baxnusum 8 HayKogoMy ma MedOUYHOMY riiaHi € npo8edeHHs (hi3UKO-MameMamu4Ho20
modeneaHHs1 po3nodily Cusl HaBaHMAaXEeHHs ma iX MOMeHmMI8 Ha CImeesHO80MY KOMMOHEHmi eHOornpomesa Ky/buwo8oz2o cyaroba.
Mema docnidxeHHs1 - Mposecmu Yi3uKo-mamemamuyHe MOOest8aHHsI po3rodiny Cull HaBaHMAaXKEeHHsI Ha CMe2HO80MY KOMMTOHEeHMI
eHOornpome3sa Kynbuwogoeo cyarnoba 3a peanbHUX YMO8 HEero8HO20 aKciarnbHO-CUMEMPUYHO20 KOHMaKkmy CmesHo8020 KOMIOHeHmYy
eHAorpome3sa i CmeeaHOBOI KICMKU, KOMU MO8EPXHSI HUXHLO20 KiHUs eHOornpomesy 3Haxo0umbCsi HE 8 KOHMaKmi 3 08epXHEK KIiCIMKU.
Y pobomi nposedeHe mamemamuyHe MOOesI08aHHs1 PO3rodifly MOYKOBUX CUIT HABAHMAXKEHHST ma iX MOMEeHMmI8 Ha NMo8epxHi KoHMakmy
MDK HDKKOK CmeaH08020 eHOonpome3y ma KiCmKOB80-MO3K08020 KaHally Cmea2HO80I KicmKuU 8 peasibHUX ymosax. [nsi SKiCHUX OUIHOK
mouykosux po3nodinie cunu HagaHmMaxKeHHsl, Ha OCHO8I aHari3y rnonepedHix pe3ynbmamig, 055 yux po3nodinie 6ysa0 ompumaHo
OUuiHOYHY emmipuyHy ¢hopmyny: d(A,AL)=P(A,AL) | 140072, y sikili muck P(A,ALl) 6epembcs y kinoepamax Ha caHmumemp kKeadpamHuli
(ke/cm?), @ moykoea cuna g(A,Al) - y kinoepamax (k2). BusHayeHo, w0 Halkpaujow, 3 moYKu 30py MiHiMizauii WKidnueo2o MexaHidHo20
8r/iugy rnpomesy Ha cmeaHosy KicmKy, € cumyauisi, Kornu 0O8XUHa HDKKU npome3y He MeHwa rornosuHu O08XUHU CMe2HOBOI KicmKu
(A>0,5). Y ubomy pa3si 3Ha4yeHHs MOYKO8UX CUJT HasaHMaxeHHs1 He nepesuwytoms 0,1 ke npuHaliMHi Onsi GoexXuHU obnacmi peanbHO20
KOHMaKkmy He MEeHWOo20 3a o/108UHy O08XUHU HixXKu rpome3y (A1>0,5A). JosedeHo, w0 8ukopucmaHHs HKKU rpomesy, MeHWoi 3a
mpemuHy O08XUHU CmeeaHOoB0I Kicmku He douinbHo. OCKiNbKU exe npu 008XUHI HiKKU rnpome3sy, wo cknadae 30 % 8i0 008XUHU
cmeeHosoi kicmku (A=0,3), mo4kosi HagaHMaXeHHs1 CMPIMKO 3pocmaromsb | MoxXymb, docsszamu eid 0,55 do 1,5 ke e 3anexHocmi 8id
doexuHu obnacmi koHmakmy. Taki mo4ykoei HagaHmMaxxeHHs1 HebaxkaHi 011 cmeaHo80l Kicmku 8 obnacmi KOHmakmy 3 npome3oM y
PO3YMIHHI UinicHocmi cmeaHOo80I KicmKu.

KnrouoBi cnoBa: kicmkogsa mkaHuHa, cmeeHosul iMraHm, mo4ykosul po3nodin cunu HasaHmMaXeHHs, MamemMamu4Ha Modesb 8
pearnibHUX yMo8ax.
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The issue of studying the relationships between indicators of the external structure of
the body and spirographic parameters in persons of a certain sex, age, ethno-territorial
zoning remains relevant, especially from the point of view of the need to determine the
reference values of indicators of external breathing. The purpose of the study was to
determine the peculiarities of the relationship between spirographic parameters and
indicators of the external structure of the body in practically healthy young women of the
mesomorphic constitutional type of the Podilia region of Ukraine. We conducted a
complex clinical and laboratory study of young women aged 16 to 20 years, which
corresponds to the youthful period of ontogenesis. 109 practically healthy young women
were selected, in whom no deviations in the state of health were detected according to
the results of radiography, echocardiography, tetrapolar rheovasography and
rheoencephalography, sonographic examination of parenchymal organs of the abdominal
cavity and thyroid gland, general and biochemical blood analysis. For this group of
subjects, we performed a spirographic examination using the Medgraphics Pulmonary
Function System 1070 series according to the methodology of the American Pulmonology
Association and the European Respiratory Society (2019). The anthropometric study
was carried out according to the method of V. V. Bunak (1941), the somatotypological
study - according to the calculated modification of the Heath-Carter method (1990).
The assessment of the component composition of body weight was carried out according
to Matiegka method (1921). After somatotyping, it was found that 32 young women had
a mesomorphic type of constitution, for which Spearman's correlation analysis was
conducted in the licensed software package "Statistica5.5". It was established that the
majority of spirographic indicators in practically healthy young women of the mesomorphic
somatotype had isolated statistically significant correlations with anthropo-
somatotypological parameters, with the exception of parameters that reflect lung
capacities. Vital capacity at rest, had the largest number and strength of correlations,
was significantly associated with the value of 24 anthropo-somatotypological indicators.
Total, longitudinal and girth body dimensions, the ectomorphic component of the
somatotype, muscle, bone and fat mass of the body were most often correlated with the
capacity indicators of external respiration. All speed spirographic indicators and
maximum peak expiratory flow were correlated with the skinfold thickness. The study of
correlations is the basis of further mathematical modeling to determine the appropriate
spirographic indicators in an individual representative of the female sex of the juvenile
age of the mesomorphic somatotype.

Keywords: spirometry, anthropometry, mesomorphic somatotype, correlation, young
women, youth.

Introduction

The modern human body is characterized by a large
spectrum of phenotypic variability of anatomical and
physiological features. The use of correlation analysis, as

one of the main methods of assessing the harmony of
physical development, allows you to comprehensively
consider the interrelationships of parameters that reflect
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the functions and structure of our body. Over the past
decades, convincing experience has been accumulated in
identifying relationships between individual
morphofunctional indicators and somatometric parameters
that characterize the external structure of the body [10, 19,
21, 22]. The issue of studying the relationship between
indicators of the external structure of the body and
spirographic parameters in persons of a certain sex, age,
ethno-territorial zoning remains relevant, especially from
the point of view of the need to determine the reference
values of indicators of external respiration [5, 8, 15] and an
individual approach to their determination [1, 14]. Which, in
turn, is due to the significant progression and prevalence
of respiratory diseases among the population of different
countries [7, 17, 18, 25]. In particular, in Ukraine, it is the
most widespread pathology, which creates a global
problem for the health care of the country due to a large
percentage of the impression of the working population,
comorbidity of the pathologies of the lungs themselves
and the negative impact on concomitant diseases [4, 13].

Currently, in scientific research, there is information
about the connection of certain indicators of the external
structure of the body (most often - height while standing
and sitting, body weight) with spirometric indicators [9]. An
inverse relationship between the characteristics of fat
deposition (the amount of fat and fat-free mass, the total
amount of water in the human body, the anterior-posterior
size of the abdomen) and the indicators of pulmonary
ventilation was found [5, 8, 15, 24]. Unfortunately, there is
little data on correlations of rapid spirographic indicators,
lung volumes and capacities with total and different groups
of partial body sizes in practically healthy individuals of a
certain sex, age, and region of Ukraine. Therefore, the
solution of this scientific question is relevant and has
undeniable practical significance.

The purpose of the study was to determine the
peculiarities of the relationship between spirographic
parameters and indicators of the external structure of the
body in practically healthy young women of the
mesomorphic constitutional type in the Podilia region of
Ukraine.

Materials and methods

On the basis of the research center of the National Pirogov
Memorial Medical University, Vinnytsia, we conducted a
comprehensive clinical and laboratory study of women aged
16 to 20 years, which corresponds to the youthful period of
ontogenesis. 109 practically young women (YW) were
selected, in which no deviations in health were detected
according to the results of radiography, echocardiography,
tetrapolar rheovasography and rheoencephalography,
sonographic examination of parenchymal organs of the
abdominal cavity and thyroid gland, general and biochemical
blood analysis. All subjects (according to the results of the
guestionnaire) were residents of the Podilia region of
Ukraine. We performed a spirographic examination of this

group of subjects using the Medgraphics Pulmonary
Function System 1070 series according to the American
Pulmonology Association and the European Respiratory
Society method [6]. Lung volumes and capacities and speed
spirographic indicators were evaluated [11].

The anthropometric study was carried out according to
the method of V. V. Bunak [2], during which 49 parameters
of the external structure of the body were determined. The
somatotypological study was carried out according to the
calculated modification of the Heath-Carter method [3]. The
assessment of the component composition of body weight
was carried out according to the Matiegka method [12].
After somatotyping, it was found that 32 YW had a
mesomorphic type of constitution, and Spearman's
correlation analysis was performed for them in the licensed
software package "Statistica 5.5".

The research was carried out within the framework of
the university-wide topic "Somato-viscerometric features
of the human body in different periods of ontogenesis” (state
registration Ne 0121U113772) and was approved at a
meeting of the bioethics commission (Protocol Ne 4 dated
May 18, 2023).

Results

Analyzing the interrelationships of spirographic
parameters reflecting lung capacities in practically healthy
YW mesomorphic somatotype with total and partial body
dimensions, it is necessary to note a large number of
revealed reliable correlations and unreliable connections
of medium strength. Thus, the forced vital capacity of the
lungs had significant only direct connections with
constitutional characteristics, in particular with all total and
almost all longitudinal dimensions of the body, girths of
the stressed shoulder, waist, hips and feet, acromial
diameter and external conjugate, skinfold thickness on the
forearm (Table 1). The value of the forced capacity of the
lungs on inspiration also had direct correlations of medium
strength with all total and longitudinal dimensions of the
body, the width of the distal epiphysis of the shoulder, the
girth dimensions of the segments of the upper and lower
limbs, chest, waist and hips, the external conjugate, the
size of the muscle and bone mass of the body. Vital capacity,
determined at rest, had the largest number and strength of
reliable connections with indicators of the external structure
of the body (see Table 1). A direct strong relationship was
found with the height of the pubic point and this spirometric
indicator. In addition, vital capacity was correlated with all
total and longitudinal dimensions of the body, the width of
the distal epiphysis of the shoulder, girth dimensions of
the stressed arm, hip, lower leg in the upper third, neck,
waist, hand, foot, chest, acromial diameter, ectomorphic
component of the somatotype, and all components body
weight composition. Inspiratory capacity in practically
healthy YW mesomorphic somatotypes had correlations
of medium strength with all total body dimensions and
height of all anthropometric points, the width of the distal
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Table 1. Values of correlation coefficients (r) of anthropometric

Continuation of table 1.

dimensions with volumes spirographic indicators in mesomorph YW. . ] Lung capacity Lung volumes
; Anthropometric indicators
Lung capacity Lung volumes
Anthropometric indicators c FVC [ FNC | SVC Ic FEV1| ERV
FVC | FNC | SV IC | FEV1| ERV : ,
. skinfold thickness onthe | o, [ 15| 021 | 0.20 | -014 | 011
body weight 045 ] 048 | 059 [ 0.48 | 032 | 0.37 stomach
body length 047 [ 050 | 052 | 0.39 | 0.33 | 0.30 skinfold thickness onthe | o oo| 5 0s| 026 | 0.19 | -0.10 | 0.18
cide | . ) ) ) )
body surface area 047 |1 051 | 058 [ 0.44 | 033 | 0.35 Kinfold thick "
skinfold thickness on the
. : 0.05 | 006 | 0.25 | 0.27 | -0.05 | 0.13
zi'i?:t of suprastemal 042 | 051 | 057 049 | 028 | 0.32 thigh
skinfold thickness on the
pubic point height 045 | 059 | 062 | 0.44 | 027 | 0.42 crus 0.04 1002 | 0.08 | 0.16 | -0.03 | -0.04
acromial point height 039 | 053 | 055 [ 044 023 | 0.31 endomorphic component | 0.01 | -0.05 | 0.15 | 0.13 | -0.05 | 0.03
finger point height 029 | 0.41] 0.44 [ 0.30 | 0.06 | 0.32 mesomorphic component | -0.20 | -0.18 | -0.24 [ -0.20 | -0.16 | -0.21
height trochanter point 033 | 043 | 0.54 | 0.40 | 0.18 | 0.36 ectomorphic component | 0.14 | 0.11 | 0.34 | 0.31 | 0.11 | 0.31
;he; \/;/1|dtii1sof the shoulder 022 | 0381 032 | 00s| 013 | 0.34 muscle mass of the body | 0.26 | 045 | 0.46 [ 0.37 | 0.15 | 0.25
PIPTYS body bone mass 0.14 | 0.30 | 0.37 [ 0.25 | 0.03 | 0.32
width of the epiphysis of
the forearm 0131018 [ 0.24 | 0.19 | 0.06 | 0.17 body fat mass 023 | 023|040 |035]| 011 | 017
width of femoral Notes: here and in the following, reliable correlations of average
epiphysis -0.27 ( -0.01| -0.16 (-0.04 | -0.24 | -0.10 strength are highlighted in blue, unreliable correlations of average
- strength in pink, reliable strong correlations in green; FVC - forced
the V;’:“F“ of crus 007 | 0251 016 | 030 | 015 | 001 vital capacity; FIVC - forced inspiratory vital capacity; SVC - slow
epipnysis vital capacity (at rest); IC - inspiratory capacity; FEV1 - forced
the girth of the tense 030 | 024 | 030 | 027 | 025 | 0.06 expiratory volume in the first second; ERV - expiratory reserve
shoulder volume.
the girth of the relaxed . . - .
shoulder 0.29 [ 0.16 | 0.27 | 0.36 | 0.25 | -0.06 epiphysis of the tibia, the girth of the relaxed shoulder and
— the upper third of the tibia, the chest, the sagittal midthoracic
forearm girth in the upper | ¢ > | 34 | 0.19 | 0.19 | 0.06 | 0.05 ; :
part : : : : : : diameter, the ectomorphic component of the somatotype
forearm girthinthe lower | o | 0211 001 | 020 | 008 | 024 and m_uscula.r gnd_ body fat mass.
part : ' : : : : Spirometric indicators, which reflected lung volumes, had
thigh girth 009 | 040 | 036 | 0.25 | -0.03 | 0.22 a small number of reliable correlations with anthropo-
- somatotypological indicators in YW mesomorphs. Thus,
crus girth in the upper 032 | 047 | 038 0.33 . . . .
part 019 | 0. : 38  -0.02 | 0. forced expiratory volume in the first second did not have any
orts girth in the lower part | -0.02 | 017 | 0.05 | -001| -0.03 | 011 S|gn|f|9ar}t_ correlation, but with all _total body dlm_en5|ons,
— 523 1027 1039 lo2a 017 Toms non-significant average strength direct relationships were
neck girt : : ; : : : established. Expiratory residual volume had only 4 significant
waist girth 030 ] 055 | 044 1028 | 0.18 | 0.20 correlations with constitutional characteristics, but it should
girth of the thighs 0.38 | 044 | 0.19 [ 0.13 | 0.29 | 0.08 be noted that direct mean ligament strength was recorded
hand girth 014 | -010] 032 | 023 | 007 | 032 with all total and longitudinal body dimensions, width of the
distal epiphysis of the shoulder, girths in the upper third of
foot circumference 031 | 046 | 0.32 [ 0.09 | 0.18 | 0.28 pipny J 9 . PP .
— the leg, hand and chest on inhalation, the ectomorphic
chest girth (inhale) 012 | 041 ] 051037 006 | 082 component of the somatotype and the bone mass of the
chest girth (exhalation) 0.07 | 038 | 0.45 | 0.35 | 0.04 | 0.26 body (see Table 1)_
chest girth (pause) 0.09 | 037 | 050 | 0.45 | 005 | 0.28 Speed spirographic indicators in practically healthy YW
sagittal mid-thoracic 012 | 011 | 026 | 037 | 000 | -008 of mgsomorphlc s_omato.type had isolated statistically
diameter ' ' : ' ' e significant correlations with body structure parameters
acromial diameter 033 | 025 | 042 | 029 | 028 | 028 (Table 2). The _explratory_volume rate, respectively, at 25 %
: - - of the forced vital capacity of the lungs (FVC) had only an
interspinous distance -0.01] 0.15 | -0.03 | 0.10 | 0.03 | -0.10 . . . . .
—— unreliable direct mean correlation with the skinfold
intercristal distance 0.05 | 0.26 | 0.07 | 0.14 | -0.02 | -0.11 thickness under the scapula. Volumetric velocity of
intertrochanteric distance | 0.02 | 0.16 | 0.05 | 0.10 | 0.06 | -0.01 exhalation at 50 % of FVC, respective|y, had inverse, non-
external conjugate 037 ] 032 | 001 |-0.11| 025 | 0.05 reliable average strength relationships with hip girth,
skinfold thickness onthe | o . | o 1c 1 013 | 001 | 028 | 008 transverse lower thoracic diameter, and skinfold thickness
forearm ' ‘ ‘ ‘ ‘ ‘ on the abdomen. Expiratory volume, respectively, at 75 %
; ; of FVC also had only inverse correlations, reliable - with
skinfold thickness under | 4 57 | 002 | 002 | 0.17 | 021 |-029 ) i y . .
the scapula skinfold thickness on the side and abdomen, unreliable -
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Table 2. Values of correlation coefficients (r) of anthropometric dimensions with speed spirographic indicators in mesomorph YW.

Anthropometric indicators

Speed spirographic indicators

FEF 25 % FEF 50 % FEF 75 % FEF 25-75 % FEF 75-85 %

body weight -0.07 -0.03 0.06 0.05 0.2

body length 0.02 -0.05 -0.01 0.02 0.1

body surface area 0.01 -0.03 0.01 0.04 0.17
height of suprasternal point -0.11 -0.03 0.07 0.03 0.27
pubic point height -0.01 0.05 0.11 0.11 0.21
acromial point height -0.10 -0.09 0.04 0.01 0.23
finger point height -0.14 -0.18 -0.08 -0.14 0.10
height trochanter point -0.04 -0.07 -0.05 -0.04 0.12
the width of the shoulder epiphysis 0.04 -0.10 -0.08 -0.09 -0.02
width of the epiphysis of the forearm -0.04 -0.10 0.01 -0.06 -0.01
width of femoral epiphysis -0.15 -0.19 -0.12 -0.21 0.02
the width of crus epiphysis 0.02 -0.11 0.08 0.06 0.22
the girth of the tense shoulder 0.03 0.02 0.04 0.08 0.10
the girth of the relaxed shoulder -0.04 0.10 0.08 0.11 0.20
forearm girth in the upper part -0.16 -0.14 -0.02 -0.10 0.12
forearm girth in the lower part 0.10 0.08 0.09 0.08 0.16
thigh girth -0.18 -0.30 -0.30 -0.29 -0.13
crus girth in the upper part -0.18 -0.21 -0.24 -0.25 -0.06
crus girth in the lower part -0.05 0.05 0.27 0.19 0.16
neck girth -0.06 -0.13 -0.04 -0.02 0.07
waist girth -0.12 -0.21 -0.14 -0.14 0.06
girth of the thighs 0.09 0.10 0.20 0.12 0.28
hand girth -0.14 -0.17 -0.03 -0.07 0.12
foot circumference 0.12 -0.02 -0.08 0.01 -0.07
chest girth (inhale) -0.04 -0.27 -0.31 -0.19 -0.15
chest girth (exhalation) -0.06 -0.28 -0.27 -0.19 -0.11
chest girth (pause) -0.03 -0.24 -0.25 -0.15 -0.10
transverse mid-thoracic diameter -0.19 -0.17 -0.03 -0.13 0.03
transverse lower-thoracic diameter -0.14 -0.31 -0.29 -0.32 -0.14
sagittal mid-thoracic diameter -0.14 -0.10 -0.03 -0.02 0.16
acromial diameter -0.02 0.06 0.13 0.14 0.18
interspinous distance 0.19 0.07 0.15 0.10 0.15
intercristal distance 0.18 -0.05 -0.10 -0.07 -0.07
intertrochanteric distance -0.01 -0.05 0.15 0.03 0.18
external conjugate 0.24 0.20 0.18 0.21 0.12
skinfold thickness on the back surface of the shoulder 0.14 -0.01 -0.01 0.03 -0.05
skinfold thickness on the front surface of the shoulder 0.15 0.07 0.18 0.15 0.19
skinfold thickness on the forearm 0.27 0.14 0.22 0.24 0.15
skinfold thickness under the scapula 0.33 0.19 0.15 0.20 0.03
skinfold thickness on the stomach -0.09 -0.33 -0.40 -0.33 -0.37
skinfold thickness on the side -0.03 -0.27 -0.35 -0.25 -0.29
skinfold thickness on the thigh 0.12 0.01 -0.24 -0.12 -0.22
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Continuation of table 2.

Speed spirographic indicators
Anthropometric indicators
FEF 25 % FEF 50 % FEF 75 % FEF 25-75 % FEF 75-85 %
skinfold thickness on the crus 0.18 0.06 -0.15 -0.06 -0.20
endomorphic component 0.09 -0.19 -0.25 -0.17 -0.26
mesomorphic component 0.23 -0.12 -0.29 -0.19 -0.35
ectomorphic component -0.11 0.09 0.18 0.10 0.31
muscle mass of the body -0.24 -0.18 -0.01 -0.08 0.22
body bone mass -0.14 -0.21 -0.10 -0.16 0.05
body fat mass 0.08 -0.11 -0.14 -0.08 -0.09

Notes: FEF 25% - forced expiratory flow in 25 % of FVC; FEF 50 % - forced expiratory flow respectively in 50 % of FVC; FEF 75% -
forced expiratory flow respectively in 75 % of FVC; FEF 25-75% - forced mid-expiratory flow; FEF 75-85% - forced expiratory flow
respectively from 75 % to 85 % exhalation from FVC.

Table 3. Values of correlation coefficients (r) of anthropometric dimensions with spirographic indicators in mesomorph YW.
Anthropometric indicators Seirographic indicators
MVV FEF max FIF 50 % FEV1 FVC FEF50 FIF
body weight -0.17 0.01 0.11 -0.14 -0.15
body length -0.09 0.04 0.29 -0.24 -0.27
body surface area -0.11 0.05 0.24 -0.23 -0.22
height of suprasternal point -0.22 -0.03 0.12 -0.11 -0.15
pubic point height -0.18 0.03 -0.08 -0.19 -0.03
acromial point height -0.23 0.01 -0.03 -0.15 -0.10
finger point height -0.30 -0.18 -0.04 -0.25 -0.24
height trochanter point -0.07 0.08 0.02 -0.12 -0.12
the width of the shoulder epiphysis -0.07 0.12 0.15 -0.19 -0.17
width of the epiphysis of the forearm 0.01 -0.04 -0.05 -0.16 -0.02
width of femoral epiphysis -0.36 -0.12 0.05 0.08 -0.11
the width of crus epiphysis 0.09 0.12 -0.38 0.20 0.25
the girth of the tense shoulder 0.17 0.14 0.40 -0.14 -0.17
the girth of the relaxed shoulder 0.12 -0.01 0.27 0.04 -0.08
forearm girth in the upper part 0.06 -0.16 0.26 0.05 -0.18
forearm girth in the lower part 0.26 0.03 -0.14 0.20 0.25
thigh girth -0.13 -0.17 0.18 -0.37 -0.11
crus girth in the upper part -0.23 -0.13 -0.03 -0.33 -0.05
crus girth in the lower part 0.15 -0.11 -0.23 0.07 -0.03
neck girth 0.15 0.08 0.23 -0.21 -0.18
waist girth -0.14 -0.02 0.17 -0.22 -0.20
girth of the thighs -0.06 -0.01 0.29 -0.02 -0.31
hand girth 0.12 -0.20 0.13 -0.20 -0.16
foot circumference -0.05 0.29 0.13 -0.32 -0.18
chest girth (inhale) 0.10 0.08 0.05 -0.26 -0.01
chest girth (exhalation) 0.07 0.06 0.06 -0.19 -0.03
chest girth (pause) 0.04 0.06 0.05 -0.18 -0.03
transverse mid-thoracic diameter -0.09 -0.16 0.06 -0.25 -0.22
transverse lower-thoracic diameter -0.12 -0.14 -0.19 -0.29 0.10
sagittal mid-thoracic diameter 0.11 -0.06 -0.15 0.05 0.14
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Continuation of table 3.

Spirographic indicators
Anthropometric indicators
MVV FEF max FIF 50 % FEV1 FVC FEF50 FIF
acromial diameter 0.30 0.06 0.25 -0.08 -0.03
interspinous distance 0.07 0.21 0.21 0.21 -0.11
intercristal distance -0.03 0.22 -0.16 -0.13 0.09
intertrochanteric distance -0.07 -0.14 0.09 0.15 -0.11
external conjugate -0.18 0.28 0.35 -0.02 -0.40
skinfold thickness on the back surface of the shoulder 0.17 0.20 -0.03 -0.17 -0.12
skinfold thickness on the front surface of the shoulder 0.19 0.13 0.23 -0.03 -0.20
skinfold thickness on the forearm 0.17 0.31 0.30 -0.07 -0.19
skinfold thickness under the scapula 0.09 0.44 -0.01 -0.10 0.18
skinfold thickness on the stomach -0.03 0.09 0.05 -0.38 -0.06
skinfold thickness on the side 0.10 0.14 0.10 -0.28 0.03
skinfold thickness on the thigh 0.03 0.21 0.14 -0.21 0.10
skinfold thickness on the crus 0.09 0.20 0.08 -0.22 0.05
endomorphic component 0.07 0.34 -0.04 -0.28 0.19
mesomorphic component 0.22 0.32 0.25 -0.20 -0.08
ectomorphic component -0.11 -0.04 -0.33 0.12 0.28
muscle mass of the body -0.18 -0.21 0.09 -0.14 -0.17
body bone mass -0.26 -0.06 -0.02 -0.13 -0.15
body fat mass 0.01 0.18 0.16 -0.28 -0.06

Notes: MVV - maximum voluntary ventilation; FEF max - maximum forced expiratory flow; FIF 50% - forced inspiratory flow at 50 % of
FVC; FEV1/FVC - Tiffeneau-Pinelli index; FEF50/FIF - the ratio of the forced air flow in the middle of exhalation to the middle of inhalation.

with thigh girth. The average expiratory flow, which
characterizes the expiratory volumetric rate, respectively, in
25-75 % of FVC, had only two unreliable inverse average
relationships: with skinfold thickness on the abdomen and
transverse lower thoracic diameter. The value of expiratory
volume velocity, respectively, from 75 % to 85 % of
exhalation from FVC in YW of the mesomorphic somatotype
had reliable inverse correlations of average strength with
skinfold thickness on the abdomen and the mesomorphic
component of the somatotype, while a direct and unreliable
relationship of average strength was found with the
ectomorphic component.

We established that the maximum voluntary ventilation
of the lungs in YW mesomorphic somatotype had only one
reliable inversely proportional correlation with the width of
the distal epiphysis of the thigh, and an unreliable feedback
of medium strength was with the height of the finger
anthropometric point, a direct one with the acromial
diameter (Table 3). The maximum peak exhalation flow
had direct connections of medium strength with indicators
of subcutaneous fat deposition on the forearm and under
the shoulder blade, as well as with the value of the
endomorphic and mesomorphic components of the
somatotype. An inverse reliable relationship was recorded
between the volumetric inspiratory rate, which is 50 % of
FVC, and the width of the distal epiphysis of the lower leg,

and direct relationships with the girth of the stressed
shoulder and skinfold thickness on the forearm. The
Tiffeneau-Pinelli index was inversely proportional to the
average strength of correlation with the size of girths (thighs,
lower third of the legs, feet) and skinfold thickness on the
abdomen. The indicator of the ratio of the forced air flow in
the middle of exhalation to the middle of inhalation in YW of
the mesomorphic somatotype had only one inverse, reliable
correlation - with the value of the external conjugate (see
Table 3).

Discussion

Scientific studies convincingly show that individuals of
different sexes have different strength and direction of
correlations between visceral and anthropo-
somatotypological indicators of the body [16]. In addition,
the number of modern epidemiological studies on sex
differences in the prevalence and course of respiratory
diseases is increasing [25], in particular, mortality in chronic
obstructive pulmonary disease is now higher in women
than in men [17]. Women have a greater tendency to develop
chronic bronchitis [23]. Therefore, the study of the features
of spirometric indicators, their interrelationships with the
features of the body structure in women of a certain age
and a separate constitutional type will be a reasonable
basis for determining their proper values.

Vol. 29, Ne3, Page 58-66

63



Peculiarities of correlations between spirometric and anthropometric indicators in practically healthy young ...

Based on the results of the analysis of the peculiarities
of the relationships between spirographic indicators and
parameters of the external structure of the body in practically
healthy teenage girls of the mesomorphic constitutional type
of the Podilia region of Ukraine, it was found that the largest
number and strength of significant correlations had
spirographic parameters reflecting lung capacities. In
particular, vital capacity at rest had the largest number and
strength of correlations, was significantly associated with
the value of 24 anthropo-somatotypological indicators (48.98
% of all other body dimensions that were determined in this
study), all correlations were direct, of medium strength, except
for a strong correlation with the height of the pubic point. The
forced vital capacity of the lungs was significantly associated
with the value of 14 (28.57 %) indicators of the external
structure of the body; it is the only capacitive spirographic
parameter that did not correlate with any component of
somatotype or body weight. Forced inspiratory lung capacity
was correlated with 44.89 % of the anthropo-
somatotypological body dimensions determined in this study,
in particular with all total and longitudinal dimensions, as
well as with the vast majority of body girth dimensions,
muscle and bone mass of the body. The inspiratory capacity
was significantly related to the value of 18 (36.73 %) indicators
of the external structure of the body.

It is noteworthy that all lung capacities had correlations
of moderate strength (closer to strong) with all total (length,
mass, and body surface area) and longitudinal body
dimensions (height of anthropometric points). Most of the
spirographic indicators of this group had relationships with
individual girth measurements, in particular hips, legs, waist,
hips, feet, chest, ectomorphic component of the somatotype,
muscle, bone and fat mass of the body. Thus, in YW with a
mesomorphic somatotype, an increase in the longitudinal
dimensions and weight of the body and its individual
components will lead to an increase in indicators of the vital
capacity of the lungs and inspiratory capacity at rest and
under stress. Our results do not contradict the data of the
study by M. Jibril and co-authors [9], where it is stated that
spirographic parameters that reflect lung function are
interrelated with body length and weight, the component
composition of body weight.

Lung volumes determined by spirography in YW of
mesomorphic somatotype had non-numerical significant
correlations (all correlations are direct, of medium strength,
closer to weak) with indicators of external body structure. In
particular, the volume of forced exhalation in the first second
had only unreliable average correlations with total body
dimensions, and the residual volume of exhalation was
correlated with the value of 14 (28.57 %) indicators of external
body structure, of which only 4 were reliable.

Rapid spirographic indicators in practically healthy
adolescent YW of mesomorphic somatotype had isolated
statistically significant correlations with anthropo-
somatotypological parameters. The vast majority of
significant correlations were inverse. Unlike the previous

group of spirometric parameters, all speed indicators were
correlated with skinfold thickness. Skinfold thickness on the
abdomen was interrelated with the value of almost all
indicators of this group, with the exception of volumetric
expiratory velocity, respectively, at 25 % of FVC. Scientists
discovered a relationship between spirometric indicators
and body fat mass, anterior-posterior abdominal size, and
the amount of water in the human body [5, 15, 24]. According
to the results of our research, it can be predicted that an
increase in subcutaneous fat deposition, in particular,
skinfold thickness on the abdomen in mesomorph YW will
lead to a decrease in high-speed spirometric indicators.

It should be noted that the maximum peak exhalation
flow in YW mesomorphs is directly related to the value of
skinfold thickness under the shoulder blade and on the
forearm, as well as to the value of the endomorphic and
mesomorphic components of the somatotype. In a study by
X. Tang and co-authors [23] among adults who do not smoke,
it was found that obesity does not affect most spirometric
indicators, except for the maximum peak expiratory flow,
which was also confirmed by the results of our study.

Thus, the correlations established by us between
indicators of external respiration and somatometric
parameters confirm the previously known facts of the
relationship between visceral indicators and constitutional
features, which is important for establishing reference values
of individual structural components of human body systems
[9, 10, 19, 20].

Thus, an integral part of the scientific and practical
monitoring of the state of health should be the assessment
of respiratory function, the peculiarities of the relationship
between spirographic and anthropometric indicators, which
will make it possible to conduct statistical modeling in the
future in order to establish the proper parameters of external
breathing in persons of a certain sex and somatotype.

Conclusion

1. Established relationships between anthropo-
somatotypological parameters and spirographic indicators
in practically healthy YW mesomorphic constitutional type
Podilia of the region of Ukraine.

2. Among the spirographic indicators, lung capacity had
the greatest strength (r = 0.30 - 0.62) and the number (from
28.57 % to 48.98 % of all possible) of significant correlations
with constitutional characteristics. Vital capacity at rest had
the largest number and strength of correlations. Total,
longitudinal and girth body dimensions, the ectomorphic
component of the somatotype, muscle, bone and fat mass
of the body were most often correlated with the capacity
indicators of external respiration.

3. Other spirographic indicators in practically healthy
YW mesomorphic somatotype had isolated statistically
significant correlations with anthropo-somatotypological
parameters. All speed spirographic indicators and
maximum peak expiratory flow were correlated with skinfold
thickness.
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OCOBJIUBOCTI BBAEMO3B'A3KIB MIXX CMIPOMETPUYHUMU TA AHTPOMOMETPUYHUMU NMOKA3HMKAMU Y MPAKTUYHO
300POBUX AIBYAT ME3OMOP®HOINO COMATOTUNY

Kupu4enko KO. B., Capagpuriok J1. A., Xaniybka O. I1., Qycb C. B., Slkyweesa 1O. I.

AKmyanbHUM 3anuwaembCs MUMaHHsl 8UBYEHHSI 83aEMO38'A3Ki8 MK MOKa3HUKaMu 308HiWHbOI 6ydosu mina ma cnipoepagiyHuMu
napamempamu 8 0cib neeHoi cmami, 8iKy, emHo-mepumopiaribHO20 palioHy8aHHs1, 0cobnuso 3 no3uuii He0bxidHOCMIi 8U3Ha4YEeHHSI
pegepeHmHuUX 3Ha4eHb MOKa3HUKI8 308HIiWHb020 OuxaHHs. Memoto docnidxeHHs1 bynno eusHadyeHHs1 ocobrueocmeli 83aEM038'sI3Kie
MiX cripozpagpidHUMU napamempamMu ma rnoKasHuUKamu 308HiWHbOI 6ydoeu mina y npakmuyHO 30oposgux digyam HOHaUbK020 BiKy
Me30MOpghHO20 KoHCMuUmMyUuioHanbHo20 mury 1odinbcbko20 pezioHy YkpaiHu. [lposenu KoMneKcHe KiiHiko-nabopamopHe 00CHiOXeHHs
ocib xiHoyoi cmami y eiui 8id 16 do 20 pokig, wo sidnosidae oHaubkoMy nepiody oHmozeHe3y. byno eidibpaHo 109 npakmu4Ho
30oposux digdam, y AKUX He 8usierieHi g8iOXuneHHs1 y cmaHi 300poe8'ss 3a pe3ynbmamamu peHmzaeHozpadii, exokapdioepadir,
mempanonsapHoi peosasozpagii ma peoeHueganozpahii, coHoepagiyHo20 O0CMiOKEeHHSA napeHXiMamo3HUX opeaHie 4epesHol
MOPOXHUHU ma wumonoldibHol 3ano3u, 3azanbHo20 ma bioximiyHo2o aHanizy kposei. [aHil epyni docnidxysaHux mMu nposesu
cnipoepagpivHe obcmexeHHs Ha anapami Medgraphics Pulmonary Function System 1070 series 3a memodukoro AMepuKkaHCbKOI
acouiauii mynbmoHonozie ma €eporelicbko2o pecnipamopHozo mogapucmea (2019). AHmpornomempuyHe G0CniOXKeHHsI nposenu 3a
memodom B. B. byHaka (1941), comamomunrnorsoeiyHe - 3a po3paxyHKkosow moldudpikauieto memoda Heath-Carter (1990). OuiHky
KOMMOHeHmMHo20 cknady macu mina nposenu 3a memodom Mamedlko (1921). [licns comamomuryeaHHs 6yno eusieneHo, wo y 32
digyam b6ys Me3oMopghHUl mur KoHemumyuil, 0n1s1 Hux 6ye nposedeHuli KopensuitiHul aHani3 3a CripMeHOM y NiueH3ilGHOMY Mpo2pamMHOMYy
nakemi "Statistica 5.5". BcmaHoeneHo, wo binbwicmpe crnipoepaghidHUX MOKa3HUKU y npakmuyHo 300posux Oigyam oHaubKozo 8iKy
Me30MOpghHO20 comMamomurly Masnu fMooOUHOKI cmamucmu4YyHO 3Hady Wi Kopernsauii 3 aHmporno-comMamomuriofo2iYyHUMU napamempamu,
3a BUHSIMKOM napamempis, siki gidobpaxatomp rieeeHesi eMHocmi. [ToKa3HUK XXummegoi EMHOCMI 8 cmaHi CrOKOK Mag Halbinbwy
KinbKicmb i cuny kopensuid, eiH 6ys 3Hadywe noe'a3aHull i3 eeniuyuHamu 24 aHmMpPONo-coMamomuriono2iHHUX MoKasHUKie. Haldyacmiwe
3 EMHICHUMU MOKa3HUKaMUu 308HiWHb020 OUXaHHSI KOpenoeanu momaribHi, no3008xHi ma obxeamHi po3mipu mina, ekKmomMopgHul
KOMMOHEHmM comamomury, M'fi308a, Kicmkoea ma xuposa macu mina. Bci weudkicHi cripozpagiyHi nokasHuku ma makcumarbHul
nikosuli nomik 8udUXy Kopesoeanu 3 MOSULUHOK WKIPHO-KUPOBUX CKadoK. BusyeHHs1 kopensauyiliHux 38'a3kig € niorpyHmsiM nodanbuio2o
MamemMamuy4Ho20 MoOesto8aHHs Ol BUSHAaYEHHSI HaNeXHUX cripoepagidyHuX rokasHukKie y okpemoi npedcmasHuui xiHo4oi cmami
IOHaUbKo20 8iKy Me30MOpghHO20 comamomurty.

KnrouyoBi cnoBa: cripomempisi, aHmpornomempisi, Me3oMopgHuUl comamomuri, Kopensyis, digdama, oHaubKul 8iK.
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Recently, in Ukraine, there has been a significant increase in the possibilities of
invasive treatment of cardiovascular pathologies, the number of open-heart
cardiosurgical operations and endovascular interventions is increasing. Each of
these interventions requires endovascular catheterization of the coronary venous
sinus of the heart, the variety of anatomical features of which requires a detailed
study of the anatomy of the venous system of the heart. The purpose of the work is
to establish the features of the coronary sinus dimensions and anthropometric
indicators in men and women without coronary artery pathology, as well as the
relationships between these indicators. Weight, body length, body mass index,
anterior-posterior size of the chest, as well as the dimensions of the coronary sinus
were determined (the length of the coronary sinus from the mouth to the oblique
atrial vein, the transverse size of the coronary sinus in the area of the mouth in the
sagittal and axial planes, the transverse size of the coronary sinus in the middle
third in the sagittal and axial plane, the transverse dimension of the coronary sinus
at the level of the oblique vein of the atrium in the sagittal and axial plane) in 15 men
and 9 women aged 44 to 60 years (average age according to the age classification
of the World Health Organization) without pathology of the coronary arteries, who
underwent CT coronary angiography at the "Amosov National Institute of
Cardiovascular Surgery NAMS of Ukraine". Statistical processing of the obtained
results was carried out in the license package "Statistica 6.0" using non-parametric
estimation methods. As a result of the conducted research, the limits of the percentile
range of anthropometric indicators and the size of the coronary sinus in men and
women without coronary artery pathology were established. When analyzing the
value of these indicators between men and women, only significantly higher values
of body mass and length were established in men. Therefore, when analyzing the
relationship between the dimensions of the coronary sinus and the anthropometric
parameters of the body, the distribution of indicators by sex was not carried out.
When analyzing the correlations between age, sex, weight, body length, body mass
index, signs of body mass index (indicates underweight, equivalent to normal body
weight, indicates the presence of excess weight, or is a sign of obesity) and the
anterior-posterior size of the chest with almost all dimensions of the coronary
sinus, multiple reliable direct strong (r=0.64 and r=0.67) and medium strength
(r=0.44 and r=0.47), as well as unreliable medium strength direct correlations with
the anterior-posterior size of the chest were established (r=0.40 in both cases). In
addition, multiple nonreliable average strength direct correlations of more than half
of coronary sinus dimensions were established with body weight (r= from 0.32 to
0.35). When analyzing the correlations between the sizes of the coronary sinus,
multiple reliable direct strong (r= from 0.60 to 0.65) and medium strength (r= from
0.41 to 0.59), as well as unreliable medium strength direct (r= from 0.30 to 0.40)
correlations were established with half the size of these indicators.

Keywords: coronary sinus, CT coronary angiography, morphometry, anthropometry,
correlations, men and women without coronary artery pathology, sex differences.
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Introduction

Diseases of the cardiovascular system continue to
occupy the first place in the mortality structure of the
population of most countries of the world. Recently, in our
country, there has been a significant increase in the
possibilities of invasive treatment of cardiovascular
pathologies, the number of open-heart cardiosurgical
operations and endovascular interventions is increasing.
As of the middle of 2023, there are 17 electrophysiological
laboratories in Ukraine, which perform invasive
electrophysiological interventions for heart rhythm
disorders. Each of these interventions requires
endovascular catheterization of the coronary venous sinus
of the heart using an electrophysiological catheter to study
the electrical activity of the heart. In addition, in certain
cardiovascular diseases, resynchronization three-chamber
artificial pacemakers are implanted, in which restoration
of the synchronous contractility of the heart cavities is
realized due to stimulation of the left parts of the heart
through one of the tributaries of the coronary venous sinus.
The variety of anatomical features of the coronary venous
sinus requires a detailed study of the anatomy of the venous
system of the heart, as well as the determination of certain
regularities in the size of its individual parts in order to
create tools for catheterization of the coronary venous sinus
and its tributaries [1, 5, 7]. For a long time, the possibilities
of anatomical research methods were limited to the
analysis of sectional material, including after its fixation
with formalin [11, 17, 21]. Coronary venous sinus size
measurements on sectioned material differ from those in
vivo, which is explained by the absence of intravital
hemodynamic turgor [14]. For this purpose, some
researchers used X-ray contrast angiography, which was
first performed in 1951 [20], including retrograde filling of
the coronary venous sinus, which made a significant
contribution to the understanding of the morphology of the
venous system of the heart [6, 10]. With the introduction of
the technique of multispiral computer tomography - a
method of obtaining spatial three-dimensional models of
individual body structures, researchers gained the
opportunity not only to assess the linear dimensions of the
coronary venous sinus during life, but also other
morphometric indicators that cannot be assessed on
sectional material [4, 8, 13, 15, 18, 22]. In our opinion, this
method of studying the venous system of the heart is the
current standard, as well as magnetic resonance imaging,
which allows obtaining three-dimensional models without
the use of a contrast agent [19]. It has been proven that
concomitant coronary artery pathology also changes the
morphology of the venous system of the heart [3, 12, 16],
therefore, in our study, the presence of coronary artery
pathology during computed tomography was an exclusion
criterion.

The purpose of the work is to establish the features of
the coronary sinus dimensions and anthropometric
indicators in men and women without coronary artery

pathology, as well as the relationships between these
indicators.

Materials and methods

An examination of 15 men and 9 women aged 44 to 60
years (average age according to the age classification of
the World Health Organization) without coronary artery
pathology, who underwent CT coronary angiography based
on S| "Amosov National Institute of Cardiovascular Surgery
NAMS of Ukraine" was carried out.

Committee on Bioethics of Poltava State Medical
University (protocol Ne 171 From 27.02.2019) 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.

Body weight and length were determined for all patients.
Body mass index was calculated according to the formula:

body mass index = m/h?,

where m - body mass in kilograms, and h - body length
in meters.

A body mass index value of less than 18.5 kg/m?
indicates underweight; from 18.6 kg/m2 to 22.9 kg/m2 is
equivalent to normal body weight; from 23.0 kg/m2 to 24.9
kg/m? - indicates the presence of excess weight; more than
30.0 kg/m? is a sign of obesity [9].

During CT coronary angiography, the following
dimensions of the coronary sinus were determined
(Fig. 1): KS_F - the length of the coronary sinus from the
mouth to the oblique atrial vein (mm); KS_G - the transverse
size of the coronary sinus in the area of the mouth in the
sagittal plane (mm); KS_H - transverse size of the coronary
sinus in the area of the mouth in the axial plane (mm); KS_I
- transverse size of the coronary sinus in the middle third in
the sagittal plane (mm); KS_J - transverse size of the
coronary sinus in the middle third in the axial plane (mm);
KS_K - the transverse size of the coronary sinus at the level
of the oblique vein of the atrium in the sagittal plane (mm);

Oblique atrial vein

Coronary Sinus ostium

Fig. 1. Scheme of the coronary venous sinus dimensions'
measurements.
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KS_L is the transverse size of the coronary sinus at the
level of the oblique atrial vein in the axial plane (mm). In
addition, the anterior-posterior size of the chest (GR_KL,
mm) was determined on computer tomograms.

Statistical processing of the obtained results was
carried out in the license package "Statistica 6.0" using
non-parametric estimation methods. After assessing the
nature of the distributions for each of the variation series,
the average values for each feature, the standard square
deviation and the limits of the percentile range were
determined. The reliability of the difference in values
between independent quantitative indicators was
determined using the Mann-Whitney U-test, and between
independent qualitative indicators (body mass index signs)
- according to the Weber E formula:

Rl-RZ
t= [N1R1+N2R2,e1007N1R1+N2Rzg,N1+N2’
| N*N, N,+N, 5 NN,

where, P, and P, - percentages with which this or that
indicator met; N, and N, - the number of indicators in the
studied groups.

Correlations were evaluated using Spearman's non-
parametric statistics [2].

Results

The limits of the percentile range (25.000th - 75.000th
percentl) of the body and coronary sinus dimensions in
men and women without coronary artery pathology who
underwent CT coronary angiography are:

for men - body weight 78.0-91.0 kg; body length 1.72-
1.80 m; body mass index 25.2-30.1 kg/m?; anteroposterior
size of the chest on a computer tomogram is 222-246 mm,;
the length of the coronary sinus from the mouth to the oblique
atrial vein is 66-86 mm; the transverse size of the coronary
sinus in the area of the mouth in the sagittal plane is 16-20
mm; the transverse size of the coronary sinus in the area of
the mouth in the axial plane is 10-15 mm; the transverse
size of the coronary sinus in the middle third in the sagittal
plane is 8-11 mm; the transverse size of the coronary sinus
in the middle third in the axial plane is 7-9 mm; the
transverse size of the coronary sinus at the level of the
oblique vein in the sagittal plane is 5-7 mm; the transverse
size of the coronary sinus at the level of the oblique vein in
the axial plane - 4-6 mm;

for women - body weight 61.0-71.0 kg; body length 1.59-
1.65 m; body mass index 24.2-26.3 kg/m?; anteroposterior
size of the chest on a computer tomogram is 208-245 mm,;
the length of the coronary sinus from the mouth to the oblique
atrial vein is 58-80 mm; the transverse size of the coronary
sinus in the area of the mouth in the sagittal plane is 14-20
mm; the transverse size of the coronary sinus in the area of
the mouth in the axial plane is 9-14 mm; the transverse
size of the coronary sinus in the middle third in the sagittal
plane is 7-9 mm; the transverse size of the coronary sinus
in the middle third in the axial plane is 6-8 mm; the
transverse size of the coronary sinus at the level of the

oblique vein in the sagittal plane is 5-6 mm; the transverse
size of the coronary sinus at the level of the oblique vein in
the axial plane - 4-5 mm.

When analyzing sex differences in anthropometric
indicators (Table 1) and coronary sinus sizes (Table 2),
only significantly higher (p<0.001 in both cases) values of
mass and body length were established in men.

Since practically no reliable sex differences were
established between anthropometric indicators (only
weight and body length are greater in men) or coronary
sinus dimensions, no separate distribution of indicators
by sex was carried out when assessing the relationships
between these parameters.

Table 1. Anthropometric parameters in men and women without
coronary artery disease (M+0).

Indexes Men Women p
Body weight (kg) 84.47+8.72 | 67.678.49 | <0.001
Body length (m) 1.763+0.056 | 1.630+0.048 | <0.001
Body mass index (kg/m?) 27.27+3.52 | 25.424+2.16 >0.05
?h':zt”?;r’;c)’sm"or size ofthe | 53574218 | 224.0¢242 | 005

Table 2. Computed tomographic dimensions of the coronary sinus
in men and women without coronary artery disease (M+0).

Indexes Men Women p
KS_F (mm) 75.13+13.83 71.22+18.25 >0.05
KS_G (mm) 18.27+3.39 17.67+7.00 >0.05
KS_H (mm) 11.67+2.99 13.896.15 >0.05
KS_I (mm) 0.733%2.219 8.556+2.128 >0.05
KS_J (mm) 8.000+2.104 7.111+1.616 >0.05
KS_K (mm) 6.000+1.195 5.556+1.333 >0.05
KS_L (mm) 5.133+1.302 4.778+0.833 >0.05

Table 3. Correlations of coronary sinus dimensions with age, sex
and anthropometric parameters in patients without coronary artery
disease (n=24).

AGE SEX | MAS | ROST | IMT IMT_1 | GR_KL
KS_F | 0.04 | -022 | 035 | 0.09 0.34 0.22 H
KS_G| -004 | -018 | 033 | 0.21 0.18 -0.01 0.44
KS_H | 0.12 0.11 | -0.06 | -0.03 | -0.11 -0.23 0.26
KS_I -0.02 | -0.33 | 0.34 | 042 0.16 0.10 0.40
KS_J 0.24 | 022 | 032 | 0.23 0.21 0.13 -
KS_K ] 0.18 | -0.18 | 0.07 | -0.01 [ 0.10 0.13 0.47
KS_L | 023 | -013 | -0.01| 0.04 -0.10 -0.02 0.40

Notes: AGE - age of patients (years); SEX - sex (1 - male, 2 -
female); MAS - body weight (kg); ROST - body length (m); IMT -
body mass index (kg/m?); IMT_1 - signs of BMI (1 - indicates
underweight, 2 - equivalent to normal body weight, 3 - indicates
excess weight, 4 - sign of obesity); GR_KL - anterior-posterior
size of the chest on a computer tomography (mm); reliable
correlations are highlighted in bold; unreliable correlations of medium
strength are highlighted in bold italics; direct correlations are
highlighted in yellow, orange, and red; feedbacks are highlighted in
green.

Vol. 29, Ne3, Page 67-72
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Table 4. Correlations between coronary sinus dimensions in
patients without coronary artery disease (n=24).

KSF| KSG | KS H | Ks1 | ks J | Kks_L
KS_G 0.46
KS_H 0.25
KS_I 0.40 0.45 0.35
KS_J 0.40 0.50 0.59
KS_K 0.09 0.15 0.10 030 | 041
KS_L 0.06 | 0.06 0.09 0.08 | 020 -

The results of correlations between the age, sex and
anthropometric indicators of patients who underwent CT
coronary angiography with the dimensions of the coronary
sinus, as well as between the dimensions of the coronary
sinus, are shown in Tables 3 and 4.

Discussion

We have established the limits of the percentile range
of mass, body length, body mass index, anterior-posterior
size of the chest on a computer tomogram, the length of
the coronary sinus from the mouth to the oblique vein of the
atrium, the transverse size of the coronary sinus in the
area of the mouth, in the middle third and at the level oblique
vein in sagittal and axial planes in men and women without
coronary artery pathology. Significant differences in these
indicators between men and women were established only
between body weight and length (higher values in men,
p<0.001). Therefore, when analyzing correlations between
the dimensions of the coronary sinus and with
anthropometric parameters of the body, as well as when
modeling the dimensions of the coronary sinus, a separate
distribution of indicators by sex was not carried out.

When analyzing the correlations between age, sex,
weight, body length, body mass index, signs of body mass
index that indicate insufficient weight, equivalent to normal
body weight, the presence of excess weight, or obesity and
the anterior-posterior size of the chest on the computer
computed tomography with almost all dimensions of the
coronary sinus, multiple reliable direct strong and medium
strength, as well as unreliable medium strength direct
correlations with the anterior-posterior size of the chest (r=
from 0.40 to 0.77) were established. In addition, multiple
nonreliable average strength direct relationships of more
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OCOBJINBOCTI AHTPONOMETPUYHUX NOKA3HUKIB | PO3MIPIB KOPOHAPHOIO CUHYCA TA 3B'A3KIB MDK JAHUMU
MOKA3HUKAMM Y MALIEHTIB BE3 NATOMNOrI KOPOHAPHUX APTEPIA

Jlronbka €. M., Binaw C. M.

OcmanHiM Yacom 8 YKpaiHi crnocmepieaembCsi 3Ha4yHUU 3picm Moxrnueocmel iH8a3u8HO20 JliKyeaHHSI KapdiosacKynsapHUX rnamornoaill,
36inbwyemsbcs Kinbkicmb kapolioxipypa2idHux onepauil Ha 8i0kpumomy cepui ma eHO08acKynsapHUX iHmepeeHyilti. KoxHe i3 makux
empyy4aHb nompebye eHO0BaCKynsipHOI kamemepu3auyii KOpOHapHO20 8€HO3HO20 CUHYyca Ccepusi, pPi3HOMaHimms aHamoMidHuUX
ocobnusocmel siko2o nompebye demarnibHO20 8UBYEHHSI aHamomil 8eHO3HOI cucmemu cepusi. Mema pobomu - ecmaHog8umu
ocobniusocmi po3mipie KOPOHapHO20 CUHyca ma aHmpPONOMEemPUYHUX MOKa3HUKI8 y 40/108iKie i xIiHOK 6e3 namorsoeii KopoHapHUX
apmepiti, a makoxX 38'a3KU Mix OaHUMU roka3Hukamu. [TposedeHo susHayeHHs1 Macu, 008XUHU mina, iHOeKcy macu mina, nepedHbo-
3a0Hb020 po3Mipy 2pyOHOI KIimKU, @ MaKkoX pOo3Mipie KOpoHapHo20 cuHyca (008XUHa KOPOHapHO20 CUHyca 8i0 eupna 00 KOCOi 8eHU
nepedcepdst, nonepeyHUll po3mip KOPOHapHO20 CUuHyca 8 OiNsiHYi aupna y caeimanbHili ma akcianbHit naowuHi, nonepeqyHuli po3mip
KOPOHapHO20 CUuHyca 8 CepedHili mpemuHi y cazimasbHili ma akcianbHill MIowuHi, nonepedHuli po3mip KOPOHapHO20 CUHyca Ha PigHi
Kocoi eeHu nepedcepldsi y caeimanbHili ma akcianbHil naowuHi) y 15 yonosikie i 9 xiHok eikom 6i0 44 Ao 60 pokis (cepedHil 8ik
8i0roeidHo 0o 8iko8oi Knacugikauii BceceimHboi opaaHizauii 0xopoHuU 300pos'a) 6e3 namoroeaii KOpoHapHUX apmepill, SKUM 8UKOHy8asu
KT-kopoHapoepadpito Ha 6a3i Y "HauioHanbHull iHcmumym cepuego-cyOuHHoI xipypeii im. M. M. Amocosa HAMH Ykpainu".
Cmamucmu4yHa o0bpobka ompumaHux pel3ynbmamie npogedeHa 8 niyeH3iliHomy nakemi "Statistica 6.0" i3 sukopucmaHHAM
HenapamempuyHux mMemodie ouiHku. B pe3ynbmami npogedeHux docnidxeHb 8CmMaHO8/1EHI MeXi MPOUEHMUIIbHO20 po3mMaxy
aHmMponoMempuYHUX MOKa3HUKI8 ma po3Mipie KOpOHapHO20 CuHyca y 4orosikig i xiHok 6e3 namornoeii KopoHapHux apmepit. [Mpu
aHarisi eenuyuHU 0aHUX MOKasHUKI8 MK 4oriogikaMu ma XiHKkaMu ecmaHoesieHi nuwe 0ocmosipHo binblwi 3Ha4eHHs1 y 4orosikie macu
ma 0oeXuHU mina. ToMy npu aHanisi 38'A3Kie MK po3Mipamu KOPOHapHO20 CUHyca ma 3 aHmpOornoMempuyYHUMU rnapamempamu mina
po3nodin nokasHukie 3a cmammio He rnposodunu. Npu aHanizi kopensyit pPo3mipie KOPOHaPHO20 CUHyca 3 8iKOM, cmammio, Macolko,
Q08XUHOK mina, iHAeKkcoM mMacu mina, o3Hakamu iHOekcy macu mina (ceidyump rpPo HedOoCMamHIo 8azy, eKksiganeHm HopMasrbHOI
Macu mina, eka3yromb Ha HasiHicmb 3aligoi 8a2u, abo € 03HaKOK OXUPIHHS) ma nepedHbo-3adHiM PO3MIPOM epyOHOI KITimKu 3
paKmu4Ho ycivMa po3mipamu KOPOHapHO20 CUHyca, 8CMaHOBMEHI MHOXUHHI docmoeipHi npsimi cusbHi (r=0,64 ma r=0,67) ma cepedHboi
cunu (r=0,44 ma r=0,47), a makox HedocmoeipHi cepedHbOi cunu npsMi 38'a3ku 3 nepedHbO-3a0HiM po3mipom epydHoi knimku (r=0,40
8 060x sunadkax). Kpim mozo, MHOXUHHIi HeA0CMOBIPHI cCepedHbOI cunu npsami 38'a3ku binbw HiXK MOI0BUHU PO3MIPiI8 KOPOHapHO20
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CUHyca ecmaHosrieHi 3 macoto mina (r= 6id 0,32 do 0,35). lNpu aHanisi Kopensayitl M po3mipamMu KOPOHapPHO20 CUHYyca 8CMaHOBIEHI
MHOXUHHI docmosipHi npsimi cunbHi (r= eid 0,60 0o 0,65) ma cepedHboi cunu (r= 8id 0,41 do 0,59), a makox HedocmosipHi cepedHbOl
cunu npami (r= eid 0,30 do 0,40) 38'a3ku binblW HiXK i3 MO108UHOK PO3Mipie OaHUX MOKa3HUKIE.

KnwouoBi cnoBa: kopoHapHull cuHyc, KT-kopoHapozpachisi, Mopghomempisi, aHmpornomempisi, kopensyil, 4onosiku ma XiHku 6e3
rnamoroeil KopoHapHUX apmepil, cmamesi po36iKHOCMI.
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