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The harmony of the organism development in different periods of ontogenesis, and
especially puberty, determines the future fate of women in both medical and social
aspects. The aim of the research was to study the total and partial body sizes in girls
of pubertal period of ontogenesis. We surveyed 128 schoolgirls of 5-8 grades. We
evaluated the stages of development of secondary sexual characteristics by hair growth
in the axillaand pubis, the development of the mammary glands and age of onset of the
first menstruation. According to G.G. Avtandilov's classification, all girls were divided
into three groups - prepubertal (preceding the appearance of pubic hair), pubertal
(puberty before menarche) and postpubertal period (fixed and completed pubertal
maturation). The group of pubertal girls consisted of 106 schoolgirls, who were divided
into groups according to calendar age: 13-year-old (n=29), 12-year-old (n=30), 11-
year-old (n=24) and 10-year-old (n=23). Anthropometric survey was conducted according
to the scheme of V.V. Bunak and contained the definition of total (length and body
weight) and partial (longitudinal, transverse and anterior-posterior) dimensions. The
analysis of the obtained results was performed in the license package Statistica 5.5
using non-parametric methods of evaluation of indicators. In our study;, it was found that
anthropometric indicators characterize the physical development, the level of its harmony
and morphofunctional maturity of girls within the pubertal period of ontogenesis. We
found a progressive age dynamics of total and partial body size in girls of this age
period. The periods of the most intensive growth within the pubertal period of ontogenesis
of total and partial sizes of a body are established. At the end of puberty there is the
most intense age increase in body length: a rapid increase in body weight begins at the
age of 12, the most intense processes of longitudinal growth of the torso and lower
extremities in girls are observed from 11 years. Most of the transverse dimensions
within the pubertal period of ontogenesis have a pronounced progressive age dynamic.
Lower thoracic size, interspinous distance, and external conjugate did not differ
statistically significantly between girls of different ages during puberty.

Keywords: girls, biological age, puberty, physical development, anthropometric
dimensions.

Introduction

Health care for girls - as expectant mothers - is one of
the primary tasks of integrative anthropology, given the
deteriorating demographics against the background of
declining birth rates and socio-economic level of the
population, and, moreover, against the background of
increasing overall morbidity [9, 13, 21]. The state of health
characterizes the gene pool of the nation, especially when
it comes to maintaining the reproductive health of the
younger generation [7, 11]. Statistics in recent years remain
disappointing and show a negative natural increase and

decrease in the share of children, which leads to the so-
called "aging of the nation". Today, Ukraine ranks 186th out
of 226 countries in terms of birth rate and 4th in the world
(3rd in Europe) in terms of infant mortality. This raises the
issue of early diagnosis and timely treatment of girls with
puberty and menstrual disorders to one of the highest
priorities, because their health is crucial for the formation
of the next generation [12]. It is noted that on average 19%
of adolescent girls in Ukraine have menstrual disorders
[26].

© 2021 National Pirogov Memorial Medical University, Vinnytsya
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Morphofunctional reorganization of a woman's body
determines many life processes [18, 19]. Indicators of
biological age - a reliable criterion by which you can "catch”
the inadequacy of the restructuring of certain parts of the
human body. The harmony of the development of the
organism in different periods of ontogenesis largely
determines the further life and destiny of a woman in both
medical and social aspects [15, 17]. From this point of
view, it is especially important to study these processes
during puberty, because it is accompanied by physical and
psycho-emotional changes, which are aimed at
maintaining and developing one of the main physiological
functions of the female body - fertility [19]. The age at which
girls reach puberty is of considerable interest in various
fields of medicine and science in general, affects the
problems of prevention and early diagnosis in medical
practice and is the subject of many scientific studies on the
preservation and development of reproductive potential [11].
Puberty should be considered as a complex sequence of
anatomical and physiological changes, and anthropometric
parameters of physical development, along with secondary
sexual characteristics, are the basis for assessing the
child's development, which helps the doctor during the
examination of the child to identify atypical signs of puberty
[10, 14, 20].

The aim of the research was to study the total and partial
body sizes in girls of pubertal period of ontogenesis.

Materials and methods

The study was conducted in September - November
2019 on the basis of Chernivtsi Secondary School I-11I
degrees Nel. We surveyed 128 schoolgirls of 5-8 grades:
32 girls of 5th grade, 33 girls of 6th grade, 31 girls of 7th
grade, 32 girls of 8th grade.

We evaluated the stages of development of secondary
sexual characteristics according to the scheme of V.B.
Schwartz and S.V. Khrushchev [25], determined the hair in
the axilla (Ax) and pubis (P), the development of the
mammary glands (Ma) and the age of start of period (Me).

According to the classification of G.G. Avtandilov [6], all
girls were divided into three groups - prepubertal (preceding
the appearance of pubic hair), pubertal (puberty before
menarche) and postpubertal period (fixed and completed
puberty).

Thus, the group of adolescent girls consisted of 106
schoolgirls, including 23 girls of 5th grade, 33 girls of 6th
grade, 32 girls of 7th grade, 15 girls of 8th grade. All
schoolgirls of pubertal ontogenesis were divided into
groups according to calendar age (full years): 13-year-old
- 29 people, 12-year-old - 30 people, 11-year-old - 24 people,
10-year-old - 23 people.

In addition, it was found that the average age of onset of
menarche in girls of Chernivtsi Secondary School I-I
grades Nel was 13 years 2 months.

The anthropometric survey was performed according
to the scheme of V.V. Bunak [8] and included the

determination of total (length and body weight) and partial
(longitudinal, transverse and anterior-posterior)
dimensions.

The analysis of the obtained results was performed in
the license package Statistica 5.5 using non-parametric
methods of evaluation of indicators.

Results

As a result of our study, we established the average
parameters of weight, length, longitudinal, transverse,
anterior-posterior body size in girls of different calendar
ages, but which according to the development of secondary
sexual characteristics belonged to the pubertal period of
ontogenesis. The data obtained by us show a general
tendency to increase with age all the average
anthropometric indicators of physical development of girls.
We compared the corresponding indicators in girls in pairs
between comparison groups. The calendar age of the
subjects differed by 1 year.

Thus, body length in girls of different ages is statistically
significantly different. Significant differences were observed
between girls aged 10 and 11 years (p<0.01) and 12 and
13 years (p<0.001) (Table 1).

Significant differences in body weight were found
between 11 and 12 and 12 and 13-year-old girls, in all
cases p<0.01 (see Table 1).

The height of the thoracic point differs statistically
significantly between girls aged 11 and 12 years (p<0.05)
and 12 and 13 years (p<0.001), the height of the shoulder
- between 11 and 12-year-old girls (p<0, 01) and 12- and
13-year-olds (p<0.001) (see Table 1).

We found that the height of the pubic point is significantly
higher in 11-year-old girls compared to 10-year-olds and
in 13-year-old girls compared to 12-year-olds (in both
cases p<0.05). This indicator has a pronounced age
dynamics of increase, but between the groups of 12 and
13 years the difference in the value of this indicator is not
significant. A similar pattern can be traced for the height of
the trochanteric point: a statistically significant difference
in the value of this indicator of physical development when
comparing groups 10 and 11 years (p<0.05) and 12 and
13 years (p<0.01) (see Table. 1). The height of these
anthropometric points reflects the processes of longitudinal
growth of the lower extremities.

Analyzing the height of the finger point in girls of all
ages, we found a significant difference in the value of this
indicator between all groups of comparisons, but the most
intense processes of longitudinal growth in girls are
observed in the period from 12 to 13 years (p<0,001) (see
Table 1).

In the study of transverse and anterior-posterior body
size in girls of pubertal period of ontogenesis, we found
certain features.

Let's focus on the transverse dimensions of the chest
(Table 2). Thus, the middle thoracic diameter in 11-year-
old girls was significantly larger (p<0.01) compared to 10-
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Table 1. Changes in total and longitudinal body size in girls of pubertal ontogenesis, (M+m).

] Age (years)
Indicators " " " 3 p, P, P,
Body length (cm) 146.1+£3.2 151.3+2.4 153.1+6.5 160.5+6.4 <0.01 >0.05 <0.001
Body weight (kg) 36.12+5.14 | 36.55+4.66 | 41.25+4.08 | 47.51#3.07 | >0.05 <0.01 | <0.01
Height of the suprathoracic point (cm) 117.2+3.3 119.8+4.6 124.045.9 130.246.3 >0.05 <0.05 <0.001
Pubic point height (cm) 68.34+£3.15 72.15+2.63 75.45£3.93 80.91+3.99 <0.05 >0.05 <0.05
Shoulder point height (cm) 118.5+4.2 120.7£2.9 124.5+3.8 131.3+4.7 >0.05 <0.01 <0.001
Finger point height (cm) 50.22+4.02 54.04+2.55 57.99+3.32 61.45+1.85 <0.05 <0.05 <0.001
Height of the trochanteric point (cm) 72.62+3.02 76.05+2.44 77.95+3.88 80.82+3.78 <0.05 >0.05 <0.01

Notes (here and in the future): p, - the reliability of the difference between 10-11-year-old girls; p, - the reliability of the difference
between 11-12-year-old girls; p, - the reliability of the difference between 12-13-year-old girls.

Table 2. Changes in transverse and anterior-posterior body size in girls of pubertal ontogenesis, (M+m, cm).

Age (years)

Indicators p, p, P,
10 11 12 13
Middle thoracic size 17.83+1.07 20.01+2.12 21.83+x1.67 23.95+x1.99 <0.01 >0.05 <0.01
Lower thoracic size 17.34+1.83 18.50£1.05 19.80+£1.23 19.42+1.69 >0.05 >0.05 >0.05
Anterior-posterior chest size 13.82+1.12 14.19+0.58 15.05+1.06 16.77+1.20 >0.05 >0.05 <0.01
Shoulder width 27.06+2.05 27.22+0.93 30.36+1.89 33.98+x1.01 >0.05 <0.01 <0.01
Interspinous distance 21.11+1.56 21.34+1.59 21.48+1.32 21.65+2.10 >0.05 >0.05 >0.05
Intercristal distance 22.15x1.22 23.88+1.52 24.25+1.42 24.88x1.71 <0.05 >0.05 >0.05
Intertrochanteric distance 23.86+1.68 24.22+1.33 26.26+1.03 28.76+1.67 >0.05 <0.05 <0.01
External conjugate 15.26+£1.22 15.92+1.53 16.16+1.34 16.83+£1.27 >0.05 >0.05 >0.05

year-old schoolgirls, between 11 and 12-year-old girls there
was no significant difference in the value of this indicator,
between 12 and 13-year-old girls there was a significant
difference (p<0.01). Lower thoracic size does not differ
significantly between girls of different calendar ages within
the pubertal period of ontogenesis.

It was found that the width of the shoulders has no
significant differences when comparing groups of girls 10
and 11 years. We found a significant difference in the
magnitude of this transverse torso size between girls 11
and 12 years and 12 and 13 years (in both cases p<0.05).
Anterior-posterior chest size has a statistically significant
difference only between girls aged 12 and 13 (p<0.01).
When comparing the value of this indicator between other
observation groups, no significant difference was found
(see Table 2).

It was found that interspinous distance has no
statistically significant differences between any comparison
group, in addition, it should be noted that the absolute
values of this pelvic size are in girls of different calendar
ages during puberty at almost the same level. Analyzing
the age-related changes in intercristal distance, we found
that this figure in 11-year-old girls is significantly higher
than in 10-year-old (p<0.01), and then the growth rate of
this pelvic size is slowed down, differences in the
comparison of groups of girls 11 and 12 years, 12 and 13
years (see Table 2).

In contrast to previous indicators, the pelvic

intertrochanteric distance has a pronounced age-related
dynamics of changes within the pubertal period of
ontogenesis, despite the fact that we did not find a significant
difference between the comparison groups at the beginning
of pubertal development. It should be noted that, starting at
age 11, intertrochanteric distance increases rapidly. We
recorded a statistically significant difference in the size of
this transverse pelvic size between groups of girls 11 and
12 years (p<0.05) and 12 and 13 years (p<0.01). We found
that the anteroposterior size of the pelvis, which is indicated
by the size of the external conjugate in girls of different
calendar ages of puberty ontogenesis, has no significant
differences (see Table 2).

Discussion

Scientists point out that the study of morphofunctional
features of the organism should be based on the
ontogenetic approach, because within certain annual age-
sex groups individuals have different anatomical and
physiological level of development [2, 4, 23]. Among the
many methods of assessing biological age is particularly
popular, quite reliable and affordable is to determine the
stages of development of secondary sexual characteristics
[1, 3, 5]. The results of our study are a confirmation of this
opinion, especially clearly reflect the uneven physical
development in certain groups, divided by calendar age,
survey data of 10-year-old and 13-year-old schoolgirls.
Thus, among 10-year-old girls, 20.69% have zero stages

Vol. 27, Ne2, Page 5-10
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of development of secondary sexual characteristics and
belonged to the prepubertal period of ontogenesis, and
9.37% of 13-year-old schoolgirls belonged to the
postpubertal period of ontogenesis. We found that the mean
age of onset of menarche in the girls we examined was 13
years and 2 months. These results are comparable to the
parameters of girls living in developed countries, where
the age of onset of menarche is from 12 to 13 years [22].

The age of onset of menarche is directly proportional to
height and inversely proportional to body mass index [28].
The relation between the onset of menarche and body
weight was established in 1974 by American scientist Rosa
Frisch, who studied the issue of infertility. Over time, the
minimum body weight at which the onset of menarche is
possible is called "critical body weight". Its value at a height
of not less than 155 cm ranges from 44 to 47 kg [11, 22].
When conducting surveys of schoolgirls in Ukraine, the
average body weight, height and body mass index at the
time of the onset of menarche were: city residents body
weight - 47.20+1.40 kg, height - 158.0+0.01 cm, body mass
index - 18.80+0.53 kg/m2, the villagers had a body weight
of 45.90+2.40 kg, height - 157.0+0.03 cm, body mass index
- 18.40+0.57 kg/m2. The study for girls (regardless of their
place of residence) found an inverse association between
age of onset of menarche and body mass index, as well as
a direct relationship between age of onset of menarche
and height [11]. In our study, it was determined that at the
end of the pubertal period of ontogenesis in girls living in
an urban-type settlement of Vinnytsia region, body length
was 160.5+6.4 cm, and body weight - 47.51+3.07 kg. It
should be noted that at the end of puberty ontogenesis in
girls there are the most intense age increases in body
length, and between 11 and 12 years - the rate of increase
of this total body size is slowed, as evidenced by the lack of
significant difference between the respective age groups.
It should be noted that at the beginning of puberty, a
significant increase in body weight in girls is not observed,
despite significant increases in body length. And starting
from the age of 12, a rapid increase in this total body size
begins. According to the research of some scientists, it is
known that body weight in girls is undeniable for puberty
[11, 28]. In our opinion, the amount of body fat is especially
important for the onset of menarche, because in girls the
subcutaneous fat acts as a depot for the accumulation of
female sex hormones, including estrogen, which affect
puberty and puberty.

Analyzing the age dynamics of longitudinal body size, it
is necessary to note the non-synchronicity of the detected
changes in adolescent girls. Thus, the height of the sternum
and shoulder points have similar age-related changes, as
evidenced by our established significant differences in the
value of these two indicators. Thus, we can conclude that
the most intense processes of longitudinal growth of the
torso and lower extremities, as evidenced by the magnitude
of these two anthropometric parameters, in girls is
observed from 11 years.

Chest sizes are one of the most important
anthropometric indicators of physical development. These
parameters determine not only the somatotypological
affiliation of the person, but also play an important role in
the prognostic and ascertaining sports selection [24].
Analyzing the age dynamics within the pubertal period of
ontogenesis of middle-thoracic diameter, it should be noted
that this figure increases sharply in girls 11 years compared
with 10 years, during the next calendar age the growth rate
of this transverse size of the chest slows down, and at the
end of puberty ontogenesis, the size of the middle-thoracic
diameter increases sharply, as evidenced by a significant
difference found between groups of girls 12 and 13 years.
We found that the value of the lower thoracic size does not
have a significant difference when comparing girls of
different calendar ages, but it should be noted that this
anthropometric indicator in girls within the pubertal period
of ontogenesis has a positive age dynamic. In the analysis
of shoulder width, it was found that this figure in girls 10
and 11 years is almost at the same level. And from the age
of 12 it begins to increase rapidly. The anteroposterior size
of the thorax (or its thickness) begins to increase
significantly only after 12 years. We found a statistically
significant difference only between groups of girls 12 and
13 years.

Transverse dimensions of the pelvis during puberty in
girls are marked by some asynchrony of changes. Thus,
interspinous distance and external conjugate in girls within
the pubertal period of ontogenesis did not differ significantly
between any comparison group. It was found that only in
11-year-old girls the value of intercristal distance is
significantly greater than in 10-year-olds, and then the
growth rate of this pelvic size slows down. Intertrochanteric
distance has a pronounced age dynamics of changes
within the pubertal period of ontogenesis, despite the fact
that we did not find a significant difference between
comparison groups at the beginning of pubertal
development, but from 11 years, intertrochanteric distance
increases rapidly.

The analysis of anthropometric indicators of physical
development in girls of pubertal period of ontogenesis
indicates a pronounced age dynamic. The most significant
changes during puberty are the longitudinal dimensions
of the body, length and weight of the body, as well as the
transverse dimensions of the pelvis and chest. Thus, the
pubertal period of ontogenesis can be defined as a set of
successive biological stages [11, 15, 16, 27], which are
reflected in the features of anthropometric body size, which
leads to the further formation of a woman's full reproductive
function.

Conclusions

1. We found that body length in girls of different calendar
ages within the pubertal period of ontogenesis is
statistically significantly different, at the end of the pubertal
period of ontogenesis in girls there are the most intense
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age gains of this total body size, and in 11 to 12 years -
slow longitudinal growth.

Significant differences (p<0.01) in body weight were
found between 11 and 12, as well as between 12 and 13-
year-old girls. Rapid weight gain begins at the age of 12.

2. Significant differences in the magnitude of
anthropometric longitudinal body size in girls of pubertal
ontogenesis were found: the height of the suprathoracic
and shoulder points differed statistically significantly
between groups of girls aged 11 and 12 years, as well as
12 and 13 years; pubic and acetabular points are
significantly higher in 11-year-old girls compared to 10-
year-old and in 13-year-old girls compared to 12-year-old.
The identified patterns are evidence that the most intense
processes of longitudinal growth of the torso and lower
extremities in girls are observed from 11 years.

A significant difference in the height of the finger point
was found between girls of all ages, but the most intense
processes of longitudinal growth in girls are observed in
the period from 12 to 13 years.

References

[1] Eyer, M., Dainat, B., Neumann, P., & Dietemann, V. (2017). Social
regulation of ageing by young workers in the honey bee, Apis
mellifera. Experimental Gerontology, 87, 84-91, doi: 10.1016/
j-exger.2016.11.006

[2] Freitas, A.S., Figueiredo, A.J., deFreitas, A.L., Rodrigues, V.D.,
daCunha, A.A., Deusdara, F.F. ... Silva, M.J. (2014). Biological
Maturation, Body Morphology and Physical Performancein 8-
16 year-old obese girls from Montes Claros - MG. J. Hum.
Kinet., 43, 169-176, doi: 10.2478/hukin-2014-0102

[3] Linpei, J., Weiguang, Z., & Xiangmei, C. (2017). Common methods
of biological age estimation. Clin. Interv. Aging, 12, 759-772,
doi: 10.2147/CIA.S134921

[4] Cairney, J., Veldhuizen, S., Kwan, M., Hay, J., & Faught, B.E.
(2014). Biological age and sex-related declines in physical
activity during adolescence. Med. Sci. Sports Exerc., 46(4),
730-735, doi: 10.1249/MSS.0000000000000168

[5] Alaux, C., Soubeyrand, S., Prado, A., Peruzzi, M., Maisonnasse,
A., Vallon, J. ... Conte, Y. (2018). Measuring biological age to
assess colony demographics in honeybees. PLoS ONE.,
13(12): €0209192. doi: 10.1371/journal.pone.0209192

[6] Avtandilov, G.G. (1990). Medical Morphometry. Moscow:
Medicine.

[7] Biro, F.M., Greenspan, L.C., Galvez, M.P., Pinney, S.M.,
Teitelbaum, S., Windham, G.C. ... Wolff, M.S. (2013). Onset of
breast development in a longitudinal cohort. Pediatrics, 132(6),
1019-1027, doi: 10.1542/peds.2012-3773

[8] Bunak, V.V. (1941). Anthropometry: a practical course. M.:
Uchpedgiz.

[9] Byrskog, U., Olsson, P, Essen, B., &Allvin, M. K. (2014). Violence
and reproductive health preceding flight from war: accounts
from Somali born womenin Sweden. BMC Public Health, 14,
892, doi: 10.1186/1471-2458-14-892

[10] Cairney, J., Veldhuizen, S., Kwan, M., & Hay, J. (2014). Biological
Age and Sex-Related Declines in Physical Activity during
Adolescence. Med. Sci. Sports Exerc., 46(4), 730-735, doi:
10.1249/MSS.0000000000000168

[11] Dinnik, V.A. (2017). The current trend to the hour of the start of
the state development of the girls (look around the literature
and the authorities). Journal of the National Academy of

3. It was found that most of the transverse dimensions
of the torso, with the exception of the lower thoracic size,
within the pubertal period of ontogenesis has a pronounced
progressive age dynamic, which is confirmed by significant
differences between the comparison groups. The
anteroposterior size of the chest increases significantly
only after 12 years. We found a difference (p<0.01) only
between groups of girls 12 and 13 years.

4. A significant increase in the individual transverse
dimensions of the pelvis in girls during puberty ontogenesis
was found. It was found that in the group of 11-year-old
girls the value of intercristal distance was significantly
higher than in the group of 10-year-olds. Intertrochanteric
distance has a pronounced age dynamics of changes
within the pubertal period of ontogenesis, a statistically
significant difference was found between groups of girls
11 and 12 years, as well as 12 and 13 years. Interspinous
distance and external pelvic conjugate have no statistically
significant differences between any comparison group.

Medical Sciences of Ukraine, 23(1-2), 122-128.

[12] Dynnik, V.A. (2015). Pathomorphosis of physical, sexual
development and concomitant extragenital pathology in patients
with abnormal uterine bleeding during puberty over the past
30 years. Modern Pediatrics, 67(3), 120-124, doi: 10.15574/
SP.2015.67.120

[13] Dynnik, V.A. (2017). Problems associated with the reproductive
potential of girls from the zone of military conflict. Modern
Pediatrics, 81(1), 34-38, doi: 10.15574/SP.2017.81.34

[14] Elchuri, S.V., & Momen, J.J. (2020). Disorders of Pubertal
Onset. Prim. Care, 47(2), 189-216, doi: 10.1016/
j-pop.2020.02.001

[15] Freitas, A.S., Figueiredo, A.J., de Freitas, A.L., Rodrigues,
V.D., daCunha, A.A. ... Silva, M.J. (2014). Biological Maturation,
Body Morphology and Physical Performance in 8-16 year-old
obese girls from Montes Claros - MG. Journal of Human
Kinetics, 43, 169-176, doi: 10.2478/hukin-2014-0102

[16] Freitas, A.S., Silveira, M.F., Francisco de Santana, J.J.,
D'Angelo, M.F., Haikal, D.S., & Monteiro-Junior, R.S. (2021).
New reference parameters for body mass index in children
aged six to ten years. Rev. Paul. Pediatr., 39. doi: 10.1590/
1984-0462/2021/39/2019129

[17] Herbison, A.E. (2016). Control of puberty onset and fertility by
gonadotropin-releasing hormone neurons. Nat. Rev.
Endocrinol., 12(8), 452-466, doi: 10.1038/nrendo.2016.70

[18] Kaplowitz, P. (2011). Update on precocious puberty: Girls are
showing signs of puberty earlier, but most do not require
treatment. Adv. Pediatrics, 58(1), 243-58, doi: 10.1016/
j-yapd.2011.03.004

[19] Kaplowitz, P., & Bloch, C. (2016). Evaluation and Referral of
Children With Signs of Early Puberty. Pediatrics, 137(1), doi:
10.1542/peds.2015-3732

[20] Klein, D.A., Emerick, J.E., Sylvester, J.E., & Vogt, K.S. (2017).
Disorders of Puberty: An Approach to Diagnosis and
Management. Am. Fam. Physician, 96(9), 590-599.

[21] Masterson, A.R., J. Usta, J. & Gupta, A.S. (2014). Ettinger
Assessment of reproductive health and violence against
women among displaced Syrians in Lebanon. BMC Womens
Health, 14(1), 25. doi: 10.1186/1472-6874-14-25

Vol. 27, Ne2, Page 5-10



Dynamics of anthropometric indicators in girls within the pubertal period of ontogenesis

[22] Morris, D.H., Jones, M.E., Schoemaker, M.J., Ashworth, A., &
Swerdlow, A.J. (2011). Secular trends in age at menarche in
women in the UK born 1908-93: results from the Breakthrough
Generations Study. Pediatr. Perinat. Epidemiol., 25(4), 394-
400, doi: 10.1111/j.1365-3016.2011.01202.x

[23] Sarafyniuk, L.A., Khapitska, O.P., Yakusheva, Yu.l., lvanytsia,
A.O., & Sarafyniuk, P.V. (2018). Somatotypological features
of acrobat girl in different periods of ontogenesis. Biomedical
and Biosocial Anthropology, 32, 43-47, doi: 10.31393/bba32-
2018-06

[24] Sarafyniuk, L.A., Pivtorak, V.l., Khavtur, V.O., Fedoniuk, L.la.,

[25] Schwartz, V.B., & Khrushchev, S.V. (1984). Biomedical
aspects of sports orientation and selection. Moscow: Physical
education and sports.

[26] Sirotchenko, T.A., & Belykh, N.A. (2011). Adolescence in the
Mirror of Medical and Social Problems. Modern Pediatrics,
38(4), 188-190.

[27] Weiss, K.M., Leal D.B., Assis, M.A., & Pelegrini, A. (2016).
Diagnostic accuracy of anthropometric indicators to predict
excess body fat in adolescents aged 11-14 years. Rev. Bras.
Cineantropom. Desempenho Hum., 18, 548-556, doi: 10.5007/
1980-0037.2016v18n5p548/

& Khapitska, O.P. (2018). Peculiarities of the chest's size in
volleyball players of different constitutional types. Biomedical
and Biosocial Anthropology, 33, 47-52, doi: 10.31393/bba33-
2018-08

[28] Zzhu, H., Sun, H. P, Pan, C. W., & Xu, Y. (2016). Secular trends
of age at menarche from 1985 to 2010 among Chinese urban
and rural girls. Universal J. Publ. Health, 4(1), 1-7, doi:
10.13189/ujph.2016.040101

AWHAMIKA AHTPONOMETPUYHUX MOKA3HUKIB Y AIBYATOK B MEXXAX MYBEPTATHOIO NMEPIOAY OHTOrEHE3Y
Capadpuriok [1.B., CapacguHiok JI.A., Xaniybka O.[1., Koeanb4yyk O.B., My3uka H.O.

apMmoHitiHicmb po3sumky opaaHiamMy 8 pisHi nepiodu oHmMozeHe3y, a ocobnueo mybepmamHoe20, susHayae nodanbuly OO XiHKU SK 8
meduyHoMy, mak i 8 couianbHomMy acriekmax. Memoto docnidxeHHs1 6yno 8ugYeHHs1 momarbHUX i napyianbHUX po3mipie mina y
disdamok nybepmamHozo nepiody oHmozeHe3y. Hamu 6yno o6cmexeHo 128 wkonspku 5-8 knacie. lMposodunu ouiHky cmaditi po3sumky
8MOPUHHUX Cmamesux 03HaK 3a 0680/10CIHHAM y naxeosili 3anaduHi i Ha 106Ky, pO38UMKOM MOJIOYHUX 3as103 i 8IKOM HacmaHHs
nepwoi meHcmpyauil. 32i0Ho knacudpikayii .. AemaHOunosa eci disyamka 6ynu po3dineHi Ha mpu epynu - npernybepmamHo20
(nepedysaHHs nosigi nobkogo2o 0680510CiHHS), nybepmamHo20o (cmamease do3pieaHHs1 00 rnosieu meHapxe) i nocmmnybepmamHozo
nepiody (3akpinnoembcs i 3agepuwlyembcsi nybepmamue 0o3pieaHHs1). [pyny disdamok rnybepmamHozo 8iky cknanu 106 wWKomsipoK, sKi
6ynu po3dineHi Ha epynu 3a kaneHOapHuUM eikom: 13-piyHi (n=29), 12-piyHi (N=30), 11-piyHi (n=24) i 10-piyHi (=23). AHMpornomMmempuyHe
obcmexeHHs1 6yno nposedeHo 32i0HO cxemu B.B. ByHaka i micmuno y cobi eusHad4eHHs1 momarbHux (008XuHU i macu mina) i
napyjanbHux (Mo3008XHix, nornepeyHuUx i nepedHbO-3adHiX) po3mipie. AHari3a ompumaHux pe3yrnbmamig npoeedeHull 8 MiueH3itiHoOMy
nakemi Statistica 5.5 3 geukopucmaHHsIM HenapamempuyHux mMemodie OUIHKU MOKa3HUKi8. Y Hauwiomy O0CniOXeHHi 8CmMaHO8IEHO, WO
aHmMpPONoMempuYHi MOKa3HUKU Xapakmepusyomb Qi3U4HULU PO38UMOK, pieeHb U020 2apMOHIUHOCMI ma MopghoghyHKUIOHabHY 3pinicmb
dig4amok y mexax rnybepmamHozo nepiody oHmozeHe3y. Hamu eusierieHa npozpecusHa gikoga OuHamika momarnbHUX ma napuyjiarabHux
po3mipie mina y dig4amok daHo20 8ikogo20 nepiody. BcmaroeneHi nepiodu HalliHMEHCUBHIWO020 3p0cmaHHs 8 Mexax nybepmamHozo
nepiody oHmMoeaeHe3y momarnbHUX i napyianbHUX posmipie mina. HanpukiHui mnybepmamHozo nepiody 6idbysaembcsi HaliHMeHCUBHIWUU
sikosul npupocm O08XUH mina: cmpivMke 36ibWeHHs Macu mina moYyuHaembscs 3 12 pokig, HaliHMEeHCUBHIWI npoyecu no3008XHb020
pocmy myryba ma HUWXHIX KiHUi8oK y dig4amok criocmepigatombcsi 3 11 pokig. binbwicmb nonepedHUx po3smipie y mexax rnybepmamHozo
rnepio0y oHmMozeHe3y Mae 8UpPaxeHy rnpozpecusHy eikogy OuHamiKy. HuxHboepydHul po3mip, MKOcmboea 8idcmaHb i 308HIWUHS
KOH'fo2zama cmamucmuy4HO 3Hadywe He 6i0pi3HsaombCsl MK Oigdamkamu pisHO20 8iKy rmybepmamHozo nepiody.

KnrouoBi cnoBa: digdamka, bionoziyHuli 8ik, nybepmamHull nepiod, ¢hiauydHUl PO38UMOK, aHMPONOMempPUYHIi PO3MIpPU.
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There are many studies of single lung ventilation (SLV), which are mostly limited to
reducing lung damage by changing ventilation strategies or comparing differences in
lung damage caused by different lung isolation devices. There is no study comparing
the morphological changes of ventilated lungs using different strategies of artificial
lung ventilation. The aim of the study was to examine pathomorphological changes in
the ventilated lung during thoracic surgery using SLV. Arandomized study was performed
on 40 patients who underwent thoracic surgery using SLV. After signing the informed
consent, the patients were divided into two groups. In the control group (40 patients)
with ventilation "by volume" (VCV), in the study group - ventilation "by pressure" (PCV)
with the addition of PEEP 5 mm. During surgery in the thoracic cavity with the help of
SLV performed transbronchial biopsy of the parenchyma of the ventilated lung to study
the pathomorphological changes after ventilation with different modes. The biopsy was
performed using a bronchoscope, which was inserted through the endotracheal tube
into the lung, opposite the side of the operation (after the end of SLV and "inclusion” of
the collapsed lung). The morphological changes caused by the ventilator were
investigated. Pathomorphological examination of the non-collapsed lung (which
participated in gas exchange during SLV) was as follows: the control group found
significant changes in the alveolar wall with its edema, thickening of the interstitial
lung, vascular occlusion, severe inflammatory cell infiltration and damage to alveolar
structures. The alveoli collapsed and disappeared. The alveolar structures of the study
group were better than the control group: pulmonary interstitial and alveolar exudates,
as well as inflammatory cell infiltration were significantly reduced compared to those in
the control group. The results of the study suggest that the use of PCV with "moderate"
PEEP can significantly improve oxygenation and reduce acute ventilatory injury of the
lungs compared to VCV during SLV.

Keywords: lung morphology, single lung ventilation.

Introduction

Single lung ventilation (SLV) is a common method of
artificial lung ventilation used in thoracic surgery [4]. It is also
well known that SLV is one of the most complex intraoperative
methods of respiratory support for anesthesiologists [24]. It
should provide the most comfortable surgical field,
maintaining proper gas exchange and minimizing damage
to the two lungs [17]. Achieving this largely depends on how
well the unventilated lung is isolated from the other lung. To
ensure sufficient space during surgery, it is recommended
to use a complete collapse of the lung. Therefore, an
endotracheal tube with a double lumen is usually used.
However, this traditional method of ventilation can cause an
imbalance of ventilation flow, thereby increasing the number
of pulmonary bypass surgery and leading to hypoxemia
(occurs in 9-27% of patients) [23]; and can also lead to

secondary lung injury. Lung damage caused by ventilator
induced lung injury (VILI) [1] has a negative effect [13, 27]
and a significant impact on the prognosis of recovery of the
patient after surgery [3, 9].

The occurrence of hypoxemia in SLV mainly depends on
the correct location of the double lumen tube, the underlying
disease and comorbidities, the establishment of the
necessary mode of artificial ventilation and the experience
of the anesthesiologist in thoracic anesthesiology [12, 15].
Significant hypoxemia [21] is observed in 5-20% of patients
who underwent SLV due to increased mismatch of
ventilation-perfusion ratio and intrapulmonary shunting [6].

There are many studies of SLV that are mostly limited to
reducing lung injury by changing ventilation strategies or
comparing differences in lung injuries caused by different
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lung isolation devices [6, 8, 18], but there is no study
comparing morphological changes in ventilated lungs
using different modes of artificial lung ventilation.

Therefore, the aim of the study was to study
pathomorphological changes in the ventilated lung during
thoracic surgery using SLV.

Materials and methods

A randomized study was performed on 40 patients
operated on the thoracic cavity using SLV. After signing the
informed consent, the patients were divided into groups. In
the study group (40 patients) performed artificial lung
ventilation "by volume", in the study group - artificial lung
ventilation "by pressure" with the addition of PEEP 5 mm
wg. During surgery in the thoracic cavity using SLV
performed transbronchial biopsy of the parenchyma of the
ventilated lung to study pathomorphological changes after
ventilation with different modes. The study was approved
at a meeting of the Bioethics Committee.

The biopsy was performed using a bronchoscope, which
was inserted through the endotracheal tube into the lung,
opposite the side of the operation (after the end of SLV and
"inclusion" of the collapsed lung). The morphological
changes caused by the ventilator were investigated.

Pathological examination of lung tissue: lung biopsy
was fixed in 10% neutral formaldehyde for 24 hours,
followed by dehydration and fixation in paraffin. The tissue
was cut into sections 5 ?m thick, which were stained with
hematoxylin and eosin. Histopathological changes in lung
tissue were studied under a light microscope (Olympus,
Tokyo, Japan) and evaluated in four categories: 1) alveolar
hyperemia, 2) hemorrhage, 3) neutrophilic infiltration or
aggregation of the alveolar or vascular wall, or 4) thickening
and thickening hyaline membrane. The calculation was
performed on a scale of 0-4 points according to the severity
of the lesion; 0 points: no or very light lesions; 1 point: light
lesions; 2 points: moderate lesions; 3 points: severe
lesions; 4 points: very severe lesions. The sum of all scores
was taken as a general assessment of acute lung injury
(ALI) [26].

The author's package MedStat (Lyakh Yu.E., Guryanov
V.G., 2004-2012) was used for statistical calculations, and
the Mann-Whitney test was used to compare the obtained
results.

Results

Pathomorphological examination of the non-collapsed
lung (which took part in gas exchange during SLV) showed
that the control group revealed significant changes in the
alveolar wall with its edema, thickening of the interstitial
lungs, vascular occlusion, severe inflammatory infiltration
of cells and damage to the alveolar structure (Fig. 1) as a
result of which some alveoli collapsed and disappeared
(Fig. 2). Atelectasis of a part of alveolus with existence in
their gleam of single alveolar macrophages is also noted
(Fig. 3). Edema and intraalveolar hemorrhages were found

Lpatesid
Fig. 1. Afragment of the lung parenchyma with a site of pronounced
emphysematous transformation of the alveoli. 1 - emphysematous
changes, 2 - destroyed alveolar wall. Control group. Hematoxylin-
eosin. x40.

Fig. 2. Emphysematous changes in the lung parenchyma: a significant
expansion of the lumen of the alveoli with the destruction of part of
adjacent alveoli walls. 1 - the lumen of the alveoli, 2 - the destroyed
wall of the alveoli. Control group. Hematoxylin-eosin. x200.

. - .;S\A'»;‘" ‘{l’,o :
Fig. 3. A fragment of the lung parenchyma with atelectasis of the
alveali. In the lumen of the alveoli single alveolar macrophages. 1 -

alveolar macrophage. Control group. Hematoxylin-eosin. x200.
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Fig. 4. Fragment of the lung parenchyma with the phenomena of
alveolar atelectasis, intraalveolar hemorrhage, edema. 1 -
atelectasis of the alveoli, 2 - hemorrhage, edema of the alveolar
wall. Control group. Hematoxylin-eosin. x200.
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Fig. 5. Afragment of the lung parenchyma with normal histological
structure. 1 - the lumen of the alveoli, 2 - the wall of the alveoli. The
study group. Hematoxylin-eosin. x200.

s pa ‘,‘- L & X ]

= = 4 ,!““
L . o) Y
; ; "'%, 9{&

~ . AR,

Fig. 6. A fragment of lung tissue with a relatively preserved
configuration of the alveoli. In the lumen of the alveoli weakly
basophilic exudate. 1 - lumen of the alveali, 2 - exudate. The study
group. Hematoxylin-eosin. x200.

in atelectasis alveoli (Fig. 4).

Thus, hyperemia and marked hemorrhages were
observed in the lung tissue. In alveolar cavities the big
infiltration by erythrocytes and inflammatory cells was found.
The alveolar wall was hyperemic, thickened, with serous
exudation and the formation of a transparent membrane.

Alveolar structures in the study group were more
preserved than in the control group; most often the lung
parenchyma was of normal histological structure (Fig. 5),
exudates of the pulmonary interstitial and alveolar cavities,
as well as inflammatory cell infiltration were significantly
reduced compared with those of the control group, in the
lumen of the alveoli observed weak basophilic exudate
(Fig. 6).

Score ALl in each group: control group: 11.13+0.78
points; study group: 6.942+0.523 points (p<0.05).

Discussion

Excessive dilation of the alveoli during mechanical
ventilation, which occurs when overstretched during SLV,
can cause inflammatory reactions in the ventilated lung and
initiate a cascade of inflammation [10, 14]. Pulmonary
shunting, high airway pressure, ischemic-reperfusion injury
and ventilatory imbalance can damage the alveolar capillary
endothelium and stimulate alveolar macrophages to release
large amounts of proinflammatory mediators [7].

Due to the imbalance of the ventilation/perfusion ratio
during SLV, hypoxemia can occur, causing the release of a
large number of inflammatory mediators, increasing the
permeability of the pulmonary capillaries [11] and
increasing the water content in the lungs on the destroyed
side, eventually to acute lung injury (ALIl). The main
pathological changes are severe pneumonia, neutrophil
aggregation, edema of the interstitial space of the lung,
damage to the endothelial cells of the pulmonary capillary,
the integrity of the cells of the alveolar epithelium and the
penetration of protein-rich fluids into the alveolar cavities.

Due to pathomorphological observation this study
revealed edema of the alveolar wall, thickening of the
interstitial space of the lungs, significant inflammatory
infiltration of cells in the alveolar cavities and damaged
alveolar structure.

G.F. Nieman and co-authors [19] also suggested that
mechanical ventilation can lead to lung damage due to
collapse and re-expansion of the operated lung during SLV.
High oxygen pressure in hypoxic-ischemic lung tissue can
lead to the production of reactive oxygen species, cell
damage and local leukocyte infiltration. The number of
oxygen free radicals is proportional to the duration of SLV
[5, 20]. It has been reported [22, 25] that re-expansion of
the operated lung may lead to increased expression of
inflammatory mediators [2].

In our study, significant hemorrhages with hyperemia
of lung tissue, as well as infiltration of alveoli by leukocytes
and erythrocytes were also found after SLV. However, when
using the developed ventilation methods, these changes
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were minimal and morphological examination of lung tissue
revealed that its appearance was as close as possible to
physiological.

Our study has successfully shown that the use of SLV
"with controlled pressure" and "moderate" PEEP can
significantly improve oxygenation and reduce acute
ventilatory damage.
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MOP®OJONNYHI 3MIHU Y BEHTUITbOBAHIW NEFEHI NICNS TOPAKAJIbHMUX OMEPALLIN

Cudwk A.B., Cudwk O.€., KponenbHuuybkuli B.O., Knimac A.C.

IcHye 6azamo docnidxeHb od0HonezeHegoi seHmunsayii (OJIB), kompi 30ebinbuwo20 06MexymbCsi 3MEHWEHHSIM MOWKOOXKEHHS 11e2eHb
winsXoM 3MiHU cmpameeiti eeHmunsyii abo nopieHIHHS 8iOMIHHOCMEU Yy MOWKOOXEHHSIX Ne2eHb, CIPUYUHEHUX PI3HUMU MpucmposiMu
i3onsayii neeeHb. Hemae x00HO020 00CniOXEeHHS, 8 IKOMY 6u nopigHo8anu Mopgos02iyHi 3MIHU 8€HMUIIbOBAHUX /1€2€Hb 3
BUKOPUCMaHHSAIM PIi3HUX cmpameeill wmy4yHoi eeHmunsayii neeeHb. Memoto docnidxeHHs1 6yno 8U8YEeHHS MamomopgonoziyHUX 3MiH
y 8eHmurnbosaHitl nezeHi nid yac mopakanbHoi onepauii 3 sukopucmarHsim OJIB. Byno nposedeHo paHOomizoeaHe docrioxeHHs1 Ha 40
nauieHmax, Kompi nepeHecnu onepauii Ha epydHili MopoxHUHI 3 sukopucmanHam OJIB. [licns nidnucaHHs iHghopmosaHoi 3200u
nauieHmu 6ynu po3dineHi Ha 8ei epynu. Y koHmponbHil epyni (40 nayieHmig) 3 eeHmunsyieto "3a ob'emom" (VCV), y docnidxyeaHil
epyni - eenmunsuieto "3a muckom" (PCV) 3 dodasaHHsiM PEEP 5 mm. [1id yac xipypeidHo20 empyyqaHHs1 8 2pyOHIl MOPOXHUHI 3a
donomoeoto OJIB sukoHanu mpaHcbpoHxianbHy 6ioncito napeHximu 8eHMuIb08aHoI nezeHi Onsi 8UBYEHHST NamoMopgoIoaiyHUX 3MiH
nicns wWmyyHoi eHmunsayii neeeHb 3 pisHUMU pexumamu. bioncito eukoHysanu 3a Aornomozo 6POHXOCKOMy, Kompull 3a800urnu Kpisb
eHOompaxearnbHy mpybKy 8 reaeHto, MpomusexHy CMOPOHI onepamugHo2o empyydaHHsi (nicns 3akiHdyeHHss OJIB ma "ekno4yeHHs"
KonabosaHoi nezeHi). [Jocnidxysanu mMopghonoaiyHi 3MiHU, CIPUYUHEHI anapamom wmy4yHoi eeHmunsayii. [lamomopgonoziyHe
docnidxeHHs1 nezeHi, wjo He byna konabosaHa (kompa bpana yyacmb 6 2a3006miHi nid 4ac OJIB), 6yno makum: KOHMpPOrbHa epyna
susigunia 3Ha4yHi 3MIiHU 8 aribB8eOsISIPHIU CMIiHYi 3 i HabPSKOM, MOMOBWEHHSIM IHMepcmuuianbHOI f1e2eHi, OKITH3iet0 CyOUH, 8aXKOI0
3ananbHOK [Hhinbmpaujeto KnimuH ma rnowKoOXEHHSIM alb8eOosIsIPHUX cmpykmyp. Anbeeosnu 3pyUHyeanuch i 3HUKIU. Anbe8eornspHi
cmpykmypu 00ocidxyeaHoi epynu 6ynu Kpawumu, HK KOHMPOIbHOI epynu: neseHesi iHmepcmuujarnbHi ma anbeeosisipHi ekcydamu, a
maKoX 3anarbHa KimuHHa iHgbinbmpauisi 6yu 3Ha4yHO 3MEHWEHI MOPIBHSIHO 3 MaKuMU y KOHMpPOsbHit 2pyni. Pesynbmamu AocidxeHHs
dozsonsome npunycmumu, wo eukopucmanHs PCV 3 "nomipHum" PEEP moxe 3Ha4yHO mokpawjumu OKcuz2eHauilo ma 3MeHwumu
2ocmpy 8eHmMuUAYitHy mpasmy nez2eHb nopigHsHO 3 VCV nid yac OJIB.

KnrouyoBi cnoBa: mopghoriozisi ne2eHb, 00HONe2eHe8a 8€HMUIIAYS.
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Fractal analysis is a method of mathematical analysis, which provides quantitative
assessment of the spatial configuration complexity of the anatomical structures and
may be used as a morphometric method. The purpose of the study was to determine the
values of the fractal dimension of the outer linear contour of human cerebellum by
studying the magnetic resonance images of the brain using the authors' modification of
the caliper method and compare to the values determined using the box counting
method. Brain magnetic resonance images of 30 relatively healthy persons aged 18-30
years (15 men and 15 women) were used in the study. T2-weighted digital magnetic
resonance images were studied. The midsagittal MR sections of the cerebellar vermis
were investigated. The caliper method in the author's modification was used for fractal
analysis. The average value of the fractal dimension of the linear contour of the
cerebellum, determined using the caliper method, was 1.513+0.008 (1.432,1.600).
The average value of the fractal dimension of the linear contour of the cerebellum,
determined using the box counting method, was 1.530+0.010 (1.427, 1.647). The average
value of the fractal dimension of the cerebellar tissue as a whole, determined using the
box counting method, was 1.760+0.006 (1.674,1.837). The values of the fractal
dimension of the outer linear contour of the cerebellum, determined using the caliper
method and the box counting method were not statistically significantly different.
Therefore, both methods can be used for fractal analysis of the linear contour of the
cerebellum. Fractal analysis of the outer linear contour of the cerebellum allows to
quantify the complexity of the spatial configuration of the outer surface of the cerebellum,
which is difficult to estimate using traditional morphometric methods. The data obtained
from this study and the methodology of the caliper method of fractal analysis in the
author's modification can be used for morphometric investigations of the human
cerebellum in morphological studies, as well as in assessment of cerebellar MR
images for diagnostic purposes.

Keywords: fractal analysis, caliper method, box counting method, cerebellum, magnetic
resonance imaging.

Introduction

The human cerebellum has a rather complex spatial
configuration, which is the most complex of all the
structures of the central nervous system. At the base of the
cerebellum is a white substance, which on sagittal and
parasagittal sections has a tree-like branched shape. The
cerebellar cortex covers the white matter from the outside,
repeating the shape of the outer surface of the white matter
and forming convolutions - cerebellar folia. Peculiarities of
foliation (division of the cerebellar cortex into folia) and
fissure of the cortex (delimitation of folia and lobes of the
cerebellum by slits) reflect and determine the complexity of
the spatial organization of the cerebellum as a whole [22].

In this case, disorders of foliation and fissure of the cortex,
arising from disorders of cerebral morphogenesis, is one
of the main morphological features of various
malformations of the cerebellum [5]. These disorders
underlie the classifications of cerebellar malformations and
are used as their diagnostic criteria [5, 18, 21].

In addition, changes in the spatial configuration of the
surface of the cerebellar cortex, probably, can be observed
in other diseases and pathological conditions. For example,
smoothing of the surface of the cortex of the cerebral
hemispheres was observed in atrophic changes of the
brain [10, 11, 12], similar changes can be observed in the
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presence of atrophic changes of the cerebellum [6].
However, the characterization of foliation and fissuration of
the cerebellar cortex is subjective and descriptive, without
defining objective quantitative parameters. Therefore, the
search for and development of techniques that could
objectively characterize the complexity of the spatial
configuration of the surface of the cerebellar cortex is an
important area of research in modern neuroscience and
morphology.

In recent years, fractal analysis has been increasingly
used as a morphometric method. This type of mathematical
analysis is used to estimate the complexity of the spatial
configuration of different objects. The fractal dimension,
which is determined in this case, characterizes the degree
of filling of space with a certain object and increases with
the complexity of the spatial configuration of this object.
Values of fractal dimension, defined on two-dimensional
images, vary from 1 to 2 [3, 4, 16]. For fractal analysis in
morphology, neuroscience (including neuroimaging) use
different methods of fractal analysis [3, 4, 7, 8, 9, 19], among
which the most commonly used methods are box counting
[1, 2, 10, 11, 15, 23, 24] and pixel dilatation [14, 17]. The
caliper method is also sometimes used [13, 20]. For fractal
analysis of various components of the cerebellar tissue
most often use the method of box counting [1, 2, 23], less
often - pixel dilatation in various modifications [14, 17].
Studies involving fractal analysis of the cerebellum using
the caliper method have not been found in the available
scientific literature. The method of caliper in the classical
version in medicine is rarely used because of its routine.
We have developed our own modification of the caliper
method, which allows calculations to be performed
automatically and more accurately than the classic version.
For comparison, we chose the box counting method, which
is most often used as a morphometric method in medicine
and morphology.

The aim of the study was to determine the values of the
fractal dimension of the external linear contour of the
cerebellum by examining magnetic resonance imaging of
the brain using the author's modification of the caliper
method and compare with the values determined using
the box counting method.

Materials and methods

The study was conducted in compliance with the basic
bioethical provisions of the Council of Europe Convention
on Human Rights and Biomedicine (04.04.1997), the
Helsinki Declaration of the World Medical Association on
the ethical principles of scientific medical research with
human participation (1964-2008), as well as the order The
Ministry of Health of Ukraine Ne690 dated 23.09.2009. The
conclusion of the Commission on Ethics and Bioethics of
Kharkiv National Medical University confirms that the study
was conducted in compliance with human rights, in
accordance with current legislation in Ukraine, meets
international ethical requirements and does not violate

ethical standards for conducting biomedical research
(Minutes of the meeting of the commission on ethics and
bioethics of KNMU Nel0 from 07.11.2018).

In study used brain tomograms of 30 relatively healthy
individuals (without detected structural changes in the
brain) aged 18-30 years, including 15 men and 15 women.

Tomograms were obtained using a magnetic
resonance imaging Siemens Magnetom Symphony with a
magnetic induction value of 1.5 T. T2-weighted magnetic
resonance (MR) images were used for the study. The
parameters of magnetic resonance imaging were as
follows: TE (echo time) 122 ms, TR (repetition time) 4520
ms, slice thickness - 5 mm. The median sagittal
tomographic sections of the cerebellar worm were
examined. For fractal analysis, the caliper method in the
author's modification and the box counting method in the
classical version were used.

Before fractal analysis, pre-processing of magnetic
resonance (MR) images of the cerebellum was performed.
To do this, a 128x128 pixel fragment was copied from the
digital MR image, which completely contained a
tomographic section of the cerebellum (Fig. 1A). Further
processing and analysis of images was performed in Adobe
Photoshop CS5.

To highlight the outer linear contour of the cerebellum,
image segmentation was first performed. The areas of the
digital image surrounding the cerebellum (background
structures) were painted white (Fig. 1B). After that, the image
was converted to binary format (Fig. 1C). The pixels of the
binary raster image were of two colours: black (pixel
brightness value 0; black pixels corresponded to the
cerebellar tissue as a whole) or white (pixel brightness
value 255; white pixels were background). The halftone
image was converted to binary using the Adobe Photoshop
CS5 "threshold" tool, which coloured all pixels darker than
the specified threshold to black and lighter to white. The
brightness thresholds ranged from 100 to 115 and were
selected empirically so that the boundaries of the
segmented area in the image corresponded to the outer
contour of the cerebellar cortex.

After segmentation, fractal analysis was performed
using the caliper method in the author's modification. This
method included 5 stages. In the first stage of fractal
analysis, the segmented area was selected using the
"selection” tool of Adobe Photoshop CS5 (Fig. 1D) and the
length of the contour (perimeter of the selected area) in
pixels was measured using the "analysis" tool.

In the second stage of fractal analysis, a contour with a
radius of 2 pixels was smoothed using the tool "selection
- modification - smoothing" of Adobe Photoshop CS5
(Fig. 1E). In this case, all bends of the linear contour that
had a radius less than the specified value of the smoothing
radius were removed from the contour, replaced by a
smooth line ("smoothed"). After smoothing, the contour
length was measured again.

In the third to fifth stages of the fractal analysis, the
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F

G H

Fig. 1. Preliminary processing (A-C) and stages of MR images fractal analysis of the human cerebellum using the method of caliper (D-
H). A - the original image; B - removal of background structures; C - segmented binary image (cerebellar tissue as awhole); D-H - external
linear contour of the cerebellum at different stages of fractal analysis: D - 1st stage, contour smoothing is not used; E - 2nd stage,
smoothing radius 2 pixels; F - 3rd stage, smoothing radius 4 pixels; G - 4th stage, smoothing radius 8 pixels; H - 5th stage, smoothing

radius 16 pixels.

contour was smoothed again. In the third stage, the
smoothing radius was 4 pixels, in the fourth - 8 pixels, in
the fifth - 16 pixels (Fig. 1F-H). After each contour
modification, the contour length was measured by
smoothing it.

Then determined the value of the fractal dimension by
the formula:

— é?:l(l—n(m,) B Ln(l/R))(Ln(p,/P,) B Ln(PlR))
é(Ln(l/R,) - Ln(l/R))2

where FD, is the fractal dimension of the linear contour
determined by the caliper method; R - contour smoothing
radius (in pixels); P - length of the linear contour (in pixels),
i - iteration (fractal analysis stage).

Since no smoothing was used in the first stage of fractal
analysis, the value of R, was taken as 1 (R,=1, R,=2, R,=4,
R,=8, R,=16).

To compare the values of the fractal dimension of the
linear contour of the cerebellum, determined by the author's
modification of the caliper method with the values obtained
by classical methods of fractal analysis, also performed
fractal analysis using the method of box counting. Image J
program was used for this method. Using this program, 2
values of fractal dimension were determined: FD, - fractal
dimension of the linear contour of the cerebellum and FD_
- fractal dimension of cerebellar tissue as a whole. To
determine the FD,, we used the contour of the selected

FD

a

area with a line width of 1 pixel (Fig. 1D), and then performed
a fractal analysis of the linear contour using the method of
box counting. FD, values were determined on segmented
binary images (Fig. 1C). The following box size values were
selected for box fraction analysis in Image J: 2, 4, 8, 16, 32
(1/64, 1/32, 1/16, 1/8, 1/4).

To identify factors associated with the values of the fractal
dimension of the cerebellum, the following morphometric
parameters and their ratio were determined: the length of
the contour (perimeter) of the tomographic section of the
cerebellum as a whole (P ), which corresponded to the
contour of the visible surface of the cerebellum; the area of
the tomographic section of the cerebellum as a whole (S)
(Fig. 1B), the length of the contour (perimeter) of the
segmented area (Ps) and the area of the segmented area
(S,) (Fig. 1C). Based on these data for the tomographic
section as a whole and for the segmented area, the values
of the form factor (SF, and SF) were calculated by the
formula:

SF= 4'[;2 S

where SF - shape factor, S - area, P - length of the
contour (perimeter).

Statistical data processing was performed using
Microsoft Excel 2010. For variation series, the following
statistical parameters were calculated: arithmetic mean
(M), its error (m,,), standard deviation (o) and coefficient of
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variation (CV). To determine the distribution of fractal
dimension values, the median (Me), the values of the 25th
and 75th percentiles, the minimum (min) and maximum
(max) values were determined. The distribution of values
for normality was checked using the Shaporo-Wilk W test.
The significance of the statistical differences between the
three values of the fractal dimension was assessed using
the Kruskal-Wallis KW test with multiple Bonferroni
correction for multiple comparisons. Pearson's correlation
coefficient (r) was calculated to identify and characterize
the correlations between the studied parameters. The
significance of the correlation was assessed using the
Student T test.

Results

The average value of FD, (fractal dimension of the linear
contour of the cerebellum, determined using the caliper
method) was 1.513+0.008. The minimum value of FD, was
1.432, the maximum - 1.600. The standard deviation was
0.042, the coefficient of variation was 2.79%, which indicates
low variability of fractal dimension values. FD, values were
distributed normally (p>0.05).

The average value of FD, (fractal dimension of the linear
contour of the cerebellum, determined by the method of
box counting) was 1.530+£0.010. The minimum value of
FD, was 1.427, the maximum - 1.647. The standard
deviation was 0.053, the coefficient of variation was 3.45%,
which is slightly higher than the corresponding FD,, but
also indicates the low variability of this value of the fractal
dimension. FD, values were also distributed normally
(p>0.05).

The average value of FD_ (fractal dimension of the
cerebellar tissue as a whole, determined by the method of
box counting) was 1.760+0.006. The minimum value of
FD, was 1.674, the maximum - 1.837. The standard
deviation was 0.030, the coefficient of variation was 1.73%,
which also indicates the low variability of this value of the
fractal dimension. FD_ values were distributed normally
(p>0.05). The statistical distribution of FD,, FD, and FD,_
values is shown in Fig. 2.

The values of the fractal dimensions of the linear contour
and the cerebellar tissue as a whole, determined by different
methods (FD,, FD, and FD_) were compared with each
other using the Kruskal-Wallis test. When checking the
differences between the values of the three fractal
dimensions, it was found that the values as a whole were
statistically significantly different (p»0).

In a further pairwise comparison of values, it was found
that the value of FD_, which characterizes the cerebellar
tissue as a whole, was statistically significantly different
from the two values of the fractal dimension characterizing
the linear contour of the cerebellum (FD, and FD,) (p»0).
But the two values of the fractal dimension that characterize
the linear contour (FD, and FD,) did not differ statistically
significantly (p>0.05). Thus, the values of the fractal
dimension of the linear contour of the cerebellum,

determined using different methods of fractal analysis
(caliper and box counting), had similar values, and the
methods gave comparable results. Next, the magnitude of
the difference was determined and the relationship
between these values of the fractal dimension was
investigated.

The difference between the two values of the fractal
dimension that characterize the linear contour of the
cerebellum (FD, - FD,), ranged from -0.061 to 0.113; the
median value of this parameter was 0.014; the value of the
25th percentile was -0.019; the value of the 75th percentile
was 0.050. The value of the difference between the two
values of the fractal dimension is associated with a
statistically significant strong positive correlation with the
value of the fractal dimension of the cerebellar tissue as a
whole (FD,) (r=0.77, p<0.05), a positive correlation of
medium strength with the value of the fractal dimension of
the linear contour, determined by the method of box counting
(FD,) (r=0.64, p<0.05), and with the area of the segmented
area (S,) (r=0.54, p<0.05). There was no statistically
significant correlation with the value of the fractal dimension
of the linear contour determined by the caliper (FD,) method
(r=-0.28, p>0.05). In 17 objects out of 30 (56.7%) the value
of FDb was higher than FDa.

The ratio of the absolute value of the difference between
the two values of the fractal dimension of the linear contour
of the cerebellum (|FD, - FD,|) to the arithmetic mean of
these two values ((FD, + FD,) / 2) varied from 0.07% to
7.08%; the average value was 2.56+0.34%. This value is
associated with a statistically significant positive correlation
of medium strength with the value of the fractal dimension
of the cerebellar tissue as a whole (FD,) (r=0.60, p<0.05),

2,000 -
1,900 -
1,800 - :+:|
1,700 -
1,600 -
FD 1,500 - I:+:l
1,400 -
1,300 -
1,200 1
1,100 -
1,000
FDa FDb FDc
Outer linear Outer linear Cerebellar
contour of contour of tissue as a
cerebellum cerebellum whole
. Box Box
Caliper . .
counting counting
percentile 75 1,546 1,572 1,778
Max 1,600 1,647 1,837
= Me 1,515 1,536 1,760
Min 1,432 1,427 1,674
percentile 25 1,494 1,507 1,746

Fig. 2. Distribution of fractal dimensions values of cerebellum
external linear contour, determined by different methods of fractal
analysis (caliper and box counting) and fractal dimensions of
cerebellar tissue as a whole, determined by the method of box
counting.
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and with the area of the segmented area (S,) (r=0.58, p<0.05),
a negative correlation with the value of the fractal dimension
of the linear contour, determined by the method of caliper
(FD,) (r=-0.39, p<0.05). No statistically significant correlation
was found with the fractal dimension of the linear contour
determined by the box counting (FD,) method (r=0.24, p>0.05).

Therefore, the larger the area of the segmented portion
of the image corresponding to the cerebellar tissue as a
whole and the greater the fractal dimension characterizing
the cerebellar tissue as a whole, the greater the fractal
dimension of the linear contour determined by the box
counting method exceeded the value determined by using
the caliper method and the greater was the difference
between these values in general.

When performing correlation analysis, it was found that
between the two values of the fractal dimension of the external
linear contour of the cerebellum, determined by different
methods of fractal analysis (FD, and FD,), there is a positive
correlation of medium strength (r=0.56, p<0.05). No
statistically significant correlation was found between FD,
and FD_ values (r=-0.17, p>0.05). There is a positive
correlation of medium strength between the values of FD,
and FD_ (r=0.53, p<0.05).

The average value of the ratio of the length of the contour
(perimeter) of the tomographic slice as a whole to the area
of the slice (P/S,) was (0.0358,0.0455, 0=0.0027,
CV=6.65%). The average value of the factor of the shape of
the tomographic section as a whole (SF)) was 0.69+0.01
(0.56,0.75, 0=0.05, CV=6.75%).

The average value of the ratio of the length of the contour
(perimeter) to the area of the segmented area (P J/S,) was
0.205+0.006 (0.161,0.271, 0=0.031, CV=15.19%). The
average value of the shape factor of the segmented area
(SF,) was 0.047+0.002 (0.028,0.076, 0=0.012, CV=24.94%).

The average value of the ratio of the length of the contour
(perimeter) of the segmented area to the length of the contour
of the tomographic section as a whole (P/P ) was
3.030+0.060 (2.400,3.580, 0 = 0.32, CV=10.69%). The
average value of the ratio of the area of the segmented area
to the area of the tomographic section as a whole (S./S )
was 0.600+0.010 (0.510_0.740, o = 0.050, CV=8.34%).

A correlation analysis was also performed between the
values of fractal dimensions of the cerebellum (FD_, FD,
and FD ) and the above morphometric parameters. The
values of the correlation coefficient are given in Table 1.

As can be seen from table 1, the values of the fractal
dimension of the outer linear contour of the cerebellum,
determined by the method of caliper (FD,), are associated
with a strong positive correlation with the length of the linear
contour (P)) and the shape factor of the segmented area
(SF)), the length of the contour to the area of the segmented
area (P/S)), the ratio of the length of the contour of the
segmented area to the length of the contour of the
tomographic section as a whole (P /P ). FD, values are
related by a negative correlation of the mean strength with
the ratio of the area of the segmented area to the area of the

Table 1. Correlation relationships of fractal dimension values and
morphometric parameters of MR images of the human cerebellum.

Fractal dimension FD, FD, FD,
suaed object | XTI | ke
Method of fractal analysis | Caliper Box counting
P, 0.244 0.252 0.354*
S, 0.176 0.388* 0.607*
P./S, -0.084 -0.347 -0.561*
SF, -0.107 0.143 0.286
Morphometric P, 0.700* | 0.705* 0.363*
parameters of
MR images S, -0.301 | 0.223 0.782*
PJ/S, 0.857* 0.412* -0.363*
SF, -0.885* | -0.666* -0.019
PP, 0.738* 0.745* 0.313
SJS, -0.648* | -0.060 0.598*

Notes: * - p<0,05.

tomographic section as a whole (S/S ). Correlations
between FD, and other morphometric parameters were not
statistically significant (p>0.05).

The values of the fractal dimension of the outer linear
contour of the cerebellum, determined by the method of box
counting (FD,), are associated with a strong positive
correlation with the length of the linear contour of the
segmented section (P) and with the ratio of the contour
length of the segmented section to the total contour (P/P,),
the positive correlation of the average force with the area of
the tomographic section as a whole (S;) and the ratio of the
length of the linear contour to the area of the segmented
area (P/S,). FD, values are associated with a negative
correlation between the mean force and the segmentation
factor (SF,). Correlations between FD,  and other
morphometric parameters were not statistically significant
(p>0.05).

The values of the fractal dimension of the cerebellar tissue
as awhole, determined by the method of box counting (FD ),
are associated with a strong positive correlation of medium
strength with the area of the segmented area (Ss), a positive
correlation of medium strength with the length of the linear
contour of the tomographic section as a whole (P,) and the
segmented area (P_), and with the area of the tomographic
section as a whole (S;). The FDc values are related by a
negative correlation of the mean force with the ratio of the
contour length to the area of the tomographic section as a
whole (P /S ) and the ratio of the contour length to the area of
the segmented area (P /S ). Correlations between FD_ and
other morphometric parameters were not statistically
significant (p>0.05).

Discussion

The cerebellum can be considered as a natural fractal
object due to the complexity of the spatial configuration,
self-repetition and self-similarity of the structure. However,
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studies of the cerebellum using fractal analysis in the
available scientific literature are not numerous [1, 2, 14,
23]. During the fractal analysis of cerebellum structures,
scientists studied the white and grey matter of the
cerebellum [1, 2, 23], or individual branches of the white
matter of the cerebellum [14].

In our previous studies, using our own modification of
the pixel dilatation method, we determined the values of
the fractal dimension of the outer linear contour of the upper
and lower cerebellar lobes, which were, respectively,
1.370+0.009 and 1.431+0.008 [17]. The values of the fractal
dimension of the linear contour of the cerebellum obtained
in this study slightly exceed these values, because
previously only the values of the fractal dimension of
individual parts of the cerebellum were determined, in
contrast to this study, which studied the linear contour of
the cerebellum completely. Differences and features of the
studied areas, probably, also cause differences of the
received values of fractal dimension.

Other scientists have not previously studied the linear
contour of the cerebellum using fractal analysis. Some
studies have included fractal analysis of the contour of the
cerebral hemispheres (cortex) using the method of box
counting, which allowed to quantify the degree of gyrification
of the cortex and determine the presence of pathological
atrophic changes in the brain [10, 11, 12]. Therefore, the
study of the contour of the cerebellar cortex using fractal
analysis allows to quantify the spatial configuration of its
surface and assess the complexity of the shape of the
cerebellum, which is clinically important for diagnosing
cerebellar malformations and determining the presence
and severity of atrophic cerebellar changes.

For fractal analysis it is important to select the optimal
methods and their modifications, as well as the
comparability of the results obtained using different
methods of fractal analysis. The values of the fractal
dimension of the linear contour of the cerebellum, obtained
using the methods of caliper and box counting, are very
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®PAKTAIIbHA PO3MIPHICTb 30BHILHBbOIO NIHIAHOIO KOHTYPY MO30YKA NIOAUHU (3A OAHUMW OOCHIOKEHHA

MATIHITHO-PE3OHAHCHUX TOMOIPAM)
Map'enko H.l., CmenaHeHko O.FO.

®pakmanbHuUl aHania € MemodoM MameMamu4yHo20 aHari3dy, ikull 00380JI5I€ KillbKICHO 8u3Hayumu cKiaadHiCmb MPocmopoeor
KOHGbieypauii aHamomidHUX cmpykmyp ma mMoxe 6ymu 3acmocosaHull 8 sikocmi MopghomempuyHo20 memody. Mema docnidxeHHs -
8U3Ha4YUMU 3Ha4YeHHs ¢hpakmarnbHOI PO3MIPHOCMI 308HIWHbLO20 iHiIlIHO20 KOHMYpY MO30YKa WI/isiXOM OOC/iOXEeHHSI MagHimHo-
pPe30HaHCHUX moMoepaM 20/108HO20 MO3Ky 3a O0MoMoz20i0 asmopcbKoi modudgpikauii criocoby caliper ma ropigeHsmu 3i 3Ha4eHHAMU,
8u3Ha4YeHUMU 3a 0oromoeor criocoby box counting. Y docnidxeHHi 6ynu sukopucmaHi momozpamu 205108H020 MO3Ky 30 yMOBHO
30oposux ocib sikom 18-30 pokie (15 wonosikie ma 15 xiHok). Jocnidxysanu T2-38axeHi uugposi MazHimHO-pe30HaHCHIi 300paxXeHHsI.
Bynu docnidxeHi cepeduHHi cazimanbHi momoeapacdhiyHi 3pi3u yepe'ska mMo3oyka. [na chpakmanbHo20 aHanisy 6ye eukopucmaHul
cnoci6 caliper 8 asmopchkiti moducpikauii. CepedHe 3HauyeHHs1 hpakmarbHOI PO3MIPHOCMI NiHIIHO20 KOHMYPY MO304Ka, 8U3Ha4YeHOoI
3a doromoeor crnocoby caliper, cmaHosunno 1,513+0,008 (1,432,1,600). CepedHe 3Ha4yeHHSI ghpakmarbHOi po3MipHOCMi NiHilIHO20
KOHMYypy MO304Ka, 8u3Ha4eHoi 3a doriomoeor crnocoby box counting, cmaHosuno 1,530+0,010 (1,427,1,647). CepedHe 3Ha4eHHs
bpakmarnbHOi PO3MIPHOCMI MKaHUHU MO304YKa 8 UirioMy, 8u3Ha4yeHoi 3a dornomoezoto crocoby box counting, cmanosuno 1,760+0,006
(1,674,1,837). 3HauyeHHs hpakmarnbHOi pO3MIPHOCMI 308HIWHBO20 FiHIUHO20 KOHMYpPY MO304YKa, 8U3Ha4YyeHi 3a AoromMoeot crocobis
caliper ma box counting, cmamucmu4Ho 3Hadyuwe He giOpisHsitombcsi. Tomy obudsa crocobu mMoxyms bymu eukopucmaHi 0ss
¢hpakmanbHO20 aHari3y fiHilIHo2o KOHMypy Mo3o4ka. ®pakmanbHuUll aHani3 308HIWHbLO20 iHIUHO20 KOHMYpPY MO304ka O03807151€
KINbKICHO oyiHUMuU cknadHicmb npocmopoeoi KoHi2ypauii 308HIWHLOI M08EPXHI MO304YKa, KOMPY 8aXKO OuiHUMuU 3a G0MOoMO20t0
mpaduyitiHux mopgomempuyHux memodie. [aHi, ompumaHi 8 pedynbmami 0aHo20 OocrioeHHsI ma Mmemoduka hpakmarnbHO20
aHanidy 3a doriomoeoto criocoby caliper 8 asmopcbkiti Modudbikauii, Moxyms 6ymu eukopucmani 05151 MOpghoMempu4yHo20 OOCTIOKEHHS
Mo304Ka ftoOUHU fpu rpogedeHHi MopghonoziyHUx OOCiOKeHb, @ maKkox Onsi OuiHI8aHHs1 cmaHy Mo304ka Ha MP 306paxeHHsIX i3
OdiagHOCMUYHOK Memolo.

KnroyoBi cnoBa: ¢pakmanbHull aHani3, cnoci6 caliper, crocié box counting, MO3040K, MagHIMHO-pe3oHaHCHa momozpagis.
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Widespread use of antibiotics in clinical practice leads to the development of antibiotic
resistance and encourages the search for new ways of modulation of their therapeutic
effect. One of the potentially successful modulators may be Hydrogen sulfide, but the
mechanisms of its action require careful studies, including toxicological. The aim of
the study was to study the effect of Hydrogen sulfide levels on the embryotoxicity and
fetotoxicity of oral and intravaginal Clindamycin phosphate administration. The
experimental study was performed on 60 pregnant female rats, which were divided into
6 experimental groups: group 1 - control group; group 2 - high level of serum Hydrogen
sulfide; group 3 - Clindamycin phosphate intravaginally; group 4 - Clindamycin phosphate
intravaginally with high level of serum Hydrogen sulfide; group 5 - Clindamycin phosphate
orally; group 6 - Clindamycin phosphate orally with high level of serum Hydrogen
sulfide. We studied the dynamics of weight gain in pregnant rats, the number of corpora
lutea, the number of implantation sites in the uterus, the number of live and dead
fetuses, preimplantation and postimplantation mortality, as well as the dynamics of
body weight gain and mental development of offspring. Artificially increasing the serum
level of Hydrogen sulfide in pregnant rats led to an increase in maternal weight gain, an
increase in the weight and cranio-caudal size of embryos, as well as a decrease in the
number of resorbed fetuses and postimplantation mortality. The insignificant toxic
effect of high doses of oral Clindamycin phosphate was leveled in the group with
elevated indices of serum Hydrogen sulfide. Rats born to females with elevated levels
of serum Hydrogen sulfide showed faster rates of weight gain and normal mental
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development according to the "open field" test.
Keywords: Clindamycin phosphate, Hydrogen sulfide, embryotoxicity, fetotoxicity.

Introduction

Treatment of patients with drugs from the group of
antibiotics requires a balanced and professional approach,
which is part of the concept of rational use of drugs. In turn,
the rational use of antibiotics is an important part of the
Ministry of Health's postulates, which should improve the
prognosis of patients' recovery and reduce the length of
hospital stay. However, despite the titanic efforts of the WHO
and family doctors, the problem of controlling the circulation
of antibiotics and their use by patients themselves remains.
The main ones are uncontrolled intake, unauthorized
discontinuation of antibiotics, self-increase or decrease in
dose of drugs and, ultimately, the use of these potentially
dangerous drugs without urgent need [8, 10, 19, 28].

All the principles of rational antibiotic therapy are divided

into two major groups:

1. a group of principles and rules from the doctor and
the manufacturer of the antibiotic;

2. a group of rules on the part of the patient.

If the second group can be little influenced by specialists,
then the first group must be thoroughly studied, improved
and create new approaches to antibiotic therapy.

In view of this, in recent years in the world literature
there is information about the action of a number of
endogenous factors that change the body's response to
inflammation and septic conditions, which often use
antibiotics. Such factors include the levels of vasoactive
molecules, among which the most important is Hydrogen
sulfide [9, 12, 13, 29, 31].
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One of the most important issues in assessing the
toxic effects of antibiotics on the human body is to determine
the indicators of fetotoxicity and embryotoxicity.

One of the antibacterial agents widely used in
gynecological practice, including for pregnant women, is a
member of the group of lincosamides - the drug clindamycin
[14, 15, 17, 21, 23, 25]. In the scientific literature there are
reports of possible adverse effects of this drug on the
course of labor and the condition of the fetus [1]. That is
why, in our opinion, it is relevant both from a scientific and
practical point of view to study the effect of Hydrogen sulfide
on the reproductive toxicity of antibiotics, in particular
clindamycin.

The aim of the research was to study the effect of
Hydrogen sulfide levels on the indicators of embryotoxicity
and fetotoxicity of Clindamycin phosphate under conditions
of oral and intravaginal administration.

Materials and methods

The experimental study was performed on 60 pregnant
female rats weighing 200-240 grams (219.7+11.1 grams)
and under 1 year of age.

All experiments were performed in accordance with the
"Regulations on the use of animals in biomedical
experiments" with the permission of the Bioethics Committee
and in accordance with the provisions of Directive 2010/63/
EU of the European Parliament and of the Council of 22
September 2010 "On the protection of animals used for
scientific purposes".

Next, the experimental animals were divided into
experimental groups as follows:

1 group (n=10) - control group - animals that received a
solution of phosphate buffer.

Group 2 (n=10) - animals, which created an excess of
serum Hydrogen sulfide.

Group 3 (n=10) - animals treated with Clindamycin
phosphate intravaginally.

Group 4 (n=10) - animals injected with Clindamycin
phosphate intravaginally on the background of excess serum
Hydrogen sulfide.

Group 5 (n=10) - animals administered Clindamycin
phosphate orally.

Group 6 (n=10) - animals administered Clindamycin
phosphate orally on the background of excess serum
Hydrogen sulfide.

All drugs were administered throughout pregnancy.

The phosphate buffer solution was administered orally
through a 0.5 ml tube once a day.

Oral Clindamycin phosphate (Union Quimico
Farmaceutica, S.A., Spain) was administered on a 1% starch
gel via a tube once a day. The dose of the drug was equivalent
to the maximum daily dose and according to the conversion
tables was 500 mg/kg [22].

Intravaginally, Clindamycin phosphate (Pfizer Inc., USA)
was administered to rats as micro-suppositories once daily.
The dose of the drug according to the conversion tables

was 1.5 mg [22]. Given that the suppository contains 100
mg of active substance and its weight is 2.5 grams, and
based on the fact that the active substance is distributed
evenly in the suppository, to provide an equivalent dose (1.5
mg of Clindamycin phosphate) we formed micro-
suppositories weighing 37.5 mg.

Excess Hydrogen sulfide in animals was created by
intraperitoneal administration of Hydrogen sulfide donor -
sodium hydrosulfide (NaHS, Sigma-Aldrich, USA) at a dose
of 1.5 mg/kg on 0.1 M phosphate buffer (pH 7.4), in the form
of freshly made aqueous solution at the rate of 0.1 ml per
100 g of rat weight, 1 time per day [27].

On day 5 of the study, the content of Hydrogen sulfide in
the serum was determined. To do this, all rats were bled
from the tail vein. The serum of the obtained blood was
examined by spectrophotometric method in the reaction
between sulfide anion and para-phenylenediamine
hydrochloride in an acidic environment in the presence of
iron ions (Ill) [27].

Throughout the experiment, the general condition of the
rats, behavior and dynamics of weight gain were observed.
Ondays 7, 14 and 20, the weight gain of pregnant rats relative
to baseline values was assessed.

On day 20, half of the 7 rats from each group were removed
from the experiment by translocating the cervical vertebrae
under ketamine anesthesia at the rate of 0.22 ml of ketamine
per 100 grams of body weight of the experimental animal. A
laparotomy was performed, after which the pregnant uterus
was examined (Fig. 1).

The number of corpora lutea in the ovaries, the number
of implantation sites in the uterus, the number of live and
dead fetuses were recorded. Based on the obtained data,
the term of fetal death was determined - before or after
implantation.

Preimplantation (PrelL) and postimplantation (PostIL)
mortality were determined by the formulas:

1. PrelL=(C- (A + B))/C*100%;

2. PostIL=B/(A + B)*100%,

where A is the number of live fetuses, B is the number of

Fig. 1. Pregnant uterus removed into a Iaparotomy wound. 1 -
cervix; 2, 3 - right and left uterine horns with embryos.
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dead (resorbed) fetuses, C is the number of corpora lutea of
pregnancy.

Fetuses were examined for visible mutations, sex, weight,
and cranio-caudal size were determined. After that, part of
the fetuses was fixed in Buen's solution to study the condition
of the internal organs on serial sections. The rest of the
fetuses was immersed in a solution of 96% ethanol and
stained by the Dawson method to assess ossification points.

The rest of the rats were observed before birth. After birth,
the number of newborn males and females was counted,
and the weight of rats was measured at 5, 15, 30, and 50
days. In addition, for 30 days, 7 males and 7 females were
randomly selected from rats born in each group, which were
assessed for anxiety and mental development of offspring
on the "open field" model.

The obtained data were processed using the statistical
software package SPSS 20.0 for Windows.

Results

In all groups and at all times of the study, no behavioral
changes were observed in experimental animals. All rats
maintained normal motor activity. Consumption of feed and
water met the standards for this species.

The levels of serum Hydrogen sulfide in the groups of
experimental animals are shown in Fig. 2.

In all groups where the excess of serum Hydrogen
sulfide was artificially simulated, there was a significant
increase (p<0.01) of this indicator by 11-12% compared to
the groups that did not receive Hydrogen sulfide donors.

When assessing the dynamics of weight gain in
pregnant female rats, the following data were obtained.
During the first week, there was almost the same weight
gain in all experimental animals.

In the second group (excess Hydrogen sulfide), the
animals gained weight significantly faster than in the control
group. Thus, the weight gain was higher compared to the
control group by 15.35% in the second week and by 15.22%
in 15-20 days of the study.

The studied indicator in the group with intravaginal
administration of Clindamycin phosphate did not differ
significantly from the control group at all terms of the study.
At the same time, rats with intravaginal administration of
Clindamycin phosphate on the background of excess
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Fig. 2. Serum Hydrogen sulfide levels in groups of experimental
animals.

Hydrogen sulfide gained weight in almost the same way
as rats from group 2 - weight gain exceeded the control
group by 14.47% in the second week and 14.33% in 15 -20
days of research, respectively.

Although in the group with oral Clindamycin phosphate
the numerical values of weight gain were slightly lower
than the value of this indicator in the control group, but
statistically significant differences between the groups were
not confirmed at any time in the study. Similarly, no
statistically significant difference was found between the
indicators of group 6 and the control group, although the
numerical values in group 6 were slightly higher. In this
case, both on the 14th and on the 20th day of the study,
weight gain in rats of group 6 significantly exceeded the
same indicator of group 5.

Detailed values of weight gain of experimental animals
in all study groups are shown in Table 1.

The indicators we evaluated on the 20th day of the study
are shown in Table 2.

At visual inspection of fetuses visible mutations were
not defined by us, ossification points in groups 2-6 did not
differ from group 1 (control group).

Fetuses had the largest mass and cranio-caudal size
in groups 2 and 4, the smallest - in group 5, and the
differences were statistically significant. In groups 1, 3 and
6 these indicators were almost identical.

The number of corpora lutea, as well as the number of
live fetuses in the groups did not differ significantly. At the
same time, the number of resorbed fetuses was significantly
lower in groups 2 and 4. The largest number of resorbed
fetuses was in group 5, although not statistically
significantly higher than in the control group.

Regarding the indicators of intrauterine mortality,
preimplantation mortality did not differ significantly in all
groups. Postimplantation mortality was highest in the group
with oral Clindamycin phosphate, although no significant
differences from the control group were confirmed. The
lowest rates of postimplantation mortality occurred in the
groups with additional administration of sodium
hydrosulfide, and the indicators of groups 2 and 4 were
statistically significantly higher than the groups with the
usual background level of Hydrogen sulfide.

The next stage of our study was to establish the effect of
the studied substances on the physical and mental
development of the offspring.

No fatalities were reported during the 50-day study. All
rats were active, behavioral reactions, timing of hair, weight
gain met age standards.

The dynamics of weight gain in rats are shown in
Table 3.

In male rats born from animals of group 2, on the 15th
and 30th day of life, body weight significantly exceeded
those of groups 1 and 5, and on the 50th day - only a similar
indicator of group 5. In female rats born from animals of
group 2, body weight significantly exceeded that in groups
1 and 5 on days 15, 30 and 50 of the study.
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Table 1. Estimation of weight gain of pregnant rats (M+m).

] Initial weight, Weight gain for the specified period, grams
Groups of animals

grams 1-7 days 8-14 days 15-20 days
1. Control (Phosphate buffer) 219.0+14.9 15.20+3.77 22.80+3.43*24 33.50+5.32*24
2. NaHS 219.6%12.7 16.20+1.62 26.30+£3.27*135 38.60+3.27*135
3. Clindamycin phosphate intravaginally 221.6+10.5 15.00+2.16 22.5042.37*24 33.10+4.23*24
4. Clindamycin phosphate intravaginally + NaHS 221.9410.3 15.10+1.79 26.10+2.51*135 38.30+3.40%*135
5. Clindamycin phosphate orally 217.345.4 14.70+1.95 19.40+4.22%246 31.6042.99*246
6. Clindamycin phosphate orally + NaHS 218.8+12.5 15.20+3.55 23.80+3.16* 36.50+4.22*

Notes (hereinafter): * - statistically significant difference compared with the control group. The numbers indicate the group number, in
comparison with which the differences are significant.

Table 2. Evaluation of the effect of the studied compounds on the embryonic development of rats (M+m).

For 1 female
Groups of Fetus weight, . N
8 Fetus size, cm umber of
animals grams corpora lutea l\ll‘uml?er of Nur’Sbgrfof PrelL PostIL
of pregnancy ive fetus resorbed fetus

1. Control

(Phosphate 3.086+0.367*24 | 2.871+0.350*24 13.43+1.27 10.86+1.07 1.429+0.787** | 8.456+4.971 11.43+6.26*2
buffer)

2. NaHS 3.457+0.207*135 | 3.214+0.168*135 | 13.29+0.95 11.29+1.11 | 0.571+0.535*135 | 10.53+8.86 | 4.817+4.571*13%
3. Clindamycin

phosphate 3.100+0.231*24 | 2.886+0.204*24 13.86+1.21 10.57+1.27 | 1.571+0.535*24 | 12.48+3.82 12.93+4.21*24
intravaginally

4. Clindamycin

phosphate *1,35 %135 %3,5 *3,5
intravaginally + 3.429+0.189*135 | 3.186+0.135*13" 12.71+1.50 10.71+1.25 | 0.714+0.488*° |9.810+5.487 | 6.294+4.330**
NaHS

ghgs'g'ﬁ:tzﬁgly 2.8000.289%245 | 2.614+0.261%4 | 13.14+1.77 |9.857+2.193 | 1.857+0.900*24 | 11.35+5.36 | 16.22+9.00%245
6. Clindamycin

phosphate orally 3.200+0.306*° 3.014+0.313* 13.43+1.27 11.00+£1.41 0.857+0.690* 11.68+3.76 7.306+5.847*5
+ NaHS
Notes: PrellL - preimplantation mortality. PostIL - postimplantation mortality.
Table 3. Dynamics of weight gain of rats from 5 to 50 days of life (M+m).

Day of life
Groups of animals Sex
5 15 30 50
1. Control (Phosphate Males 11.37+0.89 22.21+1.19% 43.01%2.12% 76.71+2.47
buffer) Females 11.44+0.85 22.37£1.25% 43.1742.17% 76.59+2.59*
) S Males 12.24+1.10 23.80+1.30*15 46.03+2.26*5 78.81+2.81*5
. NaH
Females 12.30+1.13 24.20+1.63*5 46.19+2.20*15 79.53+2.27*5

3. Clindamycin Males 11.87+0.71 22.83+1.02 45.40+2.09 77.03+2.09
phosphate

intravaginally Females 12.01+0.74 23.03+1.16 4553+1.97 77.03+2.09

4. Clindamycin Males 11.6120.95 22.44+1.11 45.17+2.16 77.11%1.43
phosphate

intravaginally +

NaHS Females 11,61+0,95 22,60+1,18 45,30+£1,90 77,47+1,37

5. Clindamycin phosphate Males 11,26+1,12 22,30+1,24%2 43,33£2,08* 75,23£2,26%
orally Females 11,41+0,92 22,44+1,02% 43,49+2 21% 75,39+2,34%
6. Clindamycin phosphate Males 11,34+0,86 22,31+1,29 44,04+1,76 76,16+2,24
orally + NaHS Females 11,56+0,71 22,63+1,17 44,20+1,90 77,07+2,18
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Table 4. Evaluation of behavioral responses in the open field test model (M+m).

Groups of animals Sex Ambulations Grooming Rering Defecation
Males 16.14+0.69 7.286+1.113 3.429+1.272 0.714+0.488
1. Control (Phosphate buffer)
Females 15.57+0.98 8.857+1.069 3.571+1.397 1.000£0.577
> NatiS Males 15.86+0.90 7.429+1.134 3.143+1.345 0.857+0.690
. Nal

Females 15.43+1.27 9.143+0.690 2.571+0.976 0.571+0.535
3. Clindamycin Males 15.71+0.76 8.000+1.155 3.143+1.215 0.714+0.756
phosphate intravaginally Females 15.29+0.95 8.143+1.069 2.857+1.215 1.14320.690
4. Clindamycin phosphate Males 16.29+0.76 7.571+1.134 2.571+0.787 0.571+0.535
intravaginally + NaHS Females 15.86+0.69 8.714+0.951 3.000£1.528 1.143+0.690
Males 16.14+0.90 7.714+1.254 3.143+0.690 0.857+0.900

5. Clindamycin phosphate orally
Females 16.29+0.95 8.571+1.134 3.286+1.254 0.714+0.756
6. Clindamyein phosphate orally + Males 16.43+0.79 8.286+1.113 3.714+1.380 0.429+0.535
NaHS Females 15.71+1.50 8.429+1.397 3.143+0.900 0.857+0.378

An "open field" test was used to assess the behavioral
responses of the offspring. The test results are shown in
Table 4.

Thus, when evaluating the effect of the studied
compounds on the offspring of rats, according to the "open
field" test, we did not register any negative changes. All rats
showed a sufficient level of resistance to stress, and
indicators of interest (ambulation, ringing) and anxiety
(grooming) did not go beyond the range of normal values.

Discussion

In the body, Hydrogen sulfide acts as a signaling
molecule, a gas transmitter for which no specific receptors
have been found. H2S molecular targets are various ion
channels, receptors, enzymes and proteins that regulate a
wide range of biochemical and physiological processes
[23].

The content of Hydrogen sulfide in the body often
changes as a result of pathological conditions and the use
of pharmacological drugs. Thus, Hydrogen sulfide
deficiency is associated with ischemic heart and brain
disorders, mental retardation, atherosclerosis,
hyperhomocysteinemia, etc. [6, 30, 31]. On the other hand,
excessive production of Hydrogen sulfide is involved in the
pathogenesis of inflammatory diseases, septic shock,
stroke, etc. [5, 31].

This involvement of Hydrogen sulfide in the
pathogenesis of various pathological conditions is due to
the fact that it is involved in the regulation of a wide range of
physiological and pathophysiological processes, such as
vascular tone, neuromodulation, cytoprotection,
inflammation, apoptosis and others [9, 12, 13, 29, 31].

No less interesting is the ability of Hydrogen sulfide to
stimulate angiogenesis by stimulating the proliferation of
endothelial cells [19, 32].

In this study, by serial administration of sodium
hydrosulfide, we were able to achieve an increase in the
background level of Hydrogen sulfide in all experimental

animals, as in our previous studies [27].

Clindamycin phosphate when administered
intravaginally did not create toxic effects on the mother and
the embryo. The absence of toxic effects was confirmed by
similar to the control group indicators of weight gain of
pregnant rats, as well as indicators of weight and size of
embryos on the 20th day of the study. In addition, the number
of live and resorbed fetuses, as well as pre-implantation
and post-implantation mortality did not differ statistically
from the control group. There were also no changes in
body weight gain and mental development of rats born to
females who received Clindamycin phosphate in the form
of suppositories during pregnancy.

Administration of Clindamycin phosphate to pregnant
female rats during pregnancy had a negligible adverse
effect on females and embryos. However, it was not possible
to prove the statistical significance of differences with the
control group.

The creation of excess Hydrogen sulfide significantly
improved the studied parameters in both rats with
intravaginal administration of Clindamycin phosphate and
in rats that were not administered the drug. This was
manifested by a significant increase in body weight gain of
pregnant rats and rats born from them, an increase in
anthropometric indicators of embryos, as well as a
decrease in the number of resorbed fetuses and post-
implantation mortality. Mental development of rats was also
characterized by better performance.

Additional administration of sodium hydrosulfide to rats
treated with Clindamycin phosphate orally counteracted
the slight adverse effects of the drug and significantly
improved the studied parameters.

Such results of our researches can be explained by
increase in a placental blood-groove and increase in
trophism of embryos. On the one hand, the reason for this
effect is the vasodilating effect of Hydrogen sulfide on the
vessels of the placental circulation, which was previously
described in the scientific literature [4, 11, 20]. On the other

Vol. 27, Ne2, Page 23-29

27



Evaluation of embryotoxicity and fetotoxicity of Clindamycin phosphate under normal and elevated levels of serum...

hand, previous studies demonstrate the presence of
Hydrogen sulfide in the ability to stimulate angiogenesis
by stimulating the proliferation of endothelial cells [7, 18,
29, 32].

Further experimental studies will expand our
understanding of the effects of Hydrogen sulfide on the
morphological structure and development of the placenta,
as well as a clearer understanding of its involvement in the
pathogenesis of pathological conditions associated with
placental blood flow.

Regarding the genotoxicity of Clindamycin phosphate
against the background of excess Hydrogen sulfide, we
did not conduct such studies for technical reasons.
Literature data indicate the absence of genotoxicity in both
oral and intravaginal forms of Clindamycin phosphate,
which was confirmed by the results of the Ames mutation
test for Salmonella typhimurium, as well as the
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OUIHKA EMBPIOTOKCUYHOCTI TA ®ETOTOKCUYHOCTI KNIHOAMILUUHY ®OCDHATY 3A YMOBU HOPMAJILHOIO TA
NIABULLEHOIO PIBHS CUPOBATKOBOIO MNAPOMEH CynboIiay Y WYPIB
TapaH I.B., Npe6errok A.1., Bonowyk H.l., JlosuHcbka M.C., Ha3ap4yk O.A., BoOHapyyk O.B.

Llupoke sukopucmaHHsi aHmubiomukie 8 KniHiYHIl npakmuui eede 00 po3sumKy aHmMubiomuKope3ucmeHmHocmi ma crioHykae 0o
nowyKy Hoeux wiisixie Modynsauii ix mepanesmuyHo2o ernnugy. OOHUM i3 MOMEHUIUHO ycriwHUX Modynssmopie moxe 6ymu 2idpoz2eH
cynbhid, npome mexaHiamu Uoz2o Oii mompebyoms pemesibHo20 O0CIOKEHHST 8 MOMY YucCHi U MOKCuUKonoeiyHoeo. Mema GocnidxeHHs
- eus4umu 8rsus pigHie 2idpozeH cynbghidy Ha MoKasHUKU embpiomokcudHoCmi ma ghemomokcuyHocmi KiiHGamiyuHy gpocghamy 3a
yMO8 nepoparsibHo20 ma iHmpaesaziHarbHo20 esedeHHs1. EkcriepumenmanbHe 0ocnidxeHHs1 nposodusnu Ha 60 easimHUX camkax wypis,
sKi 6ynu posnodineHi Ha 6 docnidHuUx epyn:. 1 epyna - epyna KOHMpPOIo; 2 2pyna - HadAUWOK CUpPOB8amMKO8020 2i0po2eH cyrnbgidy; 3
2pyna - KniHlamiyuHy ghoccham iHmpasaziHanbHo; 4 epyna - KniHdamiyuHy ¢ghocgham iHmpasaziHaribHO Ha GOHI HaOMULWKY CUPOBamMKO8020
2idpoeeH cynbidy; 5 epyna - kniHOamiyuHy ¢hocgham repopasnbHo; 6 epyna - KniHOamiyuHy ¢hocgham nepopanbHO Ha QYOHI HadIUWKy
cuposamkogoz0o 2idpozeH cynbgidy. Busuyanu duHamiky Habopy macu 8a2imHUMU caMKaMu, KiflbKiCmb X08MUX Mifl 8 SIEYHUKaXx,
Kinbkicmb iMnnaHmayiliHux micyb y mamui, KinbKicmb Xugux ma mepmeux nnodie, mokasHuku nepedimniaaHmauyiiHoi ma
rnocmimniaHmauitiHoi nemanbHOCMI, a makox OuHamiky Habopy mMacu mina ma fcuxidyHull po38UMOK rnomomMcmea 3a 0aHUMuU mecmy
"8i0kpumozo nossi". Lmyy4He nidsuujeHHs1 hOHOBO20 pigHsi 2idpozeH cynbghidy 8 opaaHi3mi 8a2imHux wlypie npu3eodusno 00 36inbWeEHHs
npupocmy Macu MamepuHCbKO20 Op2aHi3mMy, 3b6iMbWeHHs1 Macu ma KpaHio-kaydanbHuUx po3mipie eMmOpioHie, a maKoX 3HUXXY8aso
Kinbkicmb pesopboeaHux nnodie ma MoKasHUKie nocmimmninaHmauitiHol nemansHocmi. He3HayHul moKcu4YHUl ernnue eUucoKux 003
KniHOamiyuHy ¢hocghamy npu (1020 nepoparbHOMy 688e0eHHI HIBer8ascs 8 2pyni 3 MidsUUWEHUM pigHeM OOHOB020 2i0pozeH Cyribgidy.
3a daHumu mecmy "giOkpumoeo nons" wypsima, HapoOxeHi 8id caMoK i3 nidsuweHUM pigHeM 2i0pozeH cynbgidy 8 opaaHiami,
demoHcmpysanu 6inbw weudki memnu Habopy macu mifia ma HOpMasibHi MOKa3HUKU MCUXIHHO20 PO3BUMKY.

KnrouvoBi cnoBa: kniH0amiyuHy gocgham, 2idpozeH cynbgid, eMbpiomoKCcUYHiCmb, hemOoOmOKCUYHICMb.
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Most of the skin cells have their own autonomous functional circadian system, which is
able to control physiological and biochemical processes in the general integument. A
special role in these processes is assigned to the "clock" hormone of the pineal gland,
melatonin, which acts on target cells through specific receptors (MT1, MT2, MT3 and
RORa). Any disturbance of circadian rhythms can lead to rearrangements (disturbances)
in the receptor apparatus of the cells of the general cover, which require a certain
correction. Consequently, there is a need to search for effective and reliable drugs that
will prevent the negative consequences caused by chronodestruction. In the present
work, we studied the effectiveness of the effect of exogenous melatonin and flaxseed oil
on the expression of MT1 receptors in the general coat of rats under light deprivation. An
experimental study was carried out on 130 white outbred male rats (170-220 g), which
were randomly divided into 5 groups: intact, light deprivation animals, light deprivation
animals, which were injected intragastrically with flaxseed oil and melatonin. On days 7,
14 and 21, histological material was taken (fragments of the skin of the interscapular
region of the back). For immunohistochemical studies, serial sections were stained
using MTNR1A polyclonal antibodies. For morphometric data analysis, the Image Scope
Color and ImageJ computer programs were used. All statistical data processing was
performed using the Statistica 10.0 software. Differences were considered significant at
a significance level of less than 0.01 (p <0.01). In the course of the experiment, it was
found that light deprivation contributes to a change in the activity of expression of the MT1
melatonin receptors in the epidermis, sebaceous glands and hair follicles. Studies have
shown that the administration of flaxseed oil, melatonin, and their combination to rats with
desynchronosis is accompanied by the leveling of the adverse effect of desynchronosis
on the studied parameters of MT1 receptors. The most pronounced corrective effect on
the expression of MT1 receptors is observed with the introduction of exogenous melatonin
on the 21st day of the experiment.

Keywords: melatonin MT1 receptors, epidermis, sebaceous glands, hair follicles,
melatonin, flaxseed oil, light deprivation.

Introduction

Circadian rhythms have a significant impact on many
structures of the skin. Any shifts in circadian rhythms lead
to a disruption in the production of the hormone - melatonin,
which contributes to serious changes in the work of the
general and local circadian systems in the body. Since
melatonin affects target cells through receptors (MT1, MT2,
MT3 and RORa), any quantitative fluctuations in it can lead
to modulation of reactions and changes in the state of the
receiving part [4, 12, 13, 15].

The MT1 and MT2 melatonin receptors are expressed
in skin cells, which are involved in the regulation of many of
its physiological processes and defense mechanisms.

MT1 receptors have the highest sensitivity and degree of
binding. Their distinctive feature is their high sensitivity to
melatonin. The MT1 receptor also plays a key role in the
regulation of the cutaneous circadian clock [3, 4, 7, 12, 13,
15].

Although constant darkness (light deprivation) is rarely
considered as a cause of changes in the state of the
circadian clock (compared to exposure to constant light),
its effect on humans and animals is no less dangerous.
Consequently, any disturbance of circadian rhythms can
lead to rearrangements in the receptor apparatus of the
cells of the general cover, cause disturbances in its
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morphofunctional state and, as a consequence, lead to
skin diseases [4, 12].Consequently, there is a need to
search for effective and reliable drugs that will prevent the
negative consequences caused by chronodestruction. So,
first of all, to restore a specific response, replacement
therapy with an appropriate agonist is required [8, 10, 22].
Considering that melatonin synthesis changes under
constant darkness, the use of its synthetic analogs should
have a direct effect on the body. At the same time, the amino
acid nature of the hormone ensures its bioavailability, and
absorption occurs at the level of substrates.

In recent years, much attention has also been paid to
the search for an alternative natural source of melatonin.
Thus, this hormone has been identified and quantified both
in products of animal and plant origin [14]. It has been
established that the highest concentration of this
phytohormone is possessed by some plant seeds, from
which vegetable oils are subsequently obtained (flaxseed,
olive, amaranth, walnut oil, etc.) In this regard, linseed oil
is the most economically available and effective. In addition,
this vegetable oil is of great interest because of the high
content of essential fatty acids that are not synthesized in
the human body: linoleic, a-linolenic and y-linolenic [2, 14,
16, 18].

At the same time, there is practically no information on
the features of the effect of melatonin and flaxseed oil on
changes in the number (occupied area) and density of MT1
receptors on target cells, and the question of such a
relationship remains open.

The efficacy of flaxseed oil and melatonin can be
enhanced and side effects mitigated when they are
combined wisely. Moreover, the nature and direction of their
joint action may differ significantly from the impact of
individual components [19].

At present, the prevention and correction of disorders
caused by desynchronosis in the body in general and in
the general cover in particular require increased attention,
and the possibility of stimulating MT1 receptors can be
considered as a promising strategy for improving the
general condition of the skin.

The aim of the study was to substantiate the possibility
of correction by exogenous melatonin and flaxseed oil of
changes in the expression of MT1 receptors in the skin of
white male rats, caused by light deprivation.

Materials and methods

An experimental study was carried out on 130 white
outbred male rats (170-220 g), which were randomly
divided into 5 groups (Table 1). All animals were kept in
standard vivarium conditions on an optimal diet.
Morphological changes in the general cover of the animals
were assessed on days 7, 14 and 21.

All manipulations with rats were carried out in
accordance with the following regulatory documents:
"European Convention for the Protection of Vertebrate
Animals used for Experiments or Other Scientific

Table 1. Characteristics of animals experimental groups.

Group Description
_ Animals exposed to standard fixed lighting (12 h
Intact (n=10) light12 h dark)
Light ) .
A Animals kept in constant darkness around the clock
deprivation
(n=30) (24 hours darkness)
Light Animals kept in constant darkness around the clock
deprivation + | (24 hours dark), which were injected orally through a
linseed oil tube in the morning with flaxseed oil in an amount of
(n=30) 0.2 mi/day from day 1 of the experiment.
Animals kept in constant darkness around the clock
(24 h darkness), which were injected orally through a
tube in the morning hours through a tube with
Light melatonin (Melason 3 mg, Rubicon, Republic of
deori gn Belarus), dissolved in 1% starch solution from day 1
eprivation + ) ;
melatonin of the experiment. The equivalent dose was
(n=30) calculated taking into account the weight of the rat by
B the formula [15]: ED (rat) = TD (human)*MC
(human)/MC (rat), where ED is the equivalent dose
(mg/kg); TD - therapeutic dose for humans (mg/kg),
MC - metabolic coefficient (human = 39; rat = 6.0).
Light ] .
deprivation + Animals kept in coqstam dar_kr_1ess around the clock
h (24 hours dark), which were injected orally through a
melatonin + . ; ] ) :
. tube in the morning with melatonin and flaxseed oil
flaxseed oil .
(n=30) from day 1 of the experiment.

Purposes (Strasbourg, 03/18/1986, ETS No. 123), EEC
Council Directives (11/24/1986), FELASA (1994-1996),
TCP 125-2008 and "Rules of Laboratory Practice of the
Republic of Belarus”, Protocol-design of the experiment
(approved by the VSMU Commission on Bioethics and
Humane Treatment of Laboratory Animals).

For immunohistochemical studies, skin fragments
(interscapular region of the back) were fixed in a 10%
solution of neutral buffered formalin (24 hours). Then the
histological material was embedded in paraffin and serial
sections were made. The preparations were stained
immunohistochemically using polyclonal antibodies
MTNRZ1A (Elabscience, USA). For immunohistochemical
staining, a fully automated Leica Microsystems Bond-maX
immunohistostainer was used. As a result of the reaction,
MT1-positive areas were stained brown or yellowish.

Histological changes in the preparations were
assessed at x200, x400 magnifications. The
morphological assessment of the expression of MT1
receptors was carried out using a computerized image
analysis system (licensed software Leica Aplication Suite,
Version 3.6.0). For morphometric analysis of the data, we
used the licensed computer program for image analysis
Image Scope Color, as well as the image processing
software ImageJ. An automatic assessment was made
of the percentage of MT1-positive sites (filling factor, %)
and the nature of cytoplasmic expression in
immunopositive sites (expression intensity factor,
standard units).

Statistical data processing was performed using the
Statistica 10.0 software. Methods of nonparametric
statistics were used. Statistical hypotheses of equality of
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the general population means were tested using the U
(Mann-Whitney), W (Wilcoxon), and H (Kruskal-W allis) tests
with the accepted significance level 0=0.05.

Results

According to previous studies, the 24-hour stay of
experimental animals in the dark led to significant
changes in the expression of MT1 receptors [1]. Thus, on
the 7th day, in the keratinocytes of the epidermis and
sebocytes of the sebaceous glands, the filling factor of
MT1 receptors decreased with a simultaneous increase
in the intensity factors of their expression in these
structures (Fig. 1, 2). Along with this, an increase in all the
studied parameters was observed in the hair follicles. At
the same time, the level of immunopositive cells and the
intensity of their expression increased (Fig. 1, 2).

Intragastric administration of flaxseed oil, melatonin
and their combination to experimental animals for 7 days
in constant darkness was accompanied by changes in
the expression of membrane melatonin receptors in the
general cover. Thus, in the cells of the epidermis and
sebaceous glands, the use of flaxseed oil, as well as

0,120

melatonin, prevented a sharp decrease in the level of MT1-
positive cells, compared with rats in the light deprivation
group (p<0.001) (see Fig. 1, 2). Higher efficacy was
observed in animals that were injected with exogenous
melatonin. At the same time, the combined use of the oil
and the hormone led to a much significant decrease in
the filling factors of MT1 receptors in these skin structures
relative to animals in complete darkness (Fig. 1, 2, 3).

The change in the intensity of MT1
immunohistochemical staining on the 7th day of the
experiment in the epidermis, sebaceous glands and hair
follicles was observed only in animals that were
simultaneously injected with flaxseed oil and melatonin
(Fig. 4, 5, 6). Thus, in rats of this group, the values of the
expression intensity coefficients corresponded to the
control parameters. In other animals, there were no
significant changes in the indicator.

The study of histological skin preparations obtained
on the 14th day of exposure to light deprivation showed a
further decrease in the filling factors of MT1 receptors in
comparison with intact animals in the epidermis and
sebaceous glands. A similar pattern was observed in hair

0,100

M Light deprivation
M Light deprivation using linseed oil

0,080

w Light deprivation using melatonin
H Light deprivation using melatonin and linseed oil

0,060

0,040

0,020

14 days

0,180

m Control group

Fig. 1. Filling factor of MT1 receptors in the

21days epidermis during light deprivation (%).

0,160

M Light deprivation

M Light deprivation using linseed oil

0,140
0,120

W Light deprivation using melatonin
m Light deprivation using melatonin and linseed oil

0,100

m Control group

0,080
0,060
0,040

0,020

14 days

Fig. 2. Filling factor of MT1 receptors in the
sebaceous glands during light deprivation
(%).

0,400
0,350

M Light deprivation

0,300

B Light deprivation using linseed oil
= Light deprivation using melatonin

0,250
0,200

0,150
0,100
0,050

14 days

M Light deprivation using melatonin and linseed oil
m Control group

Fig. 3. Filling factor of MT1 receptors in hair

21 days follicles during light deprivation (%).
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M Light deprivation
M Light deprivation using linseed oil

0,200

I Light deprivation using melatenin
M Light deprivation using melatonin and linseed oil

0,150

0,100

0,050

7 days 14 days

0,180

m Control group

Fig. 4. Expression intensity coefficient of
MT1 receptors in the epidermis during light

21days deprivation (conventional units).
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0,120
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0,080
0,060
0,040
0,020
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m Light deprivation using melatonin and linseed oil
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Fig. 5. Expression intensity coefficient of MT1
receptors in the sebaceous glands during light

21 days deprivation (conventional units).
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0,300

B Light deprivation using melatenin and linseed ail
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0,200

0,150
0,100
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7 days 14 days

follicles. At this stage of the experiment, there was a
significant decrease in the percentage of MT1-positive
cells. At the same time, the indicators of MT1
immunoreactivity remained elevated in all the studied
structures of the rat skin as compared with the control
values [20].

Intragastric administration of flaxseed oil and
exogenous melatonin to animals for 14 days of the
experiment did not have a significant effect on the level of
immunopositive cells in the epidermis and hair follicles
compared to the light deprivation group. However, the
melatonin receptors of sebaceous gland sebocytes were
found to be more sensitive to exogenous melatonin. This
was manifested in a sharp increase (above the control
figures) of the MT1 fill factors. At the same time, the
combined administration of the oil and the hormone at
this observation period contributed to a sharp increase
(17.5 times, p<0.001) in MT1-positive areas in all skin
structures compared to the light deprivation group (see
Fig. 1-3). As for the severity of the intensity of
immunohistochemical staining, on the 14th day there was

B Control group

Fig. 6. Expression intensity coefficient of MT1
receptors in hair follicles under light
deprivation (conventional units).

21days

a significant increase in the coefficients of the expression
intensity of MT1 receptors in all groups of animals, both in
relation to the group without the use of substances and
the intact group (p<0.001). At the same time, the most
pronounced effect was observed in animals that were
injected only with melatonin (see Fig. 4, 5, 6).

As can be clearly seen from Figures 1-3, on the 21st
day of the rats being in constant darkness, there was a
significant increase in the percentage of receptor-positive
cells and the severity of the intensity of
immunohistochemical staining in all three studied
structures [6]. However, the administration of flaxseed oil,
melatonin, and a combination of oil and a hormone to
experimental animals for 21 days led to a decrease in the
filling factors of MT1 receptors in the epidermis,
sebaceous glands and hair follicles in comparison with
the light deprivation group (Fig. 1-6). At the same time, the
intragastric intake of melatonin contributed to the fall of
the studied indicator in all studied structures below the
control values.

Three-week administration of flaxseed oil and
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Fig. 7. Immunohistochemical detection of MT1 receptors in the
cells of rats' skin epidermis during light deprivation (arrow). x400.
Intact Animals (A); increased immunohistochemical response after
21 days of light deprivation (B); decrease in MT1 expression after
administration of flaxseed oil (C) and combined use of flaxseed oil
and melatonin (D); minimal MT1 expression after melatonin
administration (E). The arrow shows MT1-positive cells of the
granular (1), prickly (2) and basal (3) layers of the epidermis.

melatonin led to a slight decrease in the severity of the
intensity of immunohistochemical staining relative to the
light deprivation group. At the same time, the expression

-1295 elSSN 2616-6194 Reports of Morphology




Fig. 8. Immunohistochemical detection of MT1 receptors in hair
follicle cells of rat skin during light deprivation. x400. Intact animals
(A); increased immunohistochemical response after 21 days of
light deprivation (B); decrease in MT1 expression after
administration of flaxseed oil (C) and combined use of flaxseed oil
and melatonin (D); minimal MT1 expression after melatonin
administration (E). The arrow shows MT1-positive cells of the
inner root epithelial sheath (1) and cortex (2) of the hair.

intensity coefficient still remained elevated compared to
the control group (p<0.001) (Fig. 7-9).
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Fig. 9. Immunohistochemical detection of MT1 receptors in the
cells of the sebaceous glands of rat skin during light deprivation.
x400. Intact animals (A); increased immunohistochemical response
after 21 days of light deprivation (B); decrease in MT1 expression
after administration of flaxseed oil (C) and combined use of flaxseed
oil and melatonin (D); minimal MT1 expression after melatonin
administration (E). The arrow shows MT1-positive, poorly
differentiated (1) and mature (2) sebocytes of the terminal sections
of the sebaceous glands.

Discussion

Thus, MT1 receptors serve to bind melatonin in the skin,
and their expression directly affects the effectiveness of
the hormone [3, 4, 7, 12, 13, 15, 16].

The data obtained in this work provide evidence that
light deprivation contributes to some destabilization of the
local circadian system in the epidermis, sebaceous glands
and hair follicles of experimental animals against the
background of the absence of periodicity in the production
of melatonin. Taking into account the fact that the most
intense expression of this hormone is observed at night, in
response to 24-hour darkness in animals, the level of
melatonin in tissues and peripheral blood should strongly
increase. The signs of this process in the present study
were the destabilization of MT1 receptors in keratinocytes
and sebocytes on days 7 and 14, which consisted in a
decrease in their number, while the proportion of highly
positive cells increased. It can be assumed that these
changes occur due to qualitative (structural) and quantitative
disorders of cell receptors, against the background of
excessive chronic exposure to the hormone. According to
the literature, a similar decrease in the number of melatonin
receptors is observed with age-related changes in the skin.
This leads to an increase in the proportion of damaged
keratinocytes and sebocytes, and the loss of their ability to
normal regeneration [3].

It is known that circulating melatonin is able to influence
its own concentration according to the principle of negative
feedback [4, 12]. Therefore, it is natural to assume that a
longer stay of animals in the dark (for 21 days) induces a
decrease in melatonin production and promotes an
increase in the expression of cytoplasmic MT1 receptors
in keratinocytes and sebocytes. The cells compensate for

the hormonal deficiency by increasing the number of
receptors on their surface, which is necessary for binding
its minimal amounts.

The corrective effect of the introduction of flaxseed oil
can most likely be explained by several reasons. First, it
contains large amounts of essential fatty acids linoleic, a-
linolenic (maximum amount) and y-linolenic. This oil also
contains oleic, palmitic, linoleic and stearic acids [6, 14,
18]. Moreover, only linseed oil contains linoleic and a-
linolenic acids in a ratio of 1:1 that is optimal for the human
body [6]. It has been proven that omega-3 fatty acids
increase the content of this indole in the blood due to the
synergistic regulation of the pineal gland [11, 14, 22].
Secondly, flaxseed oil is a natural source of melatonin
(phytomelatonin), which may also have an effect on
hormonal status [14]. Third, flaxseed oil has a high content
of lignans, which act as antioxidants and phytoestrogens
[5]. Thus, flaxseed oil is generally referred to as a functional
food, which has high physiological benefits and reduces
the risk of developing many diseases, as well as increases
the protective properties of the body [11].

Consequently, with the introduction of flaxseed oil to
rats against the background of light deprivation, a clear
tendency to a decrease in the severity of disorders in the
expression of MT1 receptors and a tendency to its
normalization were manifested. This was especially
pronounced on days 7 and 21 of the study.

Melatonin replacement therapy has also been shown
to be effective during light deprivation. Some smoothing of
the effect of an unfavorable environmental factor on
melatonin receptors of epidermal cells and hair follicles
was observed, but only on days 7 and 21 [2, 4, 5, 10, 12,
15]. At the same time, in sebocytes of the sebaceous
glands, this effect persisted throughout the study. This
phenomenon can be explained by the fact that the
sebaceous glands do not belong to the structures of
extrapineal synthesis of melatonin, in contrast to the
keratinocytes of the skin and, therefore, sebocytes may be
more sensitive to the exogenous hormone. According to
studies on the effect of exogenous melatonin on rodents
using various stress models, it was found that this hormone
has a powerful and long-term anti-stress effect [9, 17, 23].

At the same time, the activity of flaxseed oil and melatonin
increases when they are combined. So, it was found that
melatonin protects omega-3 from lipid peroxidation, and
also promotes the absorption of these fatty acids in the
body. This increases both the level of fatty acids and the
optimization of the ratio of omega-6 and omega-3. However,
omega-3 fatty acids contribute to the production of melatonin
in the body. It is assumed that melatonin and omega-3
enhance mitochondrial protection against free radical
damage [21].

Conclusions
The results obtained in the course of the study lead to
the following conclusions:
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1. Light deprivation is accompanied by destabilization
of the expression of MT1 melatonin receptors in the
epidermis, sebaceous glands and hair follicles

2. The use of flaxseed oil and melatonin as a corrector
helps to level the adverse effect of desynchronosis on the
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BMJIMB EK30MNEHHOIO MEJIATOHIHA TA NINAHOIO MACHA HA CTAH EKCMNPECIi PELIENTOPIB MT1 Y LLUKIPI LLYYPIB 3A
YMOBW CBITNOBOI AENPUBALIIT

Coboneecska I.C., KpacHobaeea M.l., Madeneys O.4.

binbwicmb KnimuH wkipu 805100il0mMb 8/1aCHOK a8MOHOMHOK (QYHKUIOHAIbHOK UUpPKaoHO cucmemoro, sika 30amHa KOHmposoeamu
¢pisionoziyHi ma 6ioximidHi npouecu 8 3azanbHOMYy Mokposi. Ocobnusa ponb y yux npoyecax 8idso0umscsi "8apmosomy” 20pPMOHY
enighiza MenamoHiHy, kompuul erueae Ha KrimuHu-miweHi 3a doromoeoto crneyugiyHux peuenmopie (MT1, MT2, MT3 i RORa). byds-
sAKul posnad dobosux pummig Moxe rpu3sooumu 0o nepebydos (rMopyweHb) y peuenmopHOMy anapami KimuH 3a2aribHo20 MoKpusy,
wo sumazae resHoi kopekuii. Omxe, suHUkae HeobxiOHicmb y nowyky diegux i HadilHUX npenapamig, wWo 0038075iMb 3anobizmu
Hez2amusHUM HacnidkaMm, 8UKITUKaHUX XpoHodecmpykuiero. Y 0aHiti pobomi npogedeHo AOCiOXKeHHSI egheKmu8HOCMI 811Uy €K302eHHO20
MesnnamoHiHy i N7IsHO20 Macna Ha ekcnpecio peuenmopie MT1 e 3azanbHOMYy noKpusi w,ypie rnpu ceimiosil denpusauir.
EkcnepumerHmarbHe AocnidxeHHs1 6yrno nposedeHo Ha 130 6binux 6e3rnopodHux wypax-camysix (170-220 &), sskux eunadkosuM HUHOM
po3nodinunu Ha 5 epyn: iHMakmHa, meapuHu 3 MoOesi8aHHsIM C8imo8oi dernpusauii, meapuHu 3 MOOes08aHHAM C8imsosoi denpusaui,
SKUM 8HYMPIWHbOWITYHKOBO 8800UIU JINISTHE Macrio | MenamoHiH. Ha 7, 14 i 21 doby 3abupanu eicmornoeidHuli Mamepian (ppazmeHmu
wkipu mixnaonamkoeoi obnacmi cnunu). na iMmMyHHo2icmoximidHux O0ocnidxeHb cepiliHi 3pi3u ¢hapbysanu 3 euKopucmaHHAM
noniknoHanbHux aHmumin MTNR1A. [Jns mopghomempuyHo20 aHasidy daHuUx 3acmocosysanu KOMM'tomepHi npospamu Image Scope
Color i ImageJ. Bcro cmamucmuy4Hy obpobky daHux npoeodurnu 3a 0ornomozoto npozpamu Statistica 10.0. BidmiHHOcmi egaxanu
docmosipHumu 3a ymosu p<0,01. B xo0di ekcnepumeHmy 6yno 8cmaHO8/eHO, WO ceimmosa dernpusayisi crpusie 3MiHi akmueHocmi
ekcripecii peyenmopie menamoHriHy MT1 & enidepmici, canbHUx 3ano3ax i onocsiHux ¢honikynax. [NpoeedeHi docrniOKeHHs1 nokasanu,
wo e88e0eHHs wypam 3 OeCUHXPOHO30M IIISIHOI oil, MenamoHiHy, a makox ix kombiHauii cynpo8odxyembcsi HigenteaHHIAM
Hecrnpusimnueoeo ernnuey 0ecuHxpoHo3a Ha 0ocnioxyeaHi napamempu peuenmopie MT1. Halbinbw supaxeHull KopeKuitiHult eghekm
Ha ekcrpecito peuenmopie MT1 crnocmepieacmbcsi npu 88e0eHHI €K302eHHO20 MenamoHiHy Ha 21 0oby ekcriepumMeHmy.

KniouoBi cnoBa: peuenmopu menamouiHy MTL, enidepmic, carnbHi 3ano3u, 80510CsHI ¢ponikynu, MenamoHiH, fnsiHe macrio, ceimiosa
denpusauisi.
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Considering the differences in the values of teleroentgenograhic (TRG) indicators in
different racial, gender, ethnic, age, population, geographical population groups and
numerical methods of TRG analysis, determination of normative values of cephalometric,
gnatometric TRG-indicators, their interdependencies in the population of different
countries is extremely important both for human anatomy and for the practice of dentists.
This fully applies to residents of Ukraine of different age groups. The aim of the work is
to develop and analyze regression models of teleroentgenograhic indicators of tooth
position and facial soft tissue profile according to Schwarz A.M. in Ukrainian young
men and young women with different facial types. Lateral teleroentgenograms of 49
young men (aged 17 to 21 years) and 76 young women (aged 16 to 20 years) with
physiological occlusion as close as possible to orthognathic were analyzed. In the
license package "Statistica 6.0" regression models of indicators of position of teeth
and profile of soft tissues of the face according to the method of Schwarz A.M. depending
on basic cephalometric and gnatometric indicators separately for boys and for girls
with different types of the face are constructed. In young men, 16 of the 24 possible
reliable regression models were constructed, in which the coefficient of determination
is greater than 0.6 (R?=from 0.609 to 0.998). For young men with 1st (back face type)
and 3rd (front face type) face types, the following models were created with respect to
5 indicators from 8 possible (respectively, angles Max1-SpP S-arz, distances Sn-Pn
and Pog'-Por, angles Gl'LsPog' and SnPog'-Pn; R? = from 0.609 to 0.998 and angles
Max1-SpP S-arz and Mandl-MP Schwars, distances Sn-Pn and Pog'-Por, angle
Gl'LsPog'; R? = from 0.609 to 0.946), and for young men with 2nd face types (average
face type according to Schwarz AM) - for 6 indicators (angles Max1-SpP S-arz and
Mand1-MP Schwars, distances Sn-Pn and Pog'-Por, angles GI'LsPog'and SnPog'-Pn;
R? = from 0.690 to 0.990). In young women, 17 of the 24 possible reliable models with
R? greater than 0.6 (R? = 0.628 to 0.958) were constructed. For young women with 1st
type of face 6 indicators are modeled - angles Max1-SpP S-arz, distances Sn-Pn and
Pog'-Por, angles GI'LsPog'and SnPog'-Pn, the distance of Li-SnPog'(R?= from 0.663 to
0.958). For young women with 2nd face type, the following models were created for 7
indicators - angles Max1-SpP S-arz and Mand1-MP Schwars, distances Sn-Pn and
Pog'-Por, angles GI'LsPog' and SnPog'-Pn, distances Li-SnPog'(R?= from 0.628 to
0.891). For young women with 3rd face type the smallest number of models with R?
larger than 0.6 was built, compared to all groups of persons with different face types -
only 4 models for Max1-SpP S-arz angle, Pog'-Por distance, angles Gl'LsPog' and
SnPog'-Pn (R? from 0.718 to 0.847).

Keywords: young men, young women, teleroentgenograhic indicators, regression
models, indicators of teeth location, indicators of facial soft tissues, facial types
according to Schwarz A.M.

Introduction

Determination of cephalometric

parameters, indicators of the human dental apparatus have always

morphometry of parameters of craniofacial structures, occupied an important place both in anatomical research
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and in the practice of dentists, surgeons, cosmetologists,
etc. The most valuable, informative and accessible method
for determining such indicators was X-ray cephalometric
analysis using lateral teleroentgenography. The method of
teleroentgenography allows to obtain a lifetime image of
the head and its bone structures, soft tissues of the face in
full accordance with their actual size and location, allows
to obtain both qualitative and quantitative linear and angular
morphometric parameters [1, 16, 18]. But there are still a
number of unresolved problems in determining and
interpreting the results of teleroentgenography - there are
dozens of author's methods of such research, which are
used by researchers and practitioners intuitively, based on
their own experience and preferences, or the priorities of
their choice in a particular country or medical institution;
frequent discrepancy between the author's indicators
established on certain samples of the population and the
indicators received by researchers on other samples
depending on racial [2, 14, 17], ethnic [21, 25, 32],
population [13, 22] features of the population of different
geographical zones, different countries [12, 20, 23].

Therefore, determining the features of cephalometric,
gnatometric teleroentgenograhic (TRG) indicators of the
population of different countries is extremely important for
both human anatomy and practice, especially dentists,
orthopedists, orthodontists, specialists in maxillofacial
surgery. In recent years, a number of scientific and practical
developments in this direction have appeared in Ukraine
[8, 9, 27]. An important place among such studies is
occupied by works on mathematical modeling of individual
teleroentgenograhic indicators of various methods of
cephalometric analysis, inherent in persons with
orthognathic occlusion, which is necessary primarily for
practical use in dentistry [5, 6, 10, 15, 24].

The aim of the work is to develop and analyze regression
models of teleroentgenograhic indicators of tooth position
and facial soft tissue profile according to Schwarz A.M. in
Ukrainian young men and young women with different face

types.

Materials and methods

We analyzed lateral teleroentgenograms in residents
of Ukraine of the youth age group - 49 young men (aged 17
to 21 years) and 76 young women (aged 16 to 20 years)
with a physiological bite that was as close as possible to
orthognathic  (hereinafter "orthognathic  bite").
Teleroentgenograms were obtained on a dental cone-beam
tomograph Veraviewepocs 3D Morita (Japan). Some of the
primary indicators of teleroentgenograms were obtained
from the database of the research center of National Pirogov
Memorial Medical University, Vinnytsya.

Determination of teleroentgenograhic parameters was
performed using licensed medical software OnyxCeph®™,
version 3DPro (Image Instruments GmbH, Germany).
Measurements were performed according to the
recommendations of Schwarz A.M. [29, 30]. Cephalometric

points were determined according to the recommendations
of Phulari B.S. [26] and S.I. Doroshenko and E.A. Kulginsky
[11].

The obtained teleroentgenograhic indicators were
divided into 3 groups [6, 7]. Indicators of group 1 - metric
characteristics of the skull, defined in the classical methods
of A. Bjork [3], C.J. Burstone [4], J.R. Jarabak [19], R.M.
Ricketts [28], A.M. Schwarz [29, 30] and S.S. Steiner [31]
and which in the process of surgical and orthodontic
treatment usually do not change, but act as basic indicators
of cephalometric analysis in relation to which the lateral
radiographs determine the inclination, position of the upper
and lower jaws, closing plane and individual teeth. The
second group of indicators - teleroentgenograhic indicators
of the upper and lower jaws, inter-jaw indicators according
to the method of A.M. Schwarz [29, 30], the definition of
which is most often focused during orthodontic surgery
when necessary to correct the length, width, angles and
position of the upper and lower jaws.

The third group of indicators included
teleroentgenograhic indicators of the position of the teeth
and the profile of the soft tissues of the face according to the
method of A.M. Schwarz [29, 30]: angle Max1-SpP S-arz (°) -
is formed by lines Aplu-Islu (inclination of the central axis
of the upper medial incisor) and ANS-PNS (palatal plane,
SpP); angle Mand1-MP Shwars (°) - is formed by lines ArlL-
IslL and Me-Im and determines the position of the axes of
the mandibular incisors relative to the mandibular plane
according to A.M. Schwarz; angle Il (°) - inter-cutter angle,
formed by lines Aplu-Islu (central axis of the upper medial
incisor) and ArlL-Is1L (central axis of the lower medial
incisor); distance Sn-Pn (mm) - determines the position of
the point Sn relative to the perpendicular Pn; Pog'-Por
distance (mm) - the distance from the Pog' point to the
orbital perpendicular Por (determines the position of the
chin relative to the perpendicular to the Frankfurt plane,
drawn through the orbit); angle GlI'LsPog' (°) - formed by
lines GI'-Ls and LsPog' (determines the convexity of the
face); the angle SnPog'-Pn (°) - formed by the lines SnPog'
and the perpendicular Pn and the distance Li-SnPog' (mm)
- determines the position of the point Li relative to the line
SnPog'.

Young men and young women were divided into
separate groups with different face types according to A.M.
Schwarz [29] depending on the values of the facial angle F,
which is determined between the Se-N lines (line from the
constructive point Se) (sellia turcica entru) in the middle of
the distance between back and front inclined wedge-
shaped processes to point N (nasion)) and N-A ((line from
point N (nasion) to point A (subspinale), the most posterior
point of the anterior contour of the upper jaw)): 1 type (back
face type according to Schwarz A.M.) - 13 young men or 23
young women, angle F up to 83°; 2 type (average face type
according to Schwarz A.M.) - 18 young men or 24 young
women, angle F from 84° to 87°; 3 type (front face type
according to Schwarz A.M.) - 18 young men, or 29 young
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women, angle F>87°.

Conducted mathematical modeling of
teleroentgenograhic indicators of 3 groups depending on
TRG indicators of 1 or 2 groups in young men and young
women with different face types according to Schwarz A.M.
using the method of step-by-step regression analysis in
the license package "Statistica 6.0". The following
conditions were observed during the regression analysis:
the final version of the obtained model must have a
coefficient of determination (R?) of not less than 0.60; the
value of the F-criterion is not less than 3.0; the number of
independent variables of the equation should be as small
as possible.

The Biomedical Ethics Commission of National Pirogov
Memorial Medical University, Vinnytsya, Ukraine has
established that the conducted research and applied
research methods correspond to the international and
domestic bioethical and moral and legal requirements and
laws of Ukraine (protocol Ne8 dated 5.10.2017).

Results

The results of simulation of teleradiographic indicators
of the position of the teeth and the profile of the soft tissues
of the face in adolescents with different types of faces
according to Schwarz A.M. have the form of the following
regression equations.

For young men with 1 face type:

Max1-SpP S-arz (young men type 1) =38.09 + 0.515 x
MM - 0.633 x N-Se + 0.595 x Max (R?=0.839; F ,=15.59;
p<0.0007; Error of estimate=1.671);

Sn-Pn (young men type 1) =-41.32 + 0.148 x B + 0.320
XH + 0.303 x T + 0.199 x R.asc (R?=0.946; F ,=34.84;
p<0.0000; Error of estimate=0.7564);

Pog'-Por (young men type 1) = - 159.8 - 1.017 x T +
1.598 x H + 0.608 x N-S (R?=0.968; F . =90.76; p<0,0000;
Error of estimate=1.199);

Gl'LsPog' (young men type 1) =159.6 - 1.705 X T - 1.269
x R.asc. + 0.932 x H + 0.927 x S-E (R?=0.933; F . =27.78;
p<0.0001; Error of estimate=2.288);

SnPog'-Pn (young men type 1) =100.3 + 1.013 x T -
1,002 xH - 0.125 x F (R?=0.998; F , . =1755; p<0.0000; Error
of estimate=0.248),

where here and in the future: R? - coefficient of
determination; F( )=",!! - critical (!,!') and received (!!,!!) the
value of the Fisher test; St. Error of estimate - standard
error of the standardized regression coefficient; MM -
maxillary-mandibular angle, determines the angle at which
the upper jaw is located relative to the lower jaw in the
sagittal plane and is formed by lines A-B and ANS-PNS (°);
N-Se (the length of the front of the skull base by Schwarz
A.M.) - the distance from point Se to point N (mm); Max
(length of the upper jaw) - distance from the constructive
point apMax to point PNS (mm); B (basal angle) - indicates
the angle between the upper and lower jaws and is formed
by lines ANS-PNS (palatal plane SpP) and Im-Me
(mandibular plane MPS by Schwarz) (°); H - angle H by

3.9

4.8

(3.9)

(4.8)

(3.9)

Schwarz A.M., formed by the lines Po-Or and Pn, determines
the angle of inclination of the Frankfurt plane to the base of
the skull (°); T (profile angle T) - formed by lines Sn-Pog'
and Pn (nasal perpendicular) (°); R.asc (the length of the
branch of the mandible) - the distance from the constructive
point R.asc to the constructive point tGoS (mm); N-S (the
length of the anterior cranial base by Jarabak J.R.) - the
distance from point N to point S (mm); S-E (the length of
the back of the skull base by Steiner C.C.) - the distance
from point S to the constructive point E (mm); F (facial angle)
- formed by lines Se-N and N-A and determines the location
of the anterior contour of the upper jaw in the sagittal plane
to the base of the skull (°).

In young men with 1 type of face, the coefficients of
determination of regression equations (R?) of Mand1-MP
Schwars, Il angles and Li-SnPog' distances are from 0.312
to 0.590 and therefore are not relevant for practical use by
dentists.

For young men with 2 face type:

Max1-SpP S-arz (young men type 2) =60.25 + 0.780 x
MM - 0.508 x N-S-Ba (R?=0,690; F,_._.=16,70; p<0.0002;
Error of estimate=3.073);

Mand1-MP Schwars (young men type 2) =103.7 - 0.996
XT +0.436 xG - 0.849 x | + 0.202 x S-ar:ar-Go (R?=0.807;
F(4,13)213'57; p<0.0001; Error of estimate=3.641);

Sn-Pn (young men type 2) = - 42.73 - 0.295 x P-PTV +
0.422 x POr-NBa + 0.345 x H (R?=0.930; F,,,=62.12;
p<0.0000; Error of estimate=1.106);

Pog'-Por (young men type 2) = - 63.93 + 0.377 x R.asc.
-0.645 x T + 0.736 x H (R*=0.972; F ., =165.0; p<0.0000;
Error of estimate=1.524);

Gl'LsPog' (young men type 2) =175.8- 1,323 x T + 0.444
x POr-NBa - 2.645 x N-S:S-Ar' (R?=0.892; F,,,=38.72;
p<0.0000; Error of estimate=2.554);

SnPog'-Pn (young men type 2) = 83.53 + 1.013 x T -
0.934 x H (R?=0.990; F_ .=765.2; p<0.0000; Error of
estimate=0.613),

where here and in the future: N-S-Ba (by Bjork A.) - the
angle formed by the S-N lines (front of the skull base) and
S-Ba (°); G (gonial angle, angle of the lower jaw) - is formed
by lines ppCond-MT2 and T2-Me, which intersect at a point
tGoS (°); | (inclination angle) - determines the angle of
inclination of the upper jaw (spinal plane) to the nasal
perpendicular (°); S-ar:ar-Go (by Jarabak J.R.) - indicator of
the ratio of distances S-ar and ar-Go; P-PTV (by Ricketts
R.M.) - the distance from point Po to point Pt, parallel to the
Frankfurt plane (mm); POr-NBa (cranial inclination angle
(deflection) by Ricketts R.M.) - the angle formed by the lines
Po-Or and Ba-N (°); N-S:S-Ar' (by Bjork A.) - indicator of the
ratio of distances ar'-S and N-S.

In young men with facial type 2, the coefficients of
determination of the regression equations (R?) of the angle
Il and the distance Li-SnPog"' are equal to 0.515 and 0.574,
respectively, and such models are impractical for practical
use.

For young men with 3 face type:

(2,15)

(3,14)

(3,14)

(3,14)

(2,15)
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Max1-SpP S-arz (young men type 3) =17.23 + 1.692 x
MM - 1.370 x | - 0.623 x T + 3.347 x N-S:S-Ar' (R*=0.609;
F(4,13)=5.063; p<0.0111; Error of estimate=3.615);

Mand1-MP Schwars (young men type 3) =198.7 - 1.455
X MM + 0.986 x B + 0.615 x N-CC - 0.641 x Max (R?=0.848;
F(4,13)=18.13; p<0.0000; Error of estimate=3.146);

Sn-Pn (young men type 3) =-174.3 + 0.794 xH + 0.845
X F -0.653 xB + 0.440 x POr-NBa + 0.342 x T + 0.425 x |
(R?=0.946; F(6111)=32.05; p<0.0000; Error of estimate=1.241);

Pog'-Por (young men type 3) = - 207.3 + 0.958 x F +
1.397 xH-0.815xT +0.451 x N-CC (R*=0.889; F, , ,.=26.16;
p<0.0000; Error of estimate=2.170);

Gl'LsPog' (young men type 3) = 147.1 - 0.780 x T +
0.569 x B + 0.981 x R.asc. - 1.103 x Max (R?=0.807; F(m) =
13.57; p<0.0001; Error of estimate=3.272),

where here and in the future: N-CC (by Ricketts R.M.) -
anterior length of the skull base, the distance from point N
to point CC (mm).

In young men with 3 type face, the coefficients of
determination of regression equations (R?) of angles Il,
SnPog'-Pn and distance Li-SnPog' are from 0.237 to 0.518
and therefore do not matter for practical use by dentists.

For young women with 1 face type:

Max1-SpP S-arz (young women type 1) = 113.7 - 1.168 x
H+0.781 x MM + 0.566 x R.asc. - 0.557 x Length of Mandible
(R?=0,699; F(4117):9.874; p<0.0003; Error of estimate=3.284);

Sn-Pn (young women type 1) = - 165.8 + 1.271 x H +
1.132xF-0.215x G- 0.114 xN-S-Ar (R*=0.899; F , . ,=37.78;
p<0.0000; Error of estimate=1.342);

Pog'-Por (young women type 1) =- 106.0 - 1.145 x MM +
0.877 x1+0.934 xH - 0.598 x P-PTV + 0.599 x F (R?=0.895;
F(5Y16)227.40; p<0.0000; Error of estimate=1.856);

Gl'LsPog' (young women type 1) =180.0 - 1.760 x T +
0.599 x R.asc. - 0.376 x N-CC - 0.576 x | + 0.431 x MM
(R?=0.925; F(5Y16)239.58; p<0.0000; Error of estimate=1.931);

SnPog'-Pn (young women type 1) =103.2 + 0.698 x T -
0.743xH-0.402 xN-CC +0.150 xR.asc. - 0.412 x F + 0.288
X Max (R?=0.958; F, ..=56.53; p<0.0000; Error of estimate
= 0.839);

Li-SnPog' (young women type 1) = - 8.556 + 0.315 xB +
0.368 x T + 0.394 x P-PTV + 0.299 x Max (R?=0.663;
F(4Y17):8.350; p<0.0006; Error of estimate=1.525),

where here and in the future: Length of Mandible - the
length of the mandible (the distance from the projection of
the Pog point on the line tGo-Me to the point tGo) (mm); N-
S-Ar (sella angle by Bjork A.) - the angle between the anterior
cranial base and the lateral cranial base, which determines
the position of the temporomandibular joint and glenoid
fossae and is formed by the lines N-S and S-ar (°).

In young women with 1 type face, the coefficients of
determination of regression equations (R?) of Mand1-MP
Schwars and Il angles are equal to 0.121 and 0.481,
respectively, so such models are impractical for practical
use.

For young women with 2 face type:

Max1-SpP S-arz (young women type 2) =186.5 + 1.360

(413)

4.17)

(6,15)

X MM - 0.680 x S-ar:ar-Go - 1.156 x | - 7.242 x N-S:S-Ar' -
0.553 x N-S-Ba (R?=0.863; F . ,,=21.36; p<0.0000; Error of
estimate = 2.395);

Mand1-MP Schwars (young women type 2) =174.6 -
1.086 x MM + 0.726 x B (R?=0.648; F,_ . =18.42; p<0.0000;
Error of estimate=3.667);

Sn-Pn young women type 2) = - 213.6 + 0.971 x H +
1.544 x F + 0.245 x N-S + 0.294 x B - 0.156 x MM - 0.284 x
POr-NBa (R?=0.891; F =21,75; p<0.0000; Error of
estimate=1.194);

Pog'-Por (young women type 2) = - 110.8 + 0.262 x
Length of Mandible - 0.709 x T + 1.278 x H (R?=0.880;
F(3|19):46.51; p<0.0000; Error of estimate=2.118);

Gl'LsPog' (young women type 2) =244.5 - 0.894 x T -
0.538 x N-S-Ba (R?=0.660; F,_ . =19.42; p<0.0000; Error of
estimate=3.827);

SnPog'-Pn (young women type 2) =91.49 + 0.583 x T -
1.529 x H + 0.341 x N-S-Ba + 0.158 x N-CC (R?=0.807;
F(4Y18)218.85; p<0.0000; Error of estimate = 2.011);

Li-SnPog' (young women type 2) =2.919 + 0.221 X T -
0.169 x ar-Go + 0.233 x S-E (R?=0.628; F ., =10.68;
p<0.0002; Error of estimate=1.324),

where here and in the future: ar-Go (by Burstone C.J.) -
the length of the branch of the mandible, the distance from
point Ar to point Go (mm).

The coefficient of determination of the regression
equation (R?) of the angle Il in young women with 2 type
face is equal and such a model has no practical significance.

For young women with 3 face type:

Max1-SpP S-arz (young women type 3) =-214.9 + 1.005
XMM +0.934 x N-Se + 1.371 xH- 0.822 x Max + 0.632 x | +
0.498 x P-PTV (R?=0.718; F,_. =9.332; p<0.0000; Error of
estimate=3.727);

Pog'-Por (young women type 3) = - 84.28 + 0.294 x
R.asc. - 0.806 x T + 1.152 x H - 0.214 x ar-Go (R?>=0.844;
F(4,24):32'54: p<0.0000; Error of estimate=2.013);

Gl'LsPog' (young women type 3) =417.6 - 1.177 X T -
1.341 X F - 4.469 x N-S:S-Ar' - 0.538 x N-CC - 0.297 x S-
ar:ar-Go - 0.478 x N-S-Ar (R?=0.847; F .. =20.34; p<0.0000;
Error of estimate=2.411);

SnPog'-Pn (young women type 3) =40.28 + 0.633 X T -
0.655 x H + 0.223 x MM (R?=0.822; F, . =38.50; p<0.0000;
Error of estimate=1.654).

In young women with 3 type face, the coefficients of
determination of the regression equations (R?) of the
Mand1-MP Schwars angle and the distances Sn-Pn and
Li-SnPog' are from 0.494 to 0.597 and therefore do not
matter for practical use in dentistry. The regression equation
for angle Il in young women with 3 type face was not
constructed at all.

(5,17)

(2,20)

(6,16)

(2,20)

(3,19)

(6,22)

(6,22)

(3,25)

Discussion

A number of works have proved the fundamental
possibility of modeling teleroentgenograhic parameters of
the dental apparatus in Ukrainian young men and young
women depending on cephalometric parameters. However,
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the coefficients of determination R?, which in the evaluation
of regression models are interpreted as the conformity of
the model to the data and indicate the efficiency of the
model in different researchers differ significantly. .V. Gunas
and co-authors [15] constructed and analyzed regression
models of TRG parameters used in the method of C.J.
Burstone in young men and young women with normal
occlusion and a harmonious face. Moreover, the authors
managed to obtain regression models with R2>0.6 for all 6
studied indicators of the second group and for all 7
indicators of the third group, depending on the indicators
of the first group.

A.V. Chernysh and co-authors [6] built regression
models of individual cephalometric parameters in young
men and young women used in the method of E.P. Harvold:
young men have all possible models of TRG-indicators,
which are included in the second group, depending on the
indicators of the first group with R? from 0.616 to 0.940, and
young women have built such models only for indicators of
the length of the upper and lower jaws with R?, respectively,
0.857 and 0.792. Also, these researchers built reliable
models of the third group (angle Ap1uAp1l-DOP) depending
on the indicators of the first and second groups, both for
young men (R2 = 0.626) and for young women (R? = 0.584).

A.V. Chernysh also performed simulations of the
cephalometric parameters used in the R.M. Ricketts
method [5]. The author constructed for both young men
and young women by 2 possible models of indicators of
the second group (distances Go-CF and Xi-Pm) depending
on the indicators of the first group (respectively, R? = 0.884
and 0.928 and R?=0.735 and 0.719) and 7 of the 8 possible
reliable models in young men of the indicators included in
the third group (distances 6u-6l, Overjet, Overbite, 6u-PTV,
1l-APog, 1u-APog and Xi-OcP) depending on the indicators
of the first and second groups and only 5 such models in
young women (distances 6u-PTV, 1I-APog, 1u-APog and
Xi-OcP and angle Max1-APog).

Instead, M.O. Dmitriev and co-authors [10], modeled
gnatometric TRG parameters used in methods by
A.M.Schwarz, J.Mc Namara, B.B.Downs, R.A.Holdway,
P.F.Schmuth, C.C.Steiner and C.H.Tweed, depending on
the parameters of basal cranial structures in young
Ukrainian residents with orthognathic occlusion. In young
men out of 43 possible regression models, the authors
obtained only 4 reliable models with a coefficient of
determination greater than 0.5 (for indicators of effective
upper jaw length, upper jaw length, SND angle and
distance S_L), and in young women, no models with a
coefficient of determination greater than 0.5 were
constructed at all.

According to the results of our mathematical modeling
by stepwise regression analysis of eight
teleroentgenograhic indicators of the position of the teeth
and soft tissues of the face, which were included in the
third group according to the method of A.M. Schwarz
depending on the first group (basic cephalometric TRG-

indicators) and the second group of indicators (gnatometric
TRG-indicators of the upper and lower jaws) according to
the method of A.M. Schwarz in young men with orthognathic
occlusion and with different face types according to A.M.
Schwarz, constructed 16 of the 24 possible reliable
regression models in which the coefficient of determination
is greater than 0.6 (R? = from 0.609 to 0.998). For young
men with the first and third face types, the following models
were created for five indicators (respectively, the angle Max1-
SpP S-arz, the distances Sn-Pn and Pog'-Por, the angles
Gl'LsPog' and SnPog'-Pn; R? = from 0.839 to 0.998 and
angles Max1-SpP S-arz and Mand1-MP Schwars, distances
Sn-Pn and Pog'-Por, angle GI'LsPog'; R? = from 0.609 to
0.946), and for a group of young men with the second type
face - about 6 indicators (angles Max1-SpP S-arz and
Mand1-MP Schwars, distances Sn-Pn and Pog'-Por, angles
GI'LsPog' and SnPog'-Pn; R? = from 0.690 to 0.990).

For young women built almost the same number of
models - 17 of the 24 possible reliable regression models
in which the coefficient of determination is greater than 0.6
(R? = from 0.628 to 0.958). But the number of models for
certain groups of people with different face types, as well
as the indicators for which such models were created in
young women differed slightly. For young women with the
first type of face, the following models were created for 6
indicators - in addition to the same five indicators (R? =
from 0.699 to 0.958), as for young men of the first group, a
model was built for the distance Li-SnPog' (R? = 0.663).
For young women with the second type of face, the following
models were created for 7 indicators - in addition to the
same six indicators (R? = from 0.660 to 0.891), as for young
men with the second type of face, a model was also built
for the distance Li-SnPog' (R? = 0.628). Instead, for young
women with the third type of face, the smallest number of
models with coefficients of determination greater than 0.6,
compared to all groups, both young men and young women
with different facial types - only 4 models for the angle Max1-
SpP S-arz, Pog'-Por distances, GI'LsPog' and SnPog'-Pn
angles (with R? from 0.718 to 0.847). Compared with the
group of young men with the third type of face, young women
with this type of face were not built models with a coefficient
of determination greater than 0.6 for the angle Mand1-MP
Schwars and the distance Sn-Pn, instead - such a model
was created for the angle SnPog'-Pn.

It should be noted that for Max1-SpP S-arz, GI'LsPog'
and Pog'-Por distances, models with a coefficient of
determination greater than 0.6 have been developed for
both young men and young women of all face types. For
the Sn-Pn distance, such models are designed for young
men of all face types and for young women of all face types
except the third type, and for the SnPog'-Pn angle, on the
contrary, for young women of all face types and for young
men of all face types except the third type. The Mand1-MP
Schwars angle was modeled with a coefficient of
determination greater than 0.6 in young men with the
second and third facial types and in young women with the
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second facial type, and the Li-SnPog' distance was modeled
only in young men with the first and second facial types.

The inter-incisor angle Il in all models of young men
with different face types and young women with the first
and second face types was modeled with coefficients of
determination less than 0.6, and in young women with the
third face type the model of this indicator was not built at all.

Regression equations of Li-SnPog' distance values had
coefficients of determination less than 0.6 in young men of
all face types (R? from 0.312 to 0.574) and in young women
with 3 face types (R? = 0.494), and coefficients of
determination of regression equations of Mand1-MP
Schwars angle values were less than 0.6 in young men
with 1 facial type (R? = 0.569) and in young women with 1
and 3 facial types (respectively, R? = 0.121 and R? = 0.597).

In young men with different types of faces to the
constructed models of teleroentgenograhic indicators,
which were included in the third group according to the
method of Schwarz A.M. most often includes the following
TRG indicators of the first and second groups: profile angle
T (21.4%), angle H according to A.M. Shwars (16.1%) and
angles MM (maxillary-mandibular angle), B (basal angle,
angle between upper and lower jaws) and distance R.asc.
(length of the branch of the mandible) (7.1%).

In young women models of teleroentgenograhic
indicators of the third group according to the method of A.M.
Schwarz most often includes the following TRG indicators
of the first and second groups: profile angle T and angle H
according to A.M. Shwars (13.9% each), angle MM (maxillary-
mandibular angle) (11.1%) and angle F (facial angle) (6.9%).

In our opinion, the practical application of the created
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PErPECIAHI MOOENI TENEPEHTIEHOMPA®IYHUX MOKA3HUKIB MOMNOXEHHSA 3YEIB TA MPO®INIO M'AKUX TKAHUH
OBJINYYA B OCIB IOHALLLKOIO BIKY 3 PIBHUMWU TUNMAMM OBNNY4YA 3A SCHWARZ A.M.

lMpokonenko O.C.

3saxkarouu Ha icHysaHHs1 8i0MiHHOCMeU 3HavyeHb menepeHmeeHozpaghiyHux (TPI) noka3HuKig 8 pi3HUX pacosux, cmameeux, emHIYHUX,
sikosux, monynAyiliHux, eeozpaghidHUX 3a MiCUeM MPOXUBaHHSI epyrnax HacenneHHsi ma yucernbHuUx memooluk TPl aHanidy, eusHa4yeHHs
HOPMamueHUX 3Ha4eHb UegaroMempuyHUx, eHamoMempuyHux TPI-nokasHukig, ix e3aemosanexHocmel y HaceneHHs Pi3HUX Kpai
€ eKkpall saxrnusum sk Orisi aHamowmii moOuHU, mak i 0r1s1 npakmu4Hoi disnbHOCMI nikapig-cmomamoriozig. Lle e noeHiti mipi cmocyemsbcsi
i MewkaHuie YkpaiHu pisHux eikosux epyrn. Mema pobomu - po3pobka ma aHania peepeciliHux modenel menepeHmaeHozpaidHux
r10Ka3HUKI8 rMoroxeHHs1 3ybie ma npoginto M'sskux mkaHuH obnuyysi 3a Schwarz A.M. 8 ykpalHcbKuX toHakKig i dig4am 3 pisHUMU munamu
obnuyysi. lNpoaHanizosaHi 6okosi menepeHmaeHozpamu 49 roHakie (8ik 6i0 17 do 21 poky) ma 76 diguam (8ik 6id 16 do 20 pokig) 3
¢pizionoeiyHUM NpuKycoM, MakcumarbHO HabnuxeHum 00 opmoeHamu4Hoe2o. B niyeHsiliHomy nakemi "Statistica 6.0" nobydosaHi
peapeciliHi Moderi noka3HUKi8 MonoxeHHs1 3ybie ma npoginio M’sIKUX mKaHUH obnuyysi 3a memodukoto Schwarz A.M. & 3anexHocmi
8i0 6asosux uegharoMempuyHUX ma e2HamoMempUYHUX OKa3HUKI8 OKpemMo Onsi toHakig i Onsi digdam 3 pis3HUMu munamu obnuyysi. B
toHakie nobydoesaHri 16 i3 24 moxnusux AocmosipHUX pezpeciliHux modenel, 8 sIKUX KoegiuieHm demepmiHayi € 6inbwum, Hix 0,6
(R?= gi0 0,609 do 0,998). [ns toHakie 3 1 (3a0Hiti mun obnuyysi) ma 3 3 (nepedHiti mun obnuyys) munamu o6uyysi cmeopeHi maki
modeni wjodo 5 nokasHukie 3 8 moxnusux (8idrnoeioHo, kyma Max1-SpP S-arz, sidcmaHet Sn-Pn i Pog'-Por, kymie GI'LsPog' i SnPog'-
Pn; R? = gi0 0,609 do 0,998 ma kymig Max1-SpP S-arz i Mand1-MP Schwars, eidcmaHel Sn-Pn i Pog'-Por, kyma Gl'LsPog'; R? = 8id
0,609 0o 0,946), a Ons toHakie 3 2 murnom obnuyys (cepedHit mun obnuyys 3a Schwarz A.M.) - wo0do 6 nokasHukig (Kymie Max1-SpP
S-arz i Mand1-MP Schwars, sidcmaneti Sn-Pn i Pog'-Por, kymie GI'LsPog' i SnPog'-Pn; R? = gid 0,690 do 0,990). B disdam rnobydosaHo
17 3 24 moxnusux docmosipHux modenel 3 R? 6inbwumu, Hix 0,6 (R*= eid 0,628 do 0,958). [nss dieuam 3 1 munom obnu4ys
3modernboeaHi 6 rnokasHukie - kyma Max1-SpP S-arz, eidcmaHel Sn-Pn i Pog'-Por, kymie GILsPog' i SnPog'-Pn, eidcmaHi Li-SnPog'
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(R? = 8i0 0,663 do 0,958). [ns1 digsam 3 2 murnom obnu4y4si cmeopeHi maki Modeni wodo 7 nokasHukie - Kymig Max1-SpP S-arz i Mand1-
MP Schwars, sidcmareli Sn-Pn i Pog'-Por, kymig GI'LsPog' i SnPog'-Pn, sidcmari Li-SnPog' (R? = 8id 0,628 do 0,891). [ns disyam 3
3 murniom obnuyysi nobydosaHa HaliMeHwa Kinbkicms modenel 3 R? 6inbwumu, Hix 0,6, NOpieHSIHO 3 yciMa epynamu oci6 3 pisHUMU
munamu obuyys - ecbo20 4 mModeni Onsi nokasHukie kyma Max1-SpP S-arz, eidcmaHi Pog'-Por, kymig GI'LsPog' ma SnPog'-Pn (R? gid
0,718 do 0,847).

KntovoBi cnoBa: roHaku, digdama, menepeHmaeHoepaiyHi NoKasHUKU, peapecitiHi Modeni, MoKa3HUKU po3maulysaHHs 3ybie, noKasHuKu
M'Kux mkaHuH obnuyyss, munu obnuyys 3a Schwarz A.M.
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The cardiovascular system is one of the most important functional systems of the body,
which determine the level of physical performance of the body. Insufficient study of the
response of the circulatory system to the combination of strength training with endurance
exercises requires more detailed comparative studies of the impact of dynamic and
static loads on the indicators of central hemodynamics. Accordingly, the aim of our
study was to study the characteristics of the reaction of the cardiovascular system in
the period of early recovery after dosed exercise of a dynamic and static nature. The
study examined the response of the central hemodynamics of young men in the period
of early recovery after dynamic loading (Martine functional test) and static loading
(holding on the stand dynamometer DS-200 force with a power of 50% of maximum
standing force). The change in circulatory system parameters was recorded using a
tetrapolar thoracic impedance rheoplethysmogram on a computerized diagnostic
complex "Cardio +". It is established that the dynamic load in the period of early
recovery does not cause a significant positive chronotropic effect, leads to a decrease
in vascular resistance of blood flow, to an increase in pulse blood pressure. The
increase in cardiac output is mainly due to the increase in stroke volume, which
indicates a fairly high functional reserves of the heart. It is revealed that under conditions
of static loading the reaction of central hemodynamics and the course of early recovery
are radically different from the changes of indicators under dynamic loading. In persons
with a normodynamic type of reaction to dynamic load, there are no significant changes
in the minute volume of blood at a similar volume of active muscle mass static load.
Meeting the metabolic needs of working skeletal muscles and compensating for the
oxygen debt is realized by increasing the total peripheral vascular resistance and
increasing systolic blood pressure in the postpartum period. The physiological meaning
of this phenomenon is to maintain a sufficient level of venous return of blood to ensure
the pumping function of the heart.

Keywords: cardiovascular system, dynamic loading, static loading, recovery.

Introduction

One of the most important functional systems of the
body, which largely determines and limits the physical
performance of the body, is the circulatory system.
Adaptation of the cardiovascular system (CVS) to different
modes of physical activity is one of the central issues of the
whole problem of adaptation because the ability of this
system to increase its function often becomes the link that
significantly limits the intensity and duration of adaptive
responses [9, 10, 18, 24].

Modern non-professional areas of physical fitness, as
well as sports of higher achievements are characterized

by a significant increase in the intensification of training
loads, which is dictated by the desire of athletes to achieve
the highest sports results [13, 14, 15]. However, the marked
increase in volume, duration and intensity of physical activity
without proper consideration of individual features of
adaptation to them can lead to prepathological and,
sometimes, even to pathological changes of activity of heart
and blood vessels (arrhythmia, hypertrophic
cardiomyopathy, myocardial dystrophy, coronary artery
pathology, myocarditis, etc.) [16, 20], which without proper
consideration of the functional aspects of the adaptation of

© 2021 National Pirogov Memorial Medical University, Vinnytsya
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the cardiovascular system can cause deaths during sports
[6, 19].

Intense muscular work leads to a significant increase in
the load on the circulatory system, resulting in the formation
of structural and functional changes in the heart, which are
combined into the general concept of "sports heart". The
establishment of diagnostic criteria for this syndrome
continues to this day, due to the search for markers of
myocardial damage, risk factors for cardiac pathology and
predictors of sudden cardiac death, etc. [8, 10, 19, 22].

Regular physical activity of static, static-dynamic and
dynamic nature causes specific adaptive changes in the
circulatory system. Electro-morphological remodeling of the
sports heart, which occurs, together with its functional
restructuring inevitably lead to changes in the injection
function and, as a consequence, to systemic changes in a
number of indicators of central and peripheral
hemodynamics [1, 6, 8].

Fitness training as a type of physical activity, optimally
combines dynamic and strength training loads. This
approach involves testing the level of physical performance
of a person, in particular, determining the parameters of the
response of central hemodynamics to the combination of a
set of strength loads with endurance exercises. Insufficient
study of these issues requires more detailed comparative
studies of the impact of dynamic and static loads on the
performance of the circulatory system.

The aim of our study was to study the features of the
central hemodynamic response in the period of early recovery
after dosed physical activity of dynamic and static nature.

Materials and methods

The presented work is a fragment of research work of
the Department of Medical and Biological Disciplines of the
National University of Physical Education and Sport of
Ukraine "Influence of exogenous and endogenous factors
on the course of adaptive reactions of the body to physical
activity of varying intensity" (state registration number
012U108187).

The study involved practically healthy male adolescents
(21 years) without bad habits, 4th year students of NUUPES,
direction of training "Sports" (examined 24 volunteers,
average height - 175.024.0 cm, average body weight
69.20+1.10 kg). The study of the subjects was performed in
the morning 1-2 hours after a meal, after the arrival of the
subject to the laboratory at least 15 minutes of passive rest
(in order to eliminate potential stress effects on the
cardiovascular system). The examination protocol included
information on the date and time of the examination, sex
and age (date of birth) of the subject, features of physical
activity for the last 3 months.

The study was conducted in two stages. In the first stage,
the course of changes in central hemodynamics in the period
of early recovery after dynamic loading (DL) and determined
the type of response of the cardiovascular system to the
functional Martine test (test with 20 squats for 30 seconds),

modified for use as a functional test with dynamic load.
Before exercise, the heart rate (HR) was counted for 10
seconds by palpation on the left carotid artery, blood pressure
was measured in the right upper extremity by the method of
Korotkov and, simultaneously with blood pressure
measurement, recorded tetrapolar thoracic impedance
rheoplethysmogram (TRP) "Cardio+" complex (Ukraine). For
the first ten seconds after exercise, the heart rate in the left
carotid artery was counted. In the next 40 seconds, blood
pressure was measured and TRP was recorded. Next,
during the last 10 seconds of the first minute of recovery,
heart rate was counted. The above examination was
repeated in the second and third minutes of recovery. During
the examination, the subject was in a standing position.

The second stage of the study began 15 minutes after
the first. In the second stage, the response of the
cardiovascular system to the dosed static load (SL) was
determined. For the second stage of the study, only
individuals with a normotonic type of reaction were selected.
The students (20 people) involved in this stage were
randomly (randomly) divided into 2 groups: control (Gr.1, 10
people) and main (Gr.2, 10 people). In both groups with the
help of a stand-up dynamometer DS-500, 5 minutes before
the functional test with static load, determined the maximum
arbitrary standing force. As a sample with a static load in
Gr.2 used the hold on the stand dynamometer DS-200 for
15 seconds, the force level, which corresponded to 50% of
the maximum standing force. The countdown of the holding
time began from the moment of fixing the force on the
corresponding mark of the dynamometer. In Gr.1 - simulated
the corresponding static force by holding on the stand
dynamometer DS-200 for 15 seconds, the level of effort,
which corresponded to 10% of the maximum standing force,
which should not cause significant force and shifts in the
visceral systems of the body [3, 20, 18]. Subjects in both
groups and researchers who recorded CVS performance
were not informed about the level of effort held by a particular
subject. The dynamometer readings were monitored by a
separate researcher-controller. Registration of CVS
performance indicators was performed in the same
sequence and by the same methods as in the sample with
dynamic loading until full recovery.

The following indicators of central hemodynamics were
evaluated: heart rate (HR), systolic blood pressure (sBP),
diastolic blood pressure (dBP), pulse blood pressure (pBP),
mean dynamic blood pressure (adBP), stroke volume (SV),
minute blood volume (MVB), total peripheral vascular
resistance (TPVR).

Statistical data processing was performed in the license
package "Statistica 5.5" using non-parametric methods of
evaluation of the obtained results.

Results

At the first stage of the study, 24 volunteers were
examined. A normotonic reaction to a functional test was
found in 20 people, a hypotonic type of reaction was
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Table 1. The average values of central hemodynamics in the period
of early recovery (M+0).

. 1 min after 2 min after 3 min after
indicator Before DL DL DL DL
HR, b/s 74.11+3.02 | 86.08+2.04* | 77.06+2.03 | 77.15+1.02
sBP,
121.3+3.2 130.3+3.1* | 132.2+1.14* | 125.1+2.15
mm Hg
dBP,
67.09+2.18 63.60+2.21 | 64.05+1.09 | 66.04+2.08
mm Hg
pBP,
55.08+2.11 | 67.39+1.08* | 67.01+1.02* | 57.23+2.13
mm Hg
adsPp, 8431314 | 85.16+2.03 | 86.06+1.04 | 85.11+2.03
mm Hg
SV, ml 79.14+3.11 | 92.13+2.08* | 80.08+2.06 | 78.06+3.04
MVB, I/min | 5.632+0.224 | 7.902+0.092* | 6.052+0.152 | 5.821+0.122
TPVR, 1213+14 | 888.2+¢11.1% | 115012 | 1196+13
dyn *s/cm®

Notes: * - reliable in relation to the condition before load (p<0,05).

established in 3 people, and a hypertensive in one. For the
analysis of changes in central hemodynamics after
dynamic exercise, only the data obtained in the study of
individuals with a normotonic response to the Martin test
were selected. The average values of central
hemodynamics in the period of early recovery are shown in
Table 1.

Immediately after exercise in a dynamic mode, an
increase in heart rate by 15%, as well as a moderate
increase in systolic blood pressure and a slight decrease
in diastolic pressure, which, in turn, caused an increase in
pulse blood pressure by 22%. No statistically significant
changes in mean dynamic pressure were recorded. Stroke
volume increased by an average of 16% during dynamic
exercise and minute blood volume increased by 40%. The
total peripheral resistance during physical activity in the
dynamic mode decreased and at the first minute of recovery
was 73% of the value of TPVR to the load. In all surveyed
students, the recovery of the circulatory system to its original
state occurred 2-3 minutes after dynamic exercise.

The response of central hemodynamics to static load

was analyzed by comparing the course of early recovery in
Gr2 and Grl. The average values of central hemodynamics
in the period corresponding to the period of early recovery
after dosed static exercise are shown in table 2.

In the main group (Gr.2) immediately after static load,
the level of sBP increased by an average of 15 mm Hg,
which led to an increase in pulse blood pressure by 35%
and a tendency to increase TPVR. In Grl in the
corresponding period after static loading there was only a
statistically insignificant tendency to increase sBP, pBP and
adBP. In the first minute after exercise, the changes in sBP
and pBP that took place in Gr.2 were significant relative to
the values of these indicators in Grl. Complete recovery of
blood pressure in Gr2 occurred 4 minutes after SL.

At 1 and 2 minutes after static loading, there were no
statistically significant changes in heart rate, SV and MVB
in both groups. However, in Gr.2 in the first minute there
was a tendency to decrease SV along with tendencies to
increase heart rate and MVB, and in the third minute - in
Gr.2 registered a statistically significant increase in heart
rate and decrease SV relative to the initial state of Gr.2 and
values in Gr.1 at the specified time. These changes in heart
rate and SV were combined with a tendency to decrease
MVB compared with the value of the indicator at 1 and 2
minutes. However, at the third minute, the value of MVB in
Gr2 approached the initial level and did not differ from the
value of MVB in the control.

In Gr.1 TPVR remained unchanged. In Gr.2 registered
progressive from 1 to 3 minutes growth of TPVR. As a result,
the total vascular resistance of blood vessels increased by
7% relative to the state to static load and exceeded the
value of the indicator in Gr.1 in the corresponding recovery
period by 6%. Recovery in terms of heart rate, SV and TPVR
in Gr. 2 occurred in the 5th minute after SL.

Discussion

Dosed physical activity during a standard functional
Martin test did not cause a significant positive chronotropic
effect, and the growth of MVB was provided mainly by an
increase in SV, which is a manifestation of a high degree of

Table 2. The average values of central hemodynamics in the period of early recovery after dosed static exercise (M+0).

HR sBP dBP pBP adBP SV MVB TPVR
b/s mm Hg ml I/min dyn *s/cm®
Grl| 73.27+3.12 125.2+3.1 |81.04+1.08| 45.07+3.07 | 95.04+2.04 | 80.07+2.02 |5.682+0.104 | 1290+12
Before DL Gr2 | 74.11+£3.09 128.1+3.2 |80.09+1.02| 47.11+2.08 | 96.04+2.03 | 79.13+3.04 |5.682+0.206 | 1283+13
) Grl| 74.09+2.09 130.2+4.8 |79.05+2.04| 50.03+2.03 | 98.02+1.02 | 79.01+1.02 |5.683+0.203| 130311
1 min after DL Gr2 | 80.04+2.03 | 143.2+3.2** [ 78.09+2.04 | 65.07+1.08** 1001 75.06+£3.04 |5.963+0.202 | 1326+10*
) Grl| 72.04+3.03 130.2+3.2 |80.07+2.06 | 50.05+3.04 | 98.03+2.02 | 77.02+3.02 | 5.792+0.201| 1302+11
2 min after DL Gr2 | 77.04+£3.14 | 135.2+2.4* | 80.14+1.09 | 55.12+2.07 | 98.09+1.05 | 76.07£1.03 |5.842+0.202 | 1347+9*
) Grl| 73.17+2.13 126.4+3.4 |80.07£1.08 | 46.06+3.07 | 95.04+3.05 | 78.07+1.03 |5.653+0.203 | 1298+12
3 min after DL Gr2 | 83.16£1.09*"| 130.6x2.1 | 79.14+2.1 | 51.12+3.07 | 96.19+£3.04 | 68.09+3.07** | 5.612+0.202 | 1370+9**

Notes: * - reliable in relation to the condition before loading (p<0.05); + - reliably relative to the control group (p<0.05).
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functional reserves of the heart [1, 4]. These reserves are
due to increased heart rate (due to physiological hypertrophy
of the left ventricular myocardium with a sufficient degree of
capillarization) and physiological dilatation of the heart
chambers, in particular, the left ventricle, which provides the
required end-diastolic volume [2, 12].

In our study, students with a normotonic type of response
to the Martin test showed an increase in minute blood
volume corresponding to the intensity of the load due to
both an increase in SV and heart rate. However, heart rate
remained within nhormocardia, which indicates a fairly high
functional reserves of the heart. It should be noted that
bradycardia was not observed at rest in the subjects.

Significant growth of sBP, too, may be evidence of
increased left ventricular pumping function in trained
students. The tendency to decrease the level of diastolic
blood pressure, which was observed in response to
dynamic loading, is the result of a decrease in the tone of
resistive vessels, which may be due to the release of
biologically active substances - vasodilators, more beta-
than alpha-adrenoreceptors and local temperature rise in
actively working skeletal muscles [3, 9]. Reducing the tone
of resistive vessels leads to their expansion in working
muscles, which when performing dynamic physical
exercises of a global nature (involving more than 50% of
muscle mass) leads to a decrease in total peripheral
vascular resistance [7, 11]. In our study, a significant
decrease in TPVR was detected in the first minute after
dynamic loading. From the second minute of recovery, the
level of TPVR corresponding to the appropriate value of the
indicator was registered. Note that rheography does not
actually register the resistance of blood vessels; TPVR is
defined as the ratio of mean-dynamic blood pressure
(adBP) to cardiac output (ie, to MVB). During the Martin test,
we did not find any significant changes in adBP. However,
cardiac output increased, and TPVR, respectively,
decreased, which is a physiologically appropriate response
of the cardiovascular system to exercise [5, 17, 23].

Based on the analysis of the data obtained at the first
stage of the study, we have reason to believe that the
registration of TRP during the Martine test allowed a deeper
study of the nature of the central hemodynamic response to
DL and describe the physiological picture of hemodynamic
response in normotonic response as follows: muscles, in
particular, oxygen demand, should be provided by increase
in MVB; reduction of vascular resistance of blood flow and
increase of pulse blood pressure improve the state of
perfusion of the capillary bed of working muscles, and the
stability of adBP ensures optimal conditions for metabolism
of water, nutrients and other components between blood
and tissue fluid [1, 3, 13, 17, 21].

Under conditions of static loading lasting 15 seconds,
the reaction of CG and the course of early recovery were
radically different from the dynamics of CG during DL and in
the control group. In individuals with a normodynamic type
of response to DL, there were no significant changes in

MVB at a similar volume of active muscle mass static load,
which is 50% of maximum strength. The dynamics of blood
pressure indicators, which was characterized by a significant
increase in sBP, was indicative. In our opinion, this may be
due to the fact that with sufficient force of static load, the
working muscles create external pressure on the vessels
that pass through them. This primarily applies to the
exchange vessels, where blood flow may stop altogether. In
this case, some volume of blood can circulate through arterio-
venous shunts [13, 14, 15]. The result will be a redistribution
of circulating blood volume with an increase in blood volume
in the arteries of the great circle of circulation, which is usually
no more than 15% of the total circulating blood volume. Thus,
it can be assumed that sBP increases in response to
postload due to arterial hyperemia caused by mechanical
obstruction of blood flow in tense muscles. The growth of
TPVR in the first minute after SL can be explained by the
same reasons as the growth of sBP.

However, in contrast to sBP, TPVR after the cessation of
mechanical interference continues to grow within 2 and 3
minutes of the early recovery period. The probable reason
for this, seemingly paradoxical fact, may be reactive
hyperemia in ischemic muscles with significant static
tension. It can be assumed that this increase in TPVR
causes overflow of the microcirculatory region of the
vascular bed, the cause of which lies, firstly, in the sharp
relaxation of precapillary sphincters under the action of
muscle metabolism and, secondly, increased venous tone
as a compensatory response to limitation. blood flow into
the venous bed during SL [3, 6, 7, 10]. The latter is aimed at
maintaining a sufficient level of venous return to ensure
the pumping function of the heart. Confirmation of our
assumption that SL may lead to such a decrease in blood
volume in the venous area of the great circle of circulation,
which will require compensation, can be registered in the
third and first minutes of the recovery period increase in
heart rate in response to decreased SV. This is observed
in orthostatic reactions, the cause of which is known to be
a sharp decrease in venous return.

Conclusions

1. Dynamic loading during the Martin test in the period
of early recovery leads to a decrease in vascular resistance
of blood flow, to an increase in pulse blood pressure and
to an increase in cardiac output, mainly due to the positive
inotropic effect.

2. Under conditions of static load, the reaction of central
hemodynamics and the course of early recovery are
radically different from changes in dynamic loading.

3. In persons with a normotonic type of reaction to
dynamic load, there were no significant changes in the
minute volume of blood at a similar volume of active muscle
mass static load. Meeting the metabolic needs of working
muscles and compensating for oxygen debt are realized
through post-work growth of total peripheral vascular
resistance and increase in systolic blood pressure.
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MOPIBHAJNIbHA XAPAKTEPUCTUKA 3MIH LIEHTPANBHOI FTEMOOUHAMIKWU B NEPIOA PAHHLOIO BIAHOBIEHHS MICNA

PI3HMX PEXXUMIB ®ISUYHOIO HABAHTAXEHHA

Nyk'saHyeea I.B., BakyHoecbkuti O.M., Mantwea C.C., OnitiHuk T.M., MaH4yeHko H.P, MaH4yeHko 5.P., Koponboea [.0.
Cepueso-cyOuHHa cucmema € O0Hier 3 HaliBaXusiwux OyHKUIOHaIbHUX CUCMeM OpaaHi3My, SKi 8usHa4aomb pieeHb (hi3UYHOT
npaye3damHocmi opzaHiamy. HedocmamHsi augyeHicmb peakuyii cucmemu Kpogoobiey Ha noeOHaHHsI KOMI/IeKCY CUIO8UX HasaHMaXeHb
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Comparative characteristics of changes in central hemodynamics during early recovery after different exercise...

i3 enpasamu Ha sumpusaricmpb 8umazae binbw 00KMadHUX MOPIBHANMbHUX OOCHIOXEeHb 8rIugy OUHaMIYHUX i CrmamuyYHUX HagaHMaXeHb
Ha MoKasHUKU uyeHmparsnbHoi 2emoduHamiku. BidnogidHo, memoto Hawoz2o docnidxeHHsI cmarno eus4yeHHs1 ocobrusocmel peakuil
cepueso-cyOUHHOI cucmemMu y rnepiod paHHbO20 8IOHOBMEHHS Mici 00308aHUX (hiBUYHUX HagaHMaxeHb OUHaMIHHO20 i cmamu4YHo20
xapakmepy. Y 0ocniOxeHHi susqanu peakuito ueHmparnbHoi 2eMoOuHaMiKu toHakKig y nepiod paHHbO20 GIOHOBMEHHST Mic/si OUHaMIiYHO20
HasaHmaxxeHHs1 (¢pyHKUioHanbHa npoba MapmiHe) i cmamuyHo20 HagaHMaXeHHs1 (ympuMaHHs Ha cmaHoeomy OuHamomempi [C-
200 3ycunns nomyxHicmro 50% 8id0 makcumarnbHOI cmaHoeoi cunu). 3MiHy rnokasHuKie cucmemu Kpogoobiey peecmpysasnu 3a 00roMO20k0
mempanonisipHoi 2pydHoi iMnedaHCHOI peoniemusmozpamMu Ha KOM'tomepusogaHoMy OiazHOCmMU4YHOMY kKomrnekci "Kapdio+".
BcmaHoeneHo, wio duHamiyHe HagaHMaXXeHHs y nepiod paHHbO20 8IOHOBMEHHS HE BUKITUKAE 3HaYHO20 MO3UMUBHOZ0 XPOHOMPOMNHO20
egekmy, npuzeodumsb 00 3MEHWEHHSI oropy cyOUH MoKy Kposi, 00 36inbWeHHSs MybCco8020 apmepiaribHO20 MUCKY. 3pocmaHHs
XBUIMUHHO20 06'eMy Kpo8i 8i0by8acmbCs NMepesaxHoO 3a paxyHOK 3pocmaHHs1 y0apHo2o 0b'eMy Kposi, wo ceid4umpb npo 8ocmamHb0
8UCOKI ¢hyHKUIOHarnbHIi pesepeu cepuys. BusieneHo, wo 3a yMo8 cmamu4Ho20 HaBaHMaXeHHs1 peakuyisi ueHmparnbHoi eeMoOuHamiku i
nepebiz paHHb020 8iOHOBNEHHSI KapOuHaslbHO 8IOPI3HAOMbLCS 8i0 3MiH MOKa3HUKig8 npu OUHaMiYHOMY HasaHMaxeHHi. B ocib 3
HOPMOOUHaMIYHUM murioM peakuii Ha OuHaMidHe HasaHMaXeHHs1 He 8i0bysaembCsi Cymmesux 3MiH X8UIUHHO20 06'eMy Kposi npu
aHarnoziyHoMy 3a 06'eMOM aKmueHOI M'I3080i Macu cmamu4YyHOMY HasaHMakeHHi. 3abe3nedeHHs1 memaborniyHuUx nompeb npayroYuUx
CKerlemHux M'si3ie i KomreHcauisi KUcCHe8o2o bopay pearnidytombCsi 3@ paxyHOK 3pOCMaHHs 3a2allbHo20 nepugepuyHozo ornopy cyoOuH
i 36inbWeEHHS cUCMONiYHO20 apmepianbHO20 mucKy y nicrispoboyuli nepiod. ®isionozidyHuli ceHC 03Ha4YeHO20 sieuw,a rnonszac y
ni@mpuMaHHi HarnexHo20 pigHs1 8eHO3HO20 MOBEPHEHHST Kpoesi Ornsi 3abe3rneyeHHss HaCOCHOI QOyHKUil cepuysi.

KnrouyoBi cnoBa: cepueso-cyduHHa cucmema, OuHaMidHe HaBaHMaXXeHHS, Cmamu4YHe HasaHMa)KeHHs1, 8iOHOB/TEHHS.
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An important element of evidence-based medicine is to take into account the individual
variability of the indicators of the norm of intervertebral discs, which is undoubtedly the
basis for early preclinical detection of their pathology. Mathematical modeling and
comprehensive assessment of the parameters of the intervertebral discs can not only
predict and determine the early manifestations of pathological changes, but also help
to correct them in advance. The aim of the study was to calculate and evaluate the
variability of absolute, calculated and relative metric parameters of intervertebral discs
in the norm with the subsequent possibility of modeling standards based on individual
linear dimensions of intervertebral discs of the lumbar spine and general anthropometric
characteristics (body length and weight) in young men and men of the first period of
adulthood (17-28 years), both in separate age groups and in the combined group. The
series of MRI scans obtained on a Phillips Achieva 1.5T scanner measured the anterior,
middle and posterior vertical dimensions, maximum sagittal and frontal dimensions of
the intervertebral discs L1-L2, L2-L3, L3-L4, L4-L5 segments of the spine (IVD , ,,
IVD,, 4 VD, ,, IVD,, ). We calculated the average height of the intervertebral
discs, cross-sectional area and volume of intervertebral discs, as well as relative
indicators - the ratio of the sum of sagittal and transverse dimensions, the sum of three
dimensions, cross-sectional area and volume of intervertebral discs to the average
intervertebral disc height. Statistical analysis of the obtained morphometric parameters
was performed in the license package "STATISTICA 6.1". The distribution of variation
series indicators, their average values and standard errors, coefficients of variation
and asymmetry were evaluated. It was determined that the sums of the transverse and
sagittal sizes and the sums of the three sizes increase proportionally in the caudal
direction, have a distribution of indicators as close as possible to normal, and their
coefficients of variation are many times smaller than for cross-sectional areas and
volumes. Indicators of the ratio of the sum of the sagittal and transverse size and the
sum of the three sizes to the average height of the intervertebral discs have a variability
of less than 10% and correspond to the characteristics of the general population. Body
weight and length have significantly higher correlation coefficients with the sums of
sagittal and transverse dimensions, the sums of three dimensions and cross-sectional
areas than with the partial dimensions of the intervertebral discs.

Keywords: intervertebral disc, lumbar spine, norm, somatometry, young men, men of
the first period of adulthood.

Introduction

Musculoskeletal pathology, according to the World Health

neurological complications [16, 20]. Degenerative changes

Organization, ranks fourth among the causes of disability
and mortality in the world [4, 21]. About 20% of people suffer
from temporary or permanent back pain. Diseases of the
musculoskeletal system are also one of the most common
problems in Ukraine [5, 22], where about 3.5 million people
have problems with the musculoskeletal system and their

of the spine are an insidious pathology that carefully hides
the symptoms of other diseases, which greatly complicates
their diagnosis, especially in the early stages of the disease.
Despite the fact that the gradual degeneration of the
intervertebral disc is considered a natural process that
progresses with age, in recent decades the frequency of
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clinical manifestations of these changes in young people is
steadily increasing [1, 17].

The leading place in development of a degenerative
cascade and disturbance of biomechanics of functional
segments is occupied by degenerative changes of
intervertebral disks. Chondrosis, osteochondrosis,
spondylosis, and in the English literature - degenerative disc
disease (DDD) [9, 13, 23, 30] - are the most common terms
used to denote diseases of the spine, which, to some extent,
reflect the most common morphological basis of this
pathology.

The use of only averaged values as indicators of the
norm does not take into account individuality and can be a
factor in misinterpretations of the results.

Despite the urgency of the problem of pathology of the
spine both in the world and in Ukraine, a small number of
scientific papers of domestic scientists are devoted to this
topic, in particular the detection of pathology at an early stage.

In medical practice, morphometric parameters of
intervertebral discs, such as sagittal, transverse and vertical
dimensions of intervertebral discs, cross-sectional area,
volume are not widely used, but only as single studies are
found in the scientific literature [8, 27, 29]. Average and
generalized criteria for assessing the norm do not take into
account the individual characteristics of each human body.
Methods using mathematical modeling and methods of
comprehensive assessment of the parameters of the
intervertebral discs will identify pathological changes in the
early stages, and, consequently, to correct them in advance.
The use of more criteria for assessing the condition of the
intervertebral disc will allow the application of the principles
of evidence-based medicine in determining changes in the
intervertebral disc and bring the indicators closer to the
individual.

However, it should be noted that the use of a full-scale
anthropometric study with the measurement of linear and
circumferential dimensions is complex and is not widely
used in clinical practice. Therefore, the search for simplified
mathematical models and a set of relative indicators that
are based on a smaller number of initial parameters and as
close as possible in accuracy is a priority.

The purpose of the study is to assess the scattering
characteristics (variability) of absolute, calculated and relative
metric features of intervertebral discs in the norm with the
subsequent possibility of modeling standards based on
individual linear dimensions IVD , ,, IVD , ., IVD, ., IVD ,
and general characteristics (length and body weight, weight-
growth coefficient and index) in young men and men of the
first period of adulthood (17-28 years) both in separate age
groups and in the combined group.

Materials and methods

The study involved 74 young men and men aged 17 to
28 years without clinical signs of spinal diseases. They
underwent an anthropometric examination to determine
the total parameters (length and body weight), performed

MR tomography of the lumbar spine. MRI was performed
on a 1.5T scanner (Phillips Achieva 1.5T, Phillips, the
Netherlands). MRI scans of the lumbar spine were obtained
in the axial, sagittal and frontal planes using T2-weighted
turbo-spin-echo sequences.

The obtained MR images were used for further
morphometry of intervertebral discs L1-L2, L2-L3, L3-L4,
L4-L5 segments of the lumbar spine: measurement of
maximum sagittal and frontal dimensions; anterior, middle
and posterior vertical sizes of intervertebral discs.
Calculated the average height of the intervertebral discs
(as the arithmetic mean of the anterior, middle and posterior
heights); calculated the cross-sectional areas and volumes
of intervertebral discs, as well as relative indicators - the
ratio of the sum of sagittal and transverse dimensions, the
sum of three dimensions, cross-sectional area and volume
of intervertebral discs to the average height of the
intervertebral disc.

Statistical analysis was performed in the license
package "STATISTICA 6.1". The mean values of the variation
series, standard deviations, coefficients of variation and
asymmetry, paired t-test, d-test of the Kolmogorov-Smirnov
type, Levene's index were evaluated [12, 24, 25].

Results

The coefficient of variation of the front heights (Table 1)
in all age groups had average values of variability in the
range from 11.40% to 17.58%. The highest frequency for
indicators of anterior height of all groups is in the range of 2
sigma from 65.79% to 78.85% of the total number of
observations. When using the paired t-test (Table 2), it was
determined that no significant differences in the mean values
of the indicators in the groups were determined (p>0.05).
The difference between the mean values in the samples for
IVD,, , is 0.327 mm and 0.447 mm, for IVD , , - 0.222 mm
and 0.304 mm, for IVD ,,, - 0.304 mm and 0.087 mm, for
IVD,, s - 0.009 mm and 0.013 mm.

The highest frequency for the mean height of all groups
is in the range of 2 sigma from 57.78% to 78.95% of the total
number of observations. The coefficients of variation (see
Table 1) have values close to low variability (<10) - from
8.38% to 12.37%. When using the paired t-test (see Table
2), it was determined that no significant differences in the
mean values of the indicators in the groups were determined
(p>0.05). The difference between the mean values in the
samples for IVD,,,, is 0.327 mm and 0.447 mm, for IVD
- 0.222 mm and 0.304 mm, for IVD
0.087 mm, for IVD , . - 0.009 mm and 0.013 mm.

The coefficients of variation (see Table 1) of the posterior
vertical dimensions have average values of variability (<10)
- from 12.46% to 15.74%. The highest frequency for the
indicators of the posterior height of all groups is in the range
of 2 sigma from 57.89% to 73.68% of the total number of
observations. When using a paired t-test (see Table 2), a
significant difference between the mean values for IVD
for IVD IVD

L2-L3
s1s - 0.304 mm and

L1-12’

LoLa® arar VD, s (0>0.05) significant differences
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in the mean values of the indicators were not detected. The
difference between the mean values in the samples for
IVD,, ., is 0.432 mm and 0.591 mm, for IVD ,,, - 0.244 mm
and 0.333 mm, for IVD ,,, - 0.132 mm and 0.181 mm, for

IVD - 0.004 mm and 0.006 mm.

L4-L5

Transverse dimensions of intervertebral discs IVD , .,
VD, . VD, . VD , . of the lumbar spine in these age
groups have coefficients of variation (see Table 1) less
than 10% - from 4.66% to 6.49 %, which corresponds to

the weak variability of the trait. The highest frequency for

Table 1. Characteristics of intervertebral disks sizes groups IVD, ., IVD,, ., IVD ,,,, IVD ,  , of lumbar spine.
Intervertebral discs Young men (17-21 years) Men (22-28 years) Combined group (17-28 years)
- IVD
Sizes MxSD (mm) CWh MxSD (mm) Cv% M+SD (mm) CWh
L1-L2 7.949+0.920 11.57 7.370£1.296 17.58 7.705+1.125 14.60
L2-L3 8.667+1.150 13.27 8.647+1.254 1451 8.658+1.188 13.73
Anterior height
L3-L4 9.230+1.058 11.40 9.580+1.537 16.05 9.407+1.283 13.64
L4-L5 9.803+1.364 13.92 10.38+1.49 14.34 10.04+1.44 14.32
L1-L2 10.04+0.92 9.198 9.263+1.146 12.37 9.711+1.087 11.20
L2-L3 11.03+£0.95 8.613 10.51+1.22 11.66 10.81+1.10 10.17
Average height
L3-L4 11.48+0.96 8.378 11.33+1.22 10.77 11.42+1.07 9.410
L4-L5 11.74+1.10 9.384 11.72+1.33 11.37 11.73£1.20 10.21
L1-L2 7.182+0.932 12.98 6.159+0.921 14.95 6.750+1.053 15.60
L2-L3 7.407+0,923 12.46 6.830+1,037 15.18 7.163+1.009 14.08
Posterior height
L3-L4 7.395+1.059 14.33 7.082+1.031 14.55 7.263+1.053 14.50
L4-L5 7.270£1.077 14.82 7.280+£1.146 15.74 7.274+1.100 15.13
L1-L2 51.64+2.77 5.371 49.86+3.24 6.492 50.89+3.09 6.071
L2-L3 53.67+£2.69 5.007 52.48+3.33 6.341 53.16+£3.01 5.670
Transverse size
L3-L4 55.32+2.58 4.659 54.71+£3.43 6.274 55.06+2.97 5.386
L4-L5 56.90+2.83 4.965 56.03+£3.53 6.300 56.53+£3.15 5.577
L1-L2 38.05+£2.45 6.427 37.06+2.62 7.078 37.63+£2.56 6.791
) ) L2-L3 39.52+2.18 5.510 38.43+£2.56 6.667 39.06+2.40 6.133
Sagittal size
L3-L4 39.75+2.03 5.114 38.81+£3.02 7774 39.35+2.52 6.413
L4-L5 41.37+2.05 4.943 40.50+£3.31 8.145 40.99+2.67 6.502
L1-L2 8.389+0.740 8.818 7.598+0.893 11.75 8.055+0.894 11.10
The average value of L2-13 9.035:0.742 8.208 8.661+0.920 10.62 8.877+0.838 9.435
the height L3-L4 9.385+0.793 8.448 9.330+0.995 10.66 9.362+0.879 9.387
L4-L5 9.604+0.910 9.479 9.791+0.959 9.797 9.683+0.93 9.611
L1-L2 89.69+4.54 5.066 86.92+5.20 5.978 88.52+4.99 5.642
The sum of L2-L3 93.18+4.02 4.317 90.91+5.35 5.880 92.22+4.74 5.136
transverse and
sagittal dimensions L3-L4 95.07+3.90 4.107 93.52+5.62 6.009 94.42+4.74 5.019
L4-L5 98.27+4.24 4.318 96.53+6.35 6.582 97.53+5.28 5.410
L1-L2 98.08+4.59 4.683 94.52+5.84 6.177 96.57+5.42 5.613
The sum of three L2-13 102.2+4.13 4.037 99.57+5.93 5.958 101.1#5.11 5.055
sizes L3-L4 104.5+4.05 3.879 102.9+6.30 6.123 103.8+5.15 4.963
L4-L5 107.9+4.49 4.158 106.3+6.80 6.396 107.2+5.60 5.222
L1-L2 15.46+1.59 10.26 14.55+1.76 12.07 15.08+1.71 11.35
L2-L3 16.67+1.44 8.653 15.88+1.92 12.10 16.34+1.70 10.39
Cross-sectional area
L3-L4 17.29+1.41 8.176 16.72+2.10 12.58 17.05+1.75 10.27
L4-L5 18.51+1.60 8.616 17.89+2.43 13.61 18.25+2.00 10.98
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Continuation of table 1.

Intervert«_-:tbral discs VD Young men (17-21 years) Men (22-28 years) Combined group (17-28 years)
Sizes MxSD (mm) CWh MxSD (mm) Cv% MxSD (mm) CWh
L1-L2 8.644£1.123 12.99 7.436£1.625 21.85 8.130£1.476 18.15
L2-L3 10.04+1.21 12.03 9.234+1.878 20.34 9.700£1.570 16.18
volume L3-L4 10.82+1.33 12.28 10.48+2.19 20.93 10.68+1.74 16.33
L4-L5 11.87+1.63 13.74 11.73£2.30 19.56 11.81+1.93 16.33
L1-L2 10.77+1.08 10.01 11.55+1.11 9.608 11.10£1.15 10.38
The ratio of the sum
of sagittal and L2-L3 10.38+0.92 8.873 10.58+0.94 8.861 10.46+0.93 8.869
rt]f:igsh‘tfﬂse size to L3-L4 10.20+0.94 9.168 10.10+0.90 8.859 10.16+0.92 9.003
L4-L5 10.32+1.03 10.02 9.920+0.920 9.268 10.15+1.00 9.863
L1-L2 11.77£1.08 9.160 12.55+1.11 8.842 12.10+1.15 9.520
The ratio of the sum L2-L3 11.38+0.92 8.093 11.58+0.94 8.096 11.46+0.93 8.096
of all sizes to the
height L3-L4 11.20+0.94 8.350 11.10+0.90 8.061 11.16+0.92 8.196
L4-L5 11.32+1.03 9.134 10.92+0.92 8.420 11.15+1.00 8.978
L1-L2 1.857+0.248 13.350 1.925+0.203 10.55 1.885+0.231 12.26
The ratio of cross- L2-.3 1.857+0.215 11.600 1.841+0.188 10.20 1.850+0.203 10.99
sectional area to
height L3-L4 1.854+0.210 11.320 1.798+0.186 10.35 1.831+0.201 10.98
L4-L5 1.942+0.234 12.040 1.835+0.253 13.78 1.897+0.246 13,00
Weight, kg 72,15+8,06 11.17 76.03+2.05 15.41 73.79£9.90 13.41
Body length, m 1,787+0,064 3.572 1.775+0.077 4.329 1.782+0.069 3.897
Mass-growth factor, glcm 403,4£38,6 9.568 427.4£57.5 13.45 413.5+48.7 11.77
Mass-growth index, kg/m? 22,58+2,05 9.068 24.07+3.05 12.67 23.21+2.61 11.25

indicators of transverse dimensions of all groups is in the
range of 2 sigma from 63.46% to 76.32% of the total number
of observations; the paired t-test determined (see Table 2)
that there were no significant differences in the mean values
of the indicators in the groups (p>0.05). The difference
between the mean values in the samples for IVD , ., is
0.751 mm and 1.028 mm, for IVD , . - 0.501 mm and 0.685
mm, for IVD , , - 0.257 mm and 0.351 mm, for IVD
0.367 mm and 0.502 mm.

For sagittal sizes of intervertebral discs IVD , ., IVD,, .,
IVD,,,» IVD_, . the distribution asymmetry indices do not
differ significantly in young men and in the combined group,
according to the observation groups, the asymmetry indices
are 0,035, 0,581 and 0,193; the smallest are for D, . -
0.021 in young men and the largest in men for D , .- 0.782.
Coefficients of variation (see Table 1) have average values
less than 10% from 4.94% to 8.15%, which corresponds
to the weak variability of the trait. The highest frequency for
sagittal sizes of all groups is in the range of 2 sigma from
65.38% to 78.85% of the total number of observations.
Thus, it can be argued that the distribution of traits in the
studied groups is as close as possible to normal. When
using the paired t-test, it was determined (see Table 2) that
no significant differences in the mean values of the
indicators in the groups were determined (p>0.05). Levene's
test confirms the homogeneity of the variance of the

La5 -

indicators (p>0.05) in the studied groups. The difference
between the mean values of sagittal dimensions in the
samples for IVD , , is 0.419 mm and 0.573 mm, for
IVD - 0.461 mm and 0.630 mm, for IVD - 0.396 mm

andLZOL.3542 mm, for IVD , . - 0.368 mm andL30Lf1504 mm.
The coefficients of variation of the average height (see
Table 1) of all groups have values close to low variability
(<10) - from 8.21% to 11.75%. The paired t-test (see Table
2) revealed significant differences in the mean values of
the average height for IVD, ., IVD_, ., IVD . VD,
(p>0.05) significant differences in mean values are absent.
Levene's test confirmed the homogeneity of the variance of
the indicators (p>0.05) in all study groups for all
intervertebral discs. The bilateral d-criterion of the
Kolmogorov-Smirnov type did not exceed the critical value
(0.05). The difference between the mean values in the
samples for IVD , , is 0.334 mm and 0.458 mm, for
IVD - 0.158 mm and 0.216 mm, for IVD - 0.023 mm

L2-L3 L3-L4
and 0.032 mm, for IVD ,,, - 0.079 mm and 0.108 mm.

The following parameters were calculated: the sum of
sagittal and transverse dimensions, the sum of three
dimensions, the cross-sectional area and the volume of
the intervertebral discs.

The coefficients of variation of the sum of transverse
and sagittal sizes (see Table 1) have average values

corresponding to the weak variability of the trait - from 4.11%
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to 6.58%. The highest frequencies for the sum of transverse
and sagittal sizes of all groups are in the range of 2 sigma
from 65.38% to 76.32% of the total number of observations.

Table 2. Indicators of t-test of intervertebral disks sizes IVD

first period of adulthood and in the combined group.

L1-L2’ L2-13’

L4- L5

IVD

L3-L4’ L4-L5

IVD

L1-L2?
of the lumbar spine in adolescents, men of the first

IVD

L2-13’

Indicators of the paired t-test (see Table 2) for the sums of
transverse and sagittal sizes IVD
IVD

L3-L4’

IVD of lumbar spine in adolescents, in men of the

Intervertebral discs

Intervertebral discs

sizes Comparison groups t-value p sizes Comparison groups t-value p
D1 17-21 vs. D1 17-28 1.330 0.186 D117-21vs. D1 17-28 1.389 0.167
D1 22-28 vs. D1 17-28 | -1.468 0.145 D1 22-28 vs. D1 17-28 | -1.637 0.104
D2 17-21 vs. D2 17-28 0.042 0.966 D2 17-21vs. D2 17-28 1.230 0.221
D2 22-28 vs. D2 17-28 | -0.051 0.960 The sum of transverse | p2 22-28 vs. D2 17-28 | -1.382 0.170
Anterior height and sagittal

D3 17-21vs.D317-28 | 0602 | 0548 dimensions D317-21vs.D317-28 | 0.841 | 0.402
D3 22-28 vs. D3 17-28 | 0.657 0.513 D3 22-28 vs. D317-28 | -0.921 0.359
D4 17-21 vs. D4 17-28 | -0.982 0.328 D4 17-21vs. D4 17-28 | 0.857 0.393
D4 22-28 vs. D4 17-28 | 1.176 0.242 D4 22-28 vs. D4 17-28 | -0.926 0.356
D1 17-21 vs. D1 17-28 2.453 0.015 D117-21vs.D117-28 1.681 0.095
D1 22-28 vs. D1 17-28 | -3.006 0.003 D122-28vs. D1 17-28 | -1.918 0.057
D2 17-21 vs. D2 17-28 1.429 0.155 D2 17-21vs. D2 17-28 1.346 0.181
D2 22-28 vs. D2 17-28 | -1.694 0.093 D2 22-28 vs. D2 17-28 | -1.476 0.142

Posterior height The sum of three sizes
D3 17-21 vs. D3 17-28 0.719 0.473 D3 17-21vs. D3 17-28 0.812 0.418
D3 22-28 vs. D3 17-28 | -0.894 0.373 D3 22-28 vs. D3 17-28 | -0.867 0.388
D4 17-21 vs. D4 17-28 | -0.023 0.982 D4 17-21 vs. D4 17-28 0.722 0.472
D4 22-28 vs. D4 17-28 | 0.028 0.978 D4 22-28 vs. D4 17-28 | -0.777 0.439
D1 17-21 vs. D1 17-28 1.448 0.150 D117-21vs.D117-28 1.323 0.188
D1 22-28 vs. D1 17-28 | -1.695 0.092 D1 22-28 vs. D1 17-28 | -1.575 0.118
D2 17-21vs. D2 17-28 | 0.992 0.323 D2 17-21vs. D2 17-28 | 1.193 0.235
D2 22-28 vs. D2 17-28 | -1.139 0.257 D2 22-28 vs. D2 17-28 | -1.340 0.183

Transverse size Cross-sectional area
D3 17-21 vs. D3 17-28 0.521 0.603 D317-21vs.D317-28 | 0.843 0.400
D3 22-28 vs. D3 17-28 | -0.584 0.560 D3 22-28 vs. D3 17-28 | -0.913 0.363
D4 17-21 vs. D4 17-28 0.693 0.489 D4 17-21 vs. D4 17-28 0.810 0.419
D4 22-28 vs. D4 17-28 | -0.794 0.429 D4 22-28 vs. D4 17-28 | -0.871 0.386
D1 17-21 vs. D1 17-28 0.955 0.341 D117-21vs. D1 17-28 2.155 0.033
D1 22-28 vs. D1 17-28 | -1.150 0.252 D1 22-28vs. D1 17-28 | -2.370 0.019
D2 17-21 vs. D2 17-28 1.141 0.256 D2 17-21vs. D2 17-28 1.355 0.178
o D2 22-28 vs. D2 1728 | -1.332 | 0.185 The volume of the | D2 22-28 vs. D2 17-28 | -1451 | 0.149
Sagital size D317-21vs.D317-28 | 0.964 | 0.337 intervertebral disc | p317.21vs. D317-28 | 0.512 | 0.609
D3 22-28 vs. D3 17-28 | -1.046 0.298 D3 22-28 vs. D3 17-28 | -0.537 0.592
D4 17-21 vs. D4 17-28 0.861 0.391 D4 17-21 vs. D4 17-28 0.178 0.859
D4 22-28 vs. D4 17-28 | -0.909 0.365 D4 22-28 vs. D4 17-28 | -0.196 0.845
D1 17-21 vs. D1 17-28 2.282 0.024 D117-21vs.D117-28 | -1.671 0.097
D1 22-28 vs. D1 17-28 | -2.646 0.009 D122-28vs. D1 17-28 | 2.034 0.054
D2 17-21 vs. D2 17-28 1.129 0.261 D2 17-21vs. D2 17-28 | -0.526 0.600
The average value of | D222-28 vs. D217-28 | -1.297 | 0.197 The ratio of the sum of | p2 22.28 vs. D2 17-28 | 0.644 | 0521
the height D3 17-21vs. D3 17-28 | 0.156 0.876 Sag't;?;: ?3 ,ﬁﬁgiﬁerse D317-21vs. D3 17-28 | 0.257 0.798
D3 22-28 vs. D3 17-28 | -0.179 0.859 D3 22-28 vs. D317-28 | -0.321 0.749
D4 17-21vs. D4 17-28 | -0.491 0.624 D4 17-21 vs. D4 17-28 0.943 0.347
D4 22-28 vs. D4 17-28 | 0.594 0.553 D4 22-28 vs. D4 17-28 | -1.204 0.231
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Continuation of table 2.

Intervem_ebral discs Comparison groups t-value p
sizes
D117-21vs.D117-28 | -1671 0.097
D122-28 vs. D1 17-28 | 2.034 0.044
D2 17-21vs. D2 17-28 | -0.526 0.600
The ratio of the sum of | D2 22-28 vs. D217-28 | 0.644 | 0.521
all sizes to the height | p3 17.21vs. D317-28 | 0.257 | 0.798
D3 22-28 vs. D317-28 | -0.321 0.749
D4 17-21 vs. D4 17-28 0.943 0.347
D4 22-28 vs. D4 17-28 | -1.204 0.231
D117-21vs.D117-28 | -0.692 0.490
D1 22-28 vs. D1 17-28 | 0.906 0.366
D2 17-21vs. D2 17-28 | 0.183 0.855
D2 22-28 vs. D2 17-28 | -0.236 0.814
D3 17-21vs. D317-28 | 0.665 0.507
D3 22-28 vs. D3 17-28 | -0.850 0.397
The ratio of cross- D4 17-21 vs. D4 17-28 1.077 0.283
sectional area to D4 22-28 vs. D4 17-28 | -1.293 0.198
height D122-28vs. D117-28 | -1575 | 0.118
D2 17-21vs. D2 17-28 | 1.193 0.235
D2 22-28 vs. D2 17-28 | -1.340 0.183
D317-21vs. D317-28 | 0.843 0.400
D3 22-28 vs. D3 17-28 | -0.913 0.363
D4 17-21 vs. D4 17-28 0.810 0.419
D4 22-28 vs. D4 17-28 | -0.871 0.386
D117-21vs.D117-28 | -1.012 0.313
Body weight (kg)
D1 22-28 vs. D1 17-28 1.105 0.271
D2 17-21vs. D2 17-28 | 0.412 0.681
Body length, m
D2 22-28 vs. D2 17-28 | -0.478 0.634
Mass-growth factor, | D3 17-21vs. D317-28 | -1.286 | 0.201
glem D3 22-28vs. D3 17-28 | 1.394 0.166
Mass-growth index, D4 17-21vs. D417-28 | -1.492 | 0.138
kg/m? D422-28vs.D417-28 | 1.620 | 0.108

period of adulthood and in the combined the group proved
the absence of significant differences in mean values
(p>0.05).

The coefficients of variation for the sum of the three
sizes (see Table 2) have average values from 3.88% to
6.40%, which corresponds to the weak variability of the
trait. The indicators of distribution asymmetry are small, on
average do not differ significantly (according to the
observation groups - -0.199, 0.498 and 0.054), the lowest
for D, . - 0.004 in young men and the highest for IVD , . in
men - 0.832. T-test and Levene's test scores for the sum of
all sizes IVD, ,,, IVD, ., IVD,,,, IVD , , did not show
significant differences in mean values in the groups
(p>0.05).

The coefficients of variation of cross-sectional areas

for intervertebral discs IVD , ,, IVD, ., IVD , ,, IVD, ,, had
average values close to low variability (<10) - from 8.18%
to 13.61%. When using the paired t-test, it was determined
that no significant differences in the mean values of the
indicators in the groups were determined (p>0.05).
Coefficients of variation of intervertebral disc volumes
have average values within the average variability - from

12.03% to 21.85%. When using the paired t-test, it was

18%

1582% 15,11%

14,83%

16%
14,08%

i 13,65%
12,549
5% 11,54%
] 10,71%
o 0,25% 0.88%
8,899 8,74
8% 7,42%
6,35% 6,46%
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6%, 5,00% 5'685@ 9
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Average Transverse
height  diameter
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Fig. 1. Coefficients of variation of anterior, middle, average heights,
transverse and sagittal sizes of intervertebral discs IVD , ,, IVD,,.
L3t I_VDL3,L4, IVD,, 5 in young men (17-2_1 years), in men of the first
period of adulthood (22-28 years) and in the combined group (17-
28 years).

25%

20,67%

20%
6,75%
15%
12,59% 12,76
,75%

10% 8,939

6,11% 6,16%

,30% ,21%

5o, 4459 I 4,199 I
0% I I
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Fig. 2. Coefficients of variation of indicators of the sum of cross-
sectional and sagittal sizes, the sum of all sizes, cross-sectional

areas and volumes of intervertebral disks IVD, ,, IVD, ., IVD

L IVD,, 5 in young men (17-21 years), in men of the first period of

adulthood (22-28 years) and in the combined group (17-28 years).
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Fig. 3. Coefficients of variation of relative indicators of the sum of
transverse and sagittal sizes, the sum of all sizes, cross-sectional

areas and volumes of intervertebral disks IVD, |, IVD , ., IVD,,.

w VD, to the average height in young men (17-21 years), in

men of the first period of adulthood (22-28 years) and in the
combined group (17-28 years).

determined that significant differences in the mean values
of the indicators in the groups were not determined for
VD, ., VD, .. WD, .. VD, . (p>0.05).

The increase in the coefficients of variation of the areas
of transverse dimensions and their volumes attracts
attention (Fig. 2). The average values of the coefficients of
variation for the sums of transverse and sagittal sizes -
5.29%, for the sum of the three sizes of intervertebral discs
and 5.19%, for cross-sectional areas - 10.75%, for the
volumes of intervertebral discs - 16.73%. Thus, the
coefficients of variation of the cross-sectional areas of the
intervertebral discs are on average more than 2 times (2.033
and 2.073) and the volumes more than 3 times (3.162 and
3.223) higher than the coefficients of variation of the sums
of the transverse and sagittal sizes and the sum of three
sizes.

Coefficients of variation of the ratio of the sum of sagittal
and transverse size to height (see Table 1) of all groups
have average values close to low variability (<10) - from
8.86% to 10.38%, for the ratio of cross-sectional areas to
height disks coefficients of variation from 10.20% to 13.78%,
for the ratio of disk volumes to height - from 8.18% to
13.61%.

T-test indicators (see Table 2) for the ratios of the sums
of sagittal and transverse dimensions, the ratios of cross-
sectional areas, the ratios of disk volumes to the height
IVD,, ., VD, ., IVD,, ., IVD , . of thelumbar spinein young
men, men of the first period of adulthood and in the
combined group show no significant differences in the
average values of these indicators in the groups (p>0.05).

The coefficients of variation of the ratio of the sum of the
three dimensions to the height (see Table 1) are
characterized by low variability, their values range from
8.06% to 9.52%. The highest frequency for the ratio of the

sum of all sizes to the height of the studied groups are in
the range of 2 sigma from 65.38% to 86.84% of the total
number of observations. When using the paired t-test (see
Table 2), significant differences in the mean values of the
indicators in the groups were not determined (p>0.05).

Body weight had significant moderate correlations with
transverse dimensions of intervertebral discs (IVDs)
(r=0.45), with the sum of transverse and sagittal
dimensions of IVDs (r=0.43), with the sum of three sizes of
IVDs (r=0.43) , with a cross-sectional area of IVDs (r=0.41),
with a volume of IVDs (r=0.37).

Body length was characterized by the presence of
significant moderate correlations with sagittal sizes of IVDs
(r=0.48), with the volume of IVDs (r=0.49); noticeable
correlations were observed with the transverse dimensions
of IVDs (r=0.51), with the sum of the transverse and sagittal
dimensions of IVDs (r=0.56), with the sum of the three
dimensions of IVDs (r=0.56), with the cross-sectional area
of IVDs (r=0.56).

The mass-growth factor had a weak correlation with
the transverse dimensions of IVDs (r=0.35), with the sum
of the transverse and sagittal dimensions of IVDs (r=0.30),
with the sum of the three dimensions of IVDs (r=0.31).

The mass-growth index had no significant correlations
with anterior, posterior, and average height and sagittal
size of IVDs (r<0.10) and had only significant weak
correlations with mean height (r=0.12) and transverse
dimensions of IVDs (r=0.19).

Discussion

The variability of quantitative traits is a biological feature
of the organism and is due to the genotype and
environmental conditions. The problem of variability of
symptoms has been relevant for centuries and not only in
medicine. As early as the mid-nineteenth century, one of
the founders of experimental medicine, the French scientist
Claude Bernard, argued that if we could prove that deviation
from the norm is a simple quantitative deviation, then we
would have the key to treating any particular person,
regardless, how its individual indicators differ from those
of other people [3]. Nowadays, an important area of
improvement in medicine is to identify the parameters of
individual variability of the norm, which is the basis for early
preclinical detection of abnormalities. The use of averages
as indicators of the norm does not take into account
individuality and can be a factor in misinterpretations of the
results.

Determination of the linear dimensions of the vertebral
bodies and intervertebral discs has diagnostic value [2, 7,
11, 14, 18], which is due to the relevance of this topic, due
to the high prevalence of spinal pathology [6, 28].

Our results show no significant differences in the
studied groups in terms of anterior and middle height in
the groups of young men, men and in the combined group.
Regarding the posterior height of the intervertebral discs
when using the paired t-test, there was a significant
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difference between the mean values in the groups for IVDL1-
L2 6,159+0,921 mm, 7,182+0,932 mm for young men and
men, the difference between the mean values was 1,023
mm. This indicator has significant variability due to the
variability (individuality) of lumbar lordosis, which largely
depends on conscious posture control [31] and has a fairly
wide range of norm (20°- 45°) [19].

The coefficient of variation serves as a characteristic of
variability (scattering) and is a criterion for the homogeneity
of the population. Comparison of the average coefficients
of variation (see Fig. 1) of medium and average heights
with the indicators of the anterior and posterior vertical
dimensions shows much less variability of the former. The
values of the coefficients of variation of the anterior and
posterior heights from 12.54% to 15.62% refer to the
average variability, and the coefficients of variation for the
middle height (8.74%, 10.71%, 9.88%) and for the average
height (8 , 89%, 11.54%, 10.25%) are as close as possible
to low variability. The variability for the average heights in
the studied groups is insignificant, but less than for the
middle heights. Thus, the use of variable front and rear
heights in the integrated indicator (average height) not only
does not increase the variability of the latter, but also slightly
reduces it, proving their interdependence. These results
indicate the advantages of using the average height of the
intervertebral disc for further mathematical analysis.

Degenerative changes of intervertebral discs are
accompanied by changes in the MR signal from the nucleus
pulposus and fibrous ring (Pfirmann degeneration scores)
due to dehydration of varying degrees, structural changes
in fibrous, cartilaginous elements, and changes in the
closing plates of adjacent vertebrae [10] and protrusion of
the nucleus pulposus in the form of protrusions, extrusions
and sequesters.

Reduction of the height of the unaltered disc due to
uniform stretching of the fibers of the fibrous ring, followed
by its uniform thinning without local damage to the fibrous
ring and without pathological changes in the closing plates
of adjacent vertebrae also occurs. With this variant of
deformation of the intervertebral disc there is a change in
shape without changing its volume due to redistribution,
while there is an increase in the area of the intervertebral
disc with decreasing height. The described scenario of
changes does not fit into the traditional model and is not
taken into account by clinicians. The increase in area is
usually accompanied by an increase in sagittal and
transverse dimensions with a simultaneous decrease in
the height of the intervertebral disc and an increase in
pressure on the fibrous ring.

The high variability of indicators of cross-sectional areas
and volumes of intervertebral discs determines the lower
suitability of these indicators for further processing, reduces
the reliability of the conclusions obtained on their basis.

Significant differences in the coefficients of variation of
the sums of transverse and sagittal sizes and the sum of
three sizes are not defined, which is also confirmed by the

absence of a significant difference in the ratios of their
average values and their standard errors [15].

The homogeneity of the sample and belonging to one
general population is evidenced by the weak variability of
the trait with a coefficient of variation not exceeding 10%
[26]. Given the results obtained, it can be argued that the
relative ratio of the sum of the three dimensions to the
height has the most homogeneous sampling rates.

Total somatometric features and indices have their own
characteristics in variability. The least variable is the length
of the body - from 3.57% in young men to 4.33% in men
without significant differences between groups of studies.
Body weight variability increased in the male group to
15.41% compared to 11.17% of young men. The mass-
growth coefficient and the mass-growth index, respectively,
also show a tendency to higher values for these age groups,
as body weight plays a dominant role in these calculated
indicators.

Correlation analysis showed that the arithmetic mean
values of the correlation coefficients of the linear
dimensions of IVDs were the smallest for the mass-growth
index and the largest for body length. The mass-growth
index had the lowest correlation coefficients with the
measured parameters of the intervertebral discs, with the
maximum value for the transverse dimensions of the
intervertebral discs (r=0.19), which calls into question the
further use of the indicator in the simulation.

Given the observed variability in posterior and anterior
intervertebral disc heights and the relatively smaller
difference between the mean values in the IVD1 average
height groups in subsequent studies, more vertical
vertebral disc measurements are likely to be made to
determine the average height. Increasing the number of
vertical measurements of the intervertebral disc will, among
other things, increase the accuracy of calculating the area
of the upper and lower surfaces of the intervertebral disc,
its volume and reduce the influence of posture on the
average height.

Conclusions

1. The gradual increase of linear indicators of the
anterior, middle and posterior vertical dimensions, sagittal
and transverse dimensions of the intervertebral discs from
L1-L2 to L4-L5 segment is determined. There are no
significant differences in the linear dimensions of the
intervertebral discs (except for L1-L2) in the studied groups.

2. The sums of transverse and sagittal sizes, the sums
of three sizes and the average height of the intervertebral
discs, also increase proportionally in the caudal direction,
have a distribution as close as possible to normal and is
more acceptable for further mathematical regression
analysis, as their coefficients of variation are 2 times smaller
than in cross-sectional areas and 3 times smaller than in
volumes.

3. The determined ratios of the sum of sagittal and
transverse size and the sum of three sizes to the average
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height of intervertebral discs are homogeneous, have low
variability (coefficients of variation from 8.09% to 9.52%),
correspond to the characteristics of the general population
and can serve as auxiliary quantitative indicators
assessment of the norm for intervertebral discs.

4. Body weight and length have relatively higher
correlation coefficients with the sums of sagittal and
transverse dimensions, the sums of three dimensions and
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MDKXPEBLIEBI AUCKW NOMEPEKOBOIO BIOAINY XPEBTA: MOP®OMETPUYHI NAPAMETPU TA KOE®ILIEHTU

Hanunesuy B.I., MymiHcekuli 10.U., Mpuzop'esa O.A., QaHuneeuy C.I.

Baxxnusum enemeHmom Aoka3080i MEOUUUHU € 8paxyeaHHs1 iHOUBIOyanbHOI 8apiamusHOCMI NMoKa3HUKie HopMU Mibkxpebuesux Ouckig,
wo 6e33arnepeyHo € OCHOBOK paHHb020 OOKIIHIHHO20 8usierieHHs1 iX mamonoeii. MamemamuyHe mModernoeaHHsI ma KOMI/IeKCHa OUuiHKa
napamempie Mixxpebuesux Ouckie MOXymb He fuwe nepedbaqumu ma eusHadamu paHHi Mposisu namornoaiyHux 3miH, a i dornomozamu
3as4acHo ix kopueyesamu. Memoto docnidxeHHsi 6ynno po3paxyeamu ma ouiHUMu MiHnugicms abcomromHuX, po3paxyHKo8ux ma
8IOHOCHUX MempuyHUX rnapamempie Mixxpebuesux OucCKie 8 HOpMi 3 MOOabLWOK MOXIUGICMI0 MOOes08aHHs HOpMamusgie Ha
OCHO8I iHOugidyanbHUX NiHIGHUX po3mipie Mixxpebyesux Auckie nonepexkogoeo 8i0diny xpebma ma 3azasibHUX aHmMpoOnoOMempuYHUX
xapakmepucmuk (0oexuHa ma maca mina, Maco-pocmosull KoegiuieHm ma iHOeKC) y toHaKie ma 4orosikie nepuio2o rnepiody 3pinozo
siky (17-28 pokig), ik y oKkpemux eikosux epynax, mak i y ob'eGHaHit epyni. Ha cepii MPT-momoepam, ompumaHux Ha ckaHepi Phillips
Achieva 1,5T, sumiprosanu nepedHil, cepedHili ma 3alHil eepmukarsbHi po3mipu, MakcumanbHul cazimanbHuli ma ¢hpoHmanbHul
poamipu mixxpebuesux Ouckig L1-L2, L2-L3, L3-L4, L4-L5 ceameHmie xpe6bmogoeo cmoena (IVD , ,, IVD, .. IVD, ,, VD, J).
Bupaxosysanu ycepedHeHy sucomy mikxpebuesux Ouckie, niowi nornepeyHo2o rnepepisy ma ob'emu mikxpebuesux OuCKig, a maKkox
BIOHOCHI MOKa3HUKU - 8IOHOWEHHST CyMU cazimarbHO20 i ornepeyHo2o po3Mipig, CyMu mpboxX po3mipig, niaowi nornepeyHo2o rnepepisy
ma o6'emy mixxpebuesux Ouckie 0o ycepedHeHoi sucomu mixxpebuyegozo ducky. Cmamucmuy4yHul aHania ompumaHux
MopghoMempuUYHUX OKa3HUKI8 8UKOHy8anu y niyeHsitiHomy nakemi "STATISTICA 6.1". OuiHtosanu po3nodin nokasHukie eapiayitiHo2o
psdy, ix cepedHi 3HadyeHHs ma cmaHOapmHi NMoOMUJsIKU, KoegiyieHmu eapiauii ma acumempii. BusHadunu, wo cymu rnornepeyHoeo i
caeimarnbHO20 po3Mipie ma cymu mpbOX PO3Mipig rPOopyitiHoO 3pocmarome y KaydarnbHOMY HanpsiMKy, Maromb po3rodin noka3HuKie
MakcumanbHO HabnuxeHul 0o HOpMasibHO20, a ix KoebiyieHmu eapiauii y pa3u MeHwi, HiX Ons roKa3HuKie rnaou, nornepeyHoeo
nepepisy ma ob'emis. [Toka3HUKU Crig8IOHOWEHb CyMU cazimarbHO20 ma rornepeyHo20 Po3Mipy i Cymu mpbox po3smipie 00 ycepedHeHoi
sucomu mixxpebuesux duckie marompb eapiabenbHicms meHwe 10% ma eidnosifarompe xapakmepucmukam 2eHepasibHOi CyKynHOCMI.
Maca ma doexuHa mina Maromp 3Ha4UMO 8UW,i KoegiuieHmu Kopensuii 3 cymamu caeimarnbHOo20 ma rornepe4yHozo po3mipie, cymamu
mpbOx po3mMipie ma nnowamu fornepeqyHUX repepisie, aHK 3 napuianbHUMU po3mipamu mixxpebuesux Ouckis.

Keywords: mixxpebuesuli duck, nonepekosuli 8iddin xpebma, Hopma, coMamomMempisi, FOHaKu, Yoroeiku rnepwoeao nepiody 3pinoeo
8iKky.
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Modern science has a significant number of diagnostic methods: craniological,
anatomical, ultrasound, radiological. The development of new research methods, such
as ultrasound and X-ray methods (magnetic resonance imaging), forms the concept of
ultrasound and X-ray norms at different stages of human development. Now it is important
to study the anatomical variability of people, morphometric characteristics, relationships
of organs, anatomical structures, their parts at all stages of human development. The
purpose of the work is to establish normative morphometric parameters of the skull and
face in fetuses and newborns, followed by construction of mathematical models. The
study was performed on 57 preparations of human fetuses 4-10 months and 7 newborns
using adequate anatomical methods: macropreparation, topographic anatomical
sections, computed tomography, craniometry. The main parameters of the facial and
cerebral skull were measured with the help of a centimeter tape, a thick, sliding compass
and a caliper. Statistical analysis of the obtained data was performed using a licensed
program RStudio. Itis established that according to the graphs of the average values of
the parameters of the skull and face, there are two periods of accelerated and two
periods of slow development. For transverse skull length, face width and skull height,
two periods of accelerated development from the 6th to the 8th month of fetal development
and from the 9th month of fetal development to the neonatal period and two periods of
delayed development from the 5th to the 6th months and from the 8th to the 9th month of
fetal development were revealed. For the total height of the face - periods of accelerated
development - from the 4th to the 6th month of fetal development and from the 7th to the
9th month of fetal development, periods of delayed development - from the 6th to the 7th
month of fetal development and from the 9th month of fetal development to the neonatal
period. On the basis of arithmetic mean data of transverse skull length, face width,
skull height, total face height, models for predicting normative morphometric parameters
in fetuses and newborns are constructed. The constructed models will serve as a norm
for the subsequent determination of certain morphometric deviations to establish
variants of the structure and malformations of the skull and face. Thus, our systematized
data on the features of spatio-temporal transformations of morphometric parameters of
transverse skull length, face width, skull height, total face height with subsequent
construction of mathematical models will contribute to the individualization of the
norm, improvement of early diagnosis methods and development of new methods for
surgical correction of congenital defects of the skull and face.

Keywords: skull, morphometry, fetus, newborn, human.

Introduction

Congenital malformations of the maxillofacial area rank
third among other congenital anomalies. 70% of them are
congenital nonunion of the upper lip and palate, and 30%
- craniofacial dysostosis [15, 18]. The most diverse are
congenital malformations of the upper and lower jaws,
which are expressed in deviations from the norm of their

size, shape, position of the jaws and changes in syntopia
(agnathia, micro- and macrognathia, prognathia, nonunion
of the upper jaw and palate) [4, 10, 13, 20].

The severity of malformations of the face is manifested
not only by external ugliness and the severity of functional
disorders, but also negatively affects the mental
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development of the child [6, 12, 16].

Modern science has a significant number of diagnostic
methods: craniological, anatomical, ultrasound, radiological.
The development of new research methods, such as
ultrasound and X-ray methods (magnetic resonance
imaging), forms the concept of ultrasound and X-ray norms
at different stages of human development [2, 7]. Nowadays
it is important to study the anatomical variability of man,
morphometric characteristics, relationships of organs,
anatomical structures, their parts at all stages of human
development, the study of bone formations of the skull:
foramens, fissures, channels [3, 9, 5, 17]. It is also important
to predict the state of the structures located in these
formations, their possible causes and consequences, for
example, compression lesions [9, 11].

The purpose of the work is to establish normative
morphometric parameters of the skull and face in fetuses
and newborns, followed by construction of mathematical
models.

Materials and methods

The study was performed on 57 preparations of human
fetuses 4-10 months and 7 newborns (including 5 isolated
organ complexes) of both sexes, without external signs of
anatomical abnormalities or anomalies and without obvious
macroscopic deviations from the normal structure of the skull
using adequate anatomical methods: macropreparation,
topography sections, computed tomography, craniometry. The
craniometric study was performed in the horizontal ear-eye
plane, in the so-called "Frankfurt horizontal". Prior to that, each
object was fixed in a craniostat. Using a centimeter tape, a
thick, sliding compass and a caliper, the main parameters of
the facial and cerebral skull were measured: skull height,
transverse skull length, total face height, face width.

The work was performed in compliance with the main
provisions of the Helsinki Declaration of the World Medical
Association on ethical principles of scientific medical research
with human participation (1964-2000) and the order of the
Ministry of Health of Ukraine Ne690 from 23.09.2009 and is a
fragment of comprehensive planned initiative research work
of departments human anatomy named after M.G. Turkevich,
anatomy, clinical anatomy and operative surgery of Bukovynian
State Medical University of the Ministry of Health of Ukraine:
"Regularities of sex-age structure and topographic-anatomical
transformations of organs and structures of the organism at
pre- and postnatal stages of ontogenesis. Peculiarities of
perinatal anatomy and embryotopography’, state registration
number 0120U101571.

Statistical analysis of the obtained data was performed
using a licensed program RStudio. We tested the null
hypothesis that the samples were taken from one
distribution, or from distributions with the same medians:

H,: {each group has the same distribution}

H,: {each group does not have the same distribution}

We used the Student's test, the non-parametric Kruskal-
Wallis test (answers the question of whether there is a

difference between group distributions, but does not specify
which groups differ), the Conover-Iman test to compare
stochastic dominance and obtain results between different
pairwise comparisons after the Kruskal-Wallis test for
stochastic dominance among groups. The values at p<0.05
were considered statistically significant.

Evaluated the nature of the distributions for each of the
obtained variation series, averages for each trait studied,
the standard deviation, the percentile range of indicators.

Results

Analyzing the morphometric parameters of the transverse
length of the skull in fetuses and newborns by constructing
a box diagram (Fig. 1), we can state that the difference
between the medians of the samples (horizontal line in the
box) is significantly statistically significant. The Kruskal-Wallis
test gave the following results: since p<0.05, the difference
between the medians of the groups is statistically significant.
Using the Conover-Iman test, comparing the morphometric
parameters of the transverse length of the skull by age groups
found that for all possible pairs the median difference is
statistically significant, except for pairs "5 months - 6 months",
"8 months - 9 months", "9 months - 10 months" and "10
months - Newborns".

The described statistical parameters of the transverse
length of the skull in fetuses and newborns (Table 1), prove
that there is a significant (statistically significant) difference
between the averages for all groups, except for pairs "5
months - 6 months”, "7 months - 8 months", "8 months - 9
months”, "9 months - 10 months" and "10 months -
Newborns".

The graph of the average values of the transverse length
of the skull in fetuses and newborns (Fig. 2) indicates the
intensity of transformations of these parameters.

After analyzing the morphometric parameters of facial
width in fetuses and newborns, a box diagram was
constructed (Fig. 3), on which we observe the difference
between the medians of the samples (horizontal line in the
box), which is statistically significant.

The Kruskal-Wallis test gave the following results: since
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Fig. 1. Box diagram of the transverse length of the skull in fetuses
and newborns (mm).
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Table 1. Statistical indicators of transverse skull length in fetuses
and newborns (mm).

Age group | Average Standard error for | Confidence interval for
average the average

4 months 45.13 1.17 (42.28; 47.98)

5 months 49.86 0.17 (49.47; 50.25)

6 months 50.98 1.01 (48.75; 53.21)

7 months 62.01 2.78 (55.82; 68.20)

8 months 72.10 1.60 (67.98; 76.22)

9 months 74.78 0.83 (72.48; 77.08)

10 months 86.42 2.10 (80.58; 92.26)
Newborns 96.69 0.64 (95.12; 98.26)

Table 2. Statistical indicators of facial width in fetuses and
newborns (mm).

Age group | Average Standard error for | Confidence interval for
average the average

4 months 35.23 0.37 (34.34; 36.12)

5 months 40.80 0.62 (39.43; 42.17)

6 months 41.04 1.28 (38.23; 43.85)

7 months 45.46 0.99 (43.25; 47.67)

8 months 52.12 2.75 (45.04; 59.20)

9 months 50.32 254 (43.27; 57.37)

10 months |  60.02 2.03 (54.37; 65.67)
Newborns 64.09 0.29 (63.37; 64.81)

100

Transverse length of the skull (mm)

4
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Age group
Fig. 2. Graph of mean values of transverse skull length in fetuses
and newborns (mm).
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Fig. 3. Box diagram of the width of the face in fetuses and newborns
(mm).

p<0.05, the difference between the medians of the groups
is statistically significant. Using the Conover-Iman test,
comparing the morphometric parameters of facial width by
age groups, he found that for all possible pairs the median
difference is statistically significant, except for the pairs "5
months - 6 months", "7 months - 9 months", "8 months - 9
months" and "10 months - Newborns".

The described statistical parameters of facial width in
fetuses and newborns (Table 2) prove that there is a
significant (statistically significant) difference between the
averages for all groups, except for pairs "5 months - 6
months", "6 months - 7 months", "6 months - 9 months", "7
months - 8 months”, "7 months - 9 months", "9 months - 10
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Fig. 4. Graph of average values of facial width in fetuses and
newborns (mm).
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Fig. 5. Box diagram of skull height in fetuses and newborns (mm).

months" and "10 months - Newborns".

The graph of the average values of facial width in fetuses
and newborns (Fig. 4) indicates the intensity of
transformations of these parameters.

Analyzing the morphometric parameters of skull height
in fetuses and newborns by constructing a box diagram
(Fig. 5), we can observe the difference between the medians
of the samples (horizontal line in the box), which is
significantly statistically significant. The Kruskal-Wallis test
gave the following results: since p<0.05, the difference
between the medians of the groups is statistically significant.
Using the Conover-Iman test, comparing the morphometric
parameters of skull height by age groups found that for all
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Table 3. Statistical indicators of skull height in fetuses and
newborns (mm).

Age group | Average Standard error for | Confidence interval for
average the average

4 months 46.79 0.74 (44.98; 48.60)

5 months 53.66 0.85 (51.77; 55.55)

6 months 53.15 1.55 (49.74; 56.56)

7 months 58.95 1.35 (55.94; 61.96)

8 months 67.02 3.24 (58.69; 75.35)

9 months 63.52 0.56 (61.97; 65.07)

10 months 71.42 0.98 (68.69; 74.15)
Newborns 73.04 0.38 (72.11; 73.97)
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Fig. 6. Graph of mean values of skull height in fetuses and

newborns (mm).
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Fig. 7. Box diagram of the total height of the face in fetuses and
newborns (mm).

5 months. 6 months

possible pairs the median difference is statistically
significant, except for pairs "5 months - 6 months", "8 months
- 9 months", "9 months - 10 months", "8 months - 10 months"
and "10 months - Newborns".

The determined statistical parameters of skull height in
fetuses and newborns (Table 3) prove that there is a
significant (statistically significant) difference between the
averages for all groups, except for pairs "5 months - 6
months", "6 months - 7 months", "7 months - 8 months", "8
months - 9 months", "8 months - 10 months" and "10 months
- Newborns".

The graph of average values of skull height in fetuses
and newborns (Fig. 6) indicates the intensity of

transformations of these parameters.

The analysis of morphometric parameters of the total
face height in fetuses and newborns by constructing a box
diagram (Fig. 7) shows that the difference between the
medians of the samples (horizontal line in the box) is
statistically significant. The Kruskal-Wallis test gave the
following results: since p<0.05, the difference between the
medians of the groups is statistically significant. Using the
Conover-lman test, comparing the morphometric
parameters of the total height of the face by age groups
found that for all possible pairs the median difference is
statistically significant, except for pairs "5 months - 6 months",
"9 months - 10 months", "9 months - Newborns" and "10
months - Newborns".

The described statistical parameters of the total face
height in fetuses and newborns (Table 4), prove that there is
a significant (statistically significant) difference between the
averages for all groups, except for pairs "5 months - 6
months", "5 months - 7 months", "6 months - 7 months", "6
months - 8 months", "7 months - 8 months", and "10 months
- Newborns".

The graph of the average values of the total height of the
face in fetuses and newborns (Fig. 8) indicates the intensity
of transformations of these parameters.

After correlating all morphometric parameters of the skull
and face of fetuses and newborns using Pearson's
correlation coefficient, it was found that between the values

Table 4. Statistical indicators of the total height of the face in
fetuses and newborns (mm).

Age group | Average Standard error for | Confidence interval for
average the average

4 months 25.23 052 (23.96; 26.50)

5 months 28.03 0.38 (27.17; 28.89)

6 months 30.39 0.81 (28.60; 32.18)

7 months 30.03 055 (28.80; 31.26)

8 months 32.90 111 (30.04; 35.76)

9 months 39.30 0.28 (38.51; 40.09)

10 months | 41.20 0.39 (40.12; 42.28)
Newborns 41.53 0.39 (40.58; 42.48)

The total height of the face (mm)

9 4 2

n=7 n=11 n=12 n=11 n=6 n=5 n=5 n=7
T
8 months

T T T T T T T
4 months 5 months 6 months 7 months 9months 10 months  Newboms

Age group

Fig. 8. Graph of average values of total face height in fetuses and
newborns (mm).
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of all paired correlation coefficients are positive and quite
close to 1 (>0.90), which indicates a close strong positive
correlation relationship between all morphometric
parameters.

Comparing the mean values of all morphometric
parameters of transverse skull length, face width, skull height,
total face height in all age groups using the Wilcoxon test, it
can be stated that all p-values are greater than the
significance level a=0.05, which means no significant
difference. Thus, based on the arithmetic mean of transverse
skull length, face width, skull height, total face height, models
for predicting normative morphometric parameters in fetuses
and newborns were constructed using fetal age and crown-
heel length.

The model of the transverse length of the skull in fetuses
and newborns has the form:

Transverse length of the skull = B +0.224 x crown-heel
length of the fetus,

where B: 3.412, if age period = 4 months; 1.399 = 5
months; 11.11 = 6 months; 10.92 = 7 months; 13.49 = 8
months; 21.44 = 9 months; 19.87 = 10 months; 15.20 =
Newborns.

The coefficient of determination of the model is 96.34%.

The model of the width of the face in fetuses and
newborns has the form:

Face width = B,+0.071 x crown-heel length of the fetus,

where B: 22.00, if age period = 4 months; 24.54 = 5
months; 21.35 = 6 months; 22.34 = 7 months; 24.98 = 8
months; 19.81 = 9 months; 26.32 = 10 months; 28.61 =
Newborns.

The coefficient of determination of the model is 86.84%.

The model of skull height in fetuses and newborns has
the form:

Skull height = B+0.030 x crown-heel length of the fetus,

where B: 41.27, if age period = 4 months; 46.88 = 5
months; 44.94 = 6 months; 49.30 = 7 months; 55.69 = 8
months; 50.79 = 9 months; 57.36 = 10 months; 58.24 =
Newborns.

The coefficient of determination of the model is 82.19%.

The model of the total height of the face in fetuses and
newborns has the form:

Total face height = B +0.021 x crown-heel length of the
fetus,

where B: 21.28, if age period = 4 months; 23.18 = 5
months; 24.52 = 6 months; 23.13 = 7 months; 24.80 = 8
months; 30.19 = 9 months; 31.14 = 10 months; 30.94 =
Newborns.

The coefficient of determination of the model is 90,85%.

Discussion

Comparing the graphs of the average values of
transverse skull length, facial width, skull height, facial height
in fetuses and newborns, it should be noted that these
parameters are characterized by non-synchronicity of their
changes, they are characterized by periods of accelerated
and slow increase. According to the graphs of the average

values of these parameters, we can say that there are two
periods of accelerated and slow development. For transverse
skull length, face width and skull height, two periods of
accelerated development from the 6th to the 8th month of
fetal development and from the 9th month of development to
the neonatal period and two periods of delayed development
from the 5th to the 6th months and from the 8th to the 9th
month of fetal development were revealed. Regarding the
total height of the face, periods of accelerated development
- from the 4th to the 6th month of development and from the
7th to the 9th month of fetal development, periods of delayed
development - from the 6th to the 7th month of development
and from the 9th of fetal development to the neonatal period.
Analyzing the data of the Conover-Iman test on statistically
significant medians of the studied parameters of the skull
and face, we can conclude that the pair "10 months -
Newborns" is unlikely for transverse skull length, face width,
skull height, total face height. In our opinion, this is justified
by the fact that each person has an individual anatomical
variability [16].

The constructed models will serve as a norm for the
subsequent determination of certain morphometric deviations
for the establishment of variants of the structure and defects
of the development of the skull and face [1, 8, 14].

Conclusions

1. During the fetal period of ontogenesis and in the
neonatal period, the transverse length of the skull increases
from 45.13+1.17 mm in fetuses of the 4th month to
96.69+0.64 mm in newborns, the width of the face - from
35.23+£0.37 mm to 64.09+0.29 mm, skull height - from
46.79+0.74 mm to 73.04+0.38 mm, total face height - from
25.23+0.52 mm to 41.53+0.39 mm, respectively.

2. According to the graphs of the average values of the
parameters of the skull and face, there are two periods of
accelerated and two periods of slow development. For the
transverse length of the skull, the width of the face and the
height of the skull, two periods of accelerated development
were revealed: from the 6th to the 8th month of fetal
development and from the 9th month of fetal development to
the neonatal period and two periods of delayed development:
from the 5th to the 6th month and from the 8th to the 9th
month of fetal development. Regarding the total height of
the face, periods of accelerated development - from the 4th
to the 6th month of development and from the 7th to the 9th
month of fetal development, periods of delayed development
- from the 6th to the 7th month of development and from the
9th to the of fetal development to the neonatal period.

3. On the basis of arithmetic mean data of transverse
skull length, face width, skull height, total face height, models
for predicting normative morphometric parameters in fetuses
and newborns are constructed. Systematized data on the
features of spatio-temporal transformations of
morphometric parameters of transverse skull length, facial
width, skull height, total facial height with their subsequent
construction of mathematical models will contribute to the
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individualization of the norm, improvement of early diagnosis
methods and development of new methods of surgical
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CyyacHa Hayka eosi00ie 3Ha4HOK Kinbkicmioo OiagHOCMUYHUX Memodi8: KpaHionoaiyHux, aHamoMidYHUX, yIbmpa3eyKosux,
peHmeeHono2iyHuUx. Po3gumok Hogux Memodie OOCNiOKeHHsI, maKux SiIK y/bmpa3gyKosi ma peHmeeHosoeidHi memodu (MagHimHo-
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pe3oHaHCHOI momozpadpii), hopMye MOHAMMS yrbmpas3sykoeoi ma peHmaeHo102i4HOI HOPMU Ha PIi3HUX emarnax po38UMKY JTHOOUHU.
HuHi € akmyanbHUM 8UBYEHHSI aHamoMIYHOI MiHIuUeocmi fOUHU, MOPGHOMEMPUYHUX Xapakmepucmuk, 83aEMOBIOHOWEHb Op2aHis,
aHamoMIi4HUX cmpykmyp, iX YyacmuH Ha 8cix emanax po3sumky moduHu. Mema pobomu - ecmaHo8uMU HOPMamusHi MOPghOMEMPUYHI
napamempu Yepena i nuuysi 8 nodie ma HOBOHaPOOXEHUX 3 HacmyrHow Mobydo8ow MamemMamuyHux modenel. [JocnioXKeHHs 8UKOHaHO
Ha 57 npenapamax nnodie noduHu 4-10 micsayie ma 7 HOBOHapodxeHUX 3a OorMomMo20t0 adeKkeamHuUX aHamoMiyHUX mMemodis:
MakporipernapyeaHHsi, 8U20mMO8/IeHHsI morogpagoaHamoMiyHUX 3pisie, komm'tomepHoi momoepadhii, kpaHiomempii. 3a dornomoz0to
caHmMUuUMempo8oi CMPIYKU, MOBCMOMHO20, KOB3al04020 UUPKYIli8 ma wmaHaenb-UupKyss eUMIiprosanu OCHO8HI napamempu fuyes8o20
ma MO03K0o8020 Yepera. Cmamucmuy4HUl aHasnisa ompumaHux OaHux rposodunu 3a 00rnoMoz20k0 niueH3o08aHoi npoepamu RStudio. 3a
GaHumu epadgpikie cepelHix 3Ha4yeHb NMapamempig yeperna ma /uyss ecmaHosneHo 08a nepioda NPUCKopeHo2o ma 0sa nepioda
yrnoeinbHeHo20 po3sumky. [ns nonepedHoi O8XUHU Yeperna, WUpUHU UUs ma eucomu 4Yepera eusierieHo 08a nepiodu rnpucKkopeHozo
po3sumky 3 6-20 no 8-U micsui 8HympiwWHL0ympobHO20 po38uUMKy ma 3 9-20 micsysi possumky Ao nepiody Ho8oHapodxeHocmi i 08a
nepioda crosinbHeHo20 po3sumKy - 3 5-e20 0o 6-20 micsius ma 3 8-20 0o 9-20 MicsAUi 8HympPiWHBLOYmMPObHO20 Po38UMKY. [nsi 3azanbHoi
sucomu nuys - rnepiodu nPUCKOPEeHo20 po38UMKy - 3 4-20 no 6-U micAyi po3sumky ma 3 7-20 0o 9-U micsysi HympilHb0ympobHo20
p0o38UMKY, nepiodu crosiibHeHo20 Po38UMKY - 3 6-20 00 7-20 MicAysi po3suUMKy ma 3 9-20 MiCAUsi 8HymMpPIiUWHbOYMPoObHO20 PO38UMKY
0o nepiody HOBOHapodxeHocmi. Ha ocHosi cepedHix apugpmemuyHux OaHuX rnonepeyHoi Oo8XuHU Yyeperna, WUPUHU JTUYysi, sucomu
yepena, 3azanbHoi eucomu nuysi, nobydosaHi Moderi nNpoeHO3y8aHHSI HOPMaMUBHUX MOPGhOMempuYHUX iX napamempie y nnodie ma
HOB80OHapodxeHux. TobydosaHi modeni criyaygamumymb HOPMOK 071 HACMYyMHO20 8U3HAYEHHST MEeSHUX MOPEOMeMmMPUYHUX 8i0XUr1eHb
O ecmaHoerneHHs1 8apiaHmie 6ydosu ma ead po3gumKy yepena i nuysi. Takum YUHOM, cucmemamu3osaHi Hamu OaHi npo ocobrusocmi
POCMOPOBO-4aco8UX NepemeopeHb MoOPhoMempuUYHUX rnapamempie nornepeyHol G08XUHU HYeperna, WUPUHU NUysi, sucomu deperna,
3azaribHOI sucomu nuysi 3 HacmyrnHor ix nobydosow Mamemamu4yHUX Modesnel crnpusmumMyms iHOUgIOyarizauii HopMu, yOOCKOHaIeHHIO
memodie paHHbOI diaeHocmuKku ma po3pobui Hosux criocobig xipypaiyHoi KopeKuil npupodxeHux ead 4yepena i NUUs.

KnrouyoBi cnoBa: yepen, mopgpomempisi, nnid, HOBOHaPOOXKeHUU, NHOUHa.
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Dehydration is a pathological condition caused by insufficient water intake and is
accompanied by metabolic disorders that have significant consequences for human
health and performance. The endocrine system takes part in a number of functions of
the water exchange system, optimizing body fluid volume. In the literature, there is no
systematic data on changes in the pancreas under conditions of various types of
dehydration. This article is devoted to the study of structural changes in the pancreas
in conditions of sublethal degrees of various types of dehydration, followed by
readaptation and correction with a drug that has anti-ischemic, membrane-stabilizing,
antioxidant, hepatoprotective and immunomodulatory properties that allow to normalize
protein, carbohydrate and lipid metabolism. The purpose of the study was to research
the features of changes in the endocrine and exocrine parenchyma of the pancreas by
the method of morphometry of histological preparations under conditions of sublethal
dehydration with subsequent readaptation and correction with thiazotic acid
morpholinium salt. The study group consisted of 60 mature male rats, which were
simulated sublethal degree of general, cellular and extracellular dehydration by the
method of A.D.Soboleva, V.Z.Sikora, J.Ya.Bodnar. After reaching a severe degree of
dehydration, part of the rats were transferred to a regular drinking diet, the second part
received a corrector drug for 14 days. The animals were withdrawn from the experiment
by decapitation under anesthesia on 24th, 44th and 104th days in accordance with the
type of dehydration. After analyzing the results obtained, it was found that there were no
significant differences in most morphometric parameters under conditions of exposure
to sublethal dehydration in comparison with subsequent readaptation. Significant
changes in the area of the islets of Langerhans and the area of nuclei of exocrinocytes
were revealed under conditions of exposure to various types of sublethal dehydration in
comparison with readaptation and correction; in all experimental groups. Other
morphometric parameters of the pancreatic parenchyma had changes of varying
statistical significance, which depended on the type of dehydration. It has been
established that the use of the thiazotic acid morpholinium salt leads to partial restoration
of the structural components of the pancreatic parenchyma in comparison with the
period of readaptation.

Keywords: pancreas, islets of Langerhans, acini, sublethal dehydration, thiazotic
acid morpholinium salt.

Introduction

Water is necessary for the development of life and
survival [1, 8, 10, 13, 24], this is its participation in
metabolism, facilitation of cellular metabolism [3, 22],
modulation of normal osmotic pressure, maintenance of
electrolyte balance, regulation of body temperature and
many others physiological processes [9, 19, 23]. It has
been proven that both excessive and insufficient water

consumption has a negative effect on the health of our
body [2, 11, 14, 26, 28]. Dehydration reduces a person's
ability to engage in physical activity and increases the risk
of diseases of the cardiovascular, genitourinary and
digestive systems. The endocrine system is involved in a
number of water metabolism processes, optimizing the
flow and excretion of fluid in the body. The pancreas, as an
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organ of the digestive and endocrine systems, undergoes
pronounced structural changes under conditions of
dehydration [4, 5, 7], as well as during the use of alcohol,
opioids and smoking [15, 18, 20, 21, 27]. Therefore, an
important issue today is the understanding of risk factors,
physiological and pathogenetic links of pancreas diseases,
systematization and expansion of data in the world literature
on this issue [6, 16, 20, 25].

The aim of the study was to study in the experiment the
morphometric features of structural transformations of
changes in the parenchyma of the pancreas under the
influence of sublethal degree of general, cellular and
extracellular dehydration of the organism with the
subsequent period of readaptation and correction.

Materials and methods

To achieve the goal of the experiment, 70 laboratory
male adult rats weighing from 160 to 200 g were used,
which were in the vivarium of the Medical Institute of Sumy
State University. The experiment was conducted in
compliance with the main provisions of the Council of
Europe Convention on the Protection of Vertebrate Animals
Used for Experimental and Other Scientific Purposes (March
18, 1986), EEC Directive 9609 (November 24, 1986),
Resolution of the First National Congress on Bioethics
"General ethical principles of animal experiments" (2001),
and orders of the Ministry of Health of Ukraine Ne690 from
23.09.2009, Ne944 from 14.12.2009, Ne616 from
03.08.2012 and the laws of Ukraine.

60 rats were divided into 3 experimental groups, each
of which included 20 rats with a simulated sublethal degree
of different types of dehydration according to the methods
of A.D.Soboleva, V.Z.Sikora, J.Ya.Bodnar, proposed in 1975.
Subsequently, the animals of each group were divided into
subgroups of 10 rats, which were transferred to the usual
drinking diet for 14 days, and those that in addition to the
usual drinking diet for the same period received thiazotic
acid morpholinium salt in a dose of 0.1 ml as a preparation
corrector of morphological changes that occurred during
the experiment. The calculation of the dose of the
preparation for animals was performed taking into account
the recommendations of Y.R. Rybolovlev and R.S.
Rybolovlev [17]. The control group included 10 rats.

Pancreas material collection, fixation, and sample
fabrication were performed according to traditional
methods [11]. To determine the structural components of
the gland, paraffin sections 5-7 ?m thick were stained with
hematoxylin-eosin and Van Gieson. Micropreparations were
investigated using a digital image output system "SEO Scan
Lab 2.0" (Ukraine).

Morphometric analysis included Langerhans islet area
(AIL), pancreatic acinus area (PA), pancreatocyte area
(PAC), pancreatocyte nuclei area (PCN), pancreatocyte
cytoplasm area (PCAC), and nuclear-cytoplasmic ratio
(NCR) determination.

The results of morphometric measurements were

processed using the statistical program IBM SPSS Statistic
21. In order to verify the normality of the distribution used
Kolmogorov-Smirnov test, the average values are
presented as M+m. The Mann-Whitney test was used to
compare the performance in the experimental groups.
Statistically significant indicators were considered under
the condition p<0.05.

Results

In rats of the control group, the average size of AlL (area
of islets of Langerhans) was 13934.1+636.92 um?, PA
(pancreatic acinus area) - 983.4+67.1 um?; PAC
(pancreatocyte area) - 149.5+3.16 um?; PCN (pancreatocyte
nuclei area) - 10.70+£0.41 pm?; PCAC (pancreatocyte
cytoplasm area) - 138.7+4.72 um?, NCR (nuclear-
cytoplasmic ratio) - 8.200+0.980 (Fig. 1).

Under the influence of sublethal degree of different types
of dehydration, pronounced structural changes were
observed in all experimental groups (Fig. 2).

Under the influence of sublethal degree of general
dehydration and the period of further readaptation, there
was a decrease in the area of AL - by 3.5% (p=0.880), PA -
by 1.4% (p=1.0), PAC - by 1.96% (p=0.571), PCAC - by 1.42%
(p=0.650), PCN - by 6.7% (p=0.151), NCR - by 5,93%
(p=0.364). Under the conditions of using the thiazotic acid
morpholinium salt, we observed a decrease in AIL - by
32.27% (p<0.001), PA- by 15,91% (p=0.041), PAC - by 7.42%
(p=0.096), PCAC - by 6,21% (p=0.290), PCN - by 17.82%
(p=0.038), NCR - by 12.71% (p=0.406). Comparing the
periods of readaptation and correction, a decrease in
Langerhans islet area by 29.8% (p<0.001), acinus area -
by 14,67% (p=0.019), pancreatocyte area - by 5.57%
(p=0.051), pancreatocyte cytoplasm area - by 4.85%
(p=0.406), pancreatocyte nuclei area - by 11.97% (p=0.290),
nuclear-cytoplasmic ratio - by 7.2% (p=0.597). Detailed
morphometric changes in the parenchyma of the pancreas
conditions of the sublethal degree of general dehydration,
the period of subsequent readaptation and correction are
shown in Table 1.

Under the influence of sublethal degree of cellular

Fig. 1. Pancreas of the rat from control group: 1 - islet of Langerhans,
2 - acini. Hematoxylin-eosin. x400.
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Fig. 2. The islet of Langerhans of the rat pancreas: 1 - under conditions of general dehydration, 2 - cellular dehydration, 3 - extracellular

dehydration. Hematoxylin-eosin. x200.

Table 1. Morphometric changes of islets, acini and pancreatocytes under conditions of sublethal degree of general dehydration, period

of readaptation and correction.

Indicator Control Severe dehydration Readaptation Correction
AL 13934.14636.92 31280.9+1992.7 30176.7+1144.1 21184.01+1992.1
, um
p,=0.880; p,<0.001; p,<0.001
083.4467.1 | 1326.2469.7 | 1307.4464.1 | 11155+34.9
PA, pm?
p,=1.0; p,=0.041; p,=0.019
149.5+3.16 | 1724458 | 169.045.0 | 159.645.1
PAC, um?
p,=0.571; p,=0.096; p,=0.151
138.744.7 | 154.545.9 | 152.345.2 | 144.945.4
PCAC, um?
p,=0.650; p,=0.290; p,=0.406
10.7640.41 | 17.9140.52 | 16.69+1.14 | 14.65+0.94
PCN, pm?
p,=0.151; p,=0.038; p,=0.290
8.270+0.984 | 11.80+0.83 | 11.11+0.92 | 10.31+0.93
NCR, %
p,=0.364; p,=0.406; p,=0.597

Notes: p, - the probability of differences in the indicators of severe general dehydration and the period of readaptation; p, - probability
of differences in indicators of severe general dehydration and correction period; p, - the probability of differences in readaptation and
correction. AIL - Langerhans islet area; PA - pancreatic acinus area; PAC - pancreatocyte area; PCAC - pancreatocyte cytoplasm area;

PCN - pancreatocyte nuclei area; NCR - nuclear-cytoplasmic ratio.

dehydration and the period of readaptation, there was a
decrease in AlL - by 2.86% (p=0.762), pancreatocyte nuclei
area - by 10.55% (p=0.199), nuclear-cytoplasmic ratio - by
16.22% (p=0.112), and increase of acinus area by 2.49%
(p=0.705), pancreatocyte area - by 2.82% (p=0.364),
pancreatocyte cytoplasm area - by 6.47% (p=0.041). Under
the conditions of simultaneous use of the thiazotic acid
morpholinium salt, we observed a decrease in AIL - by
24.85% (p<0.001), PCN - by 25.62% (p=0.019), NCR - by
42.26% (p<0.001), and increase of PA - by 6.69% (p=0.762),
PAC - by 17.45%, PCAC - by 28.79% (p<0.001). Comparing
the periods of readaptation and correction revealed a
decrease in AIL (Langerhans islet area) - by 22,63%
(p=0,01), PCN (pancreatocyte nuclei area) - by 16.85%
(p=0.130), NCR (nuclear-cytoplasmic ratio) - by 31.08%
(p=0.04), and increase of PA (acinus area ) - by 4.35%
(p=0.406), PAC (pancreatocyte area ) - by 14.22% (p=0.004),
PCAC (pancreatocyte cytoplasm area) - by 20.96%
(p<0.001). Detailed morphometric changes in the

parenchyma of the pancreas conditions of sublethal degree
of cellular dehydration, the period of subsequent
readaptation and correction are shown in Table 2.

Under the influence of sublethal degree of extracellular
dehydration and the period of subsequent readaptation,
there was an increase in AlL - by 7.04% (p=0.131), PA - by
3.16% (p=0.406), PAC - by 10.9% (p=0.07), PCAC - by
19.57% (p=0.023), and reducing of PCN - by 16.42%
(p=0.005), NCR - by 31.61% (p=0.003). Under the
conditions of simultaneous use of the thiazotic acid
morpholinium salt, we observed an increase in AIL - by
17.04% (p=0.013), PA- by 9.84% (p=0.082), PAC - by 18.93%
(p=0.007), PCAC - by 34.71% (p<0,001), and reducing of
PCN - by 30.43% (p<0.001), NCR - by 49.24% (p<0.001).
Comparing the periods of readaptation and correction
revealed an increase in AlL - by 9.33% (p=0.059), PA - by
6.48% (p=0.226), PAC - by 7.23% (p=0.096), PCAC - by
12.65% (p=0.038), PCN - by 16.76% (p=0.010) and only
nuclear-cytoplasmic ratio and reduced by 25.77%
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Table 2. Morphometric changes of islets, acini and pancreatocytes under conditions of sublethal degree of cellular dehydration, period

of readaptation and correction.

Indicator Control Severe dehydration Readaptation Correction
AL un 13934.1+636.9 25774.2+1316.3 25035.6+979.6 19368.6+701.3
, um
p,=0.762; p,<0.001; p,<0.001
083.4+67.1 | 800.8+57,2 | 820.8+33.1 | 856.6+29.1
PA, pm?
p,=0.705; p,=0.762; p,=0.406
1495+3.1 | 95.72+1.25 | 98.42+1.79 | 112.442.8
PAC, pm?
p,=0.364; p,<0.001; p,=0.004
138.7+4.7 | 75.75+1.29 | 80.61+1.59 | 97.52+2.53
PCAC, pm?
p,=0.041; p,<0.001; p,<0.001
10.76+0.41 | 19.94+1.23 | 17.81+1.31 | 14.81+1.18
PCN, um?
p,=0.199; p,=0.019; p,=0.130
8.241+0.99 | 26.54+1.93 | 2222+1.79 | 15.29+1.22
NCR, %
p,=0.112; p,<0.001; p,=0.04

Notes: p, - the probability of differences in the indicators of severe cellular dehydration and the period of readaptation; p, - the probability
of differences in the indicators of severe cellular dehydration and the correction period; p, - the probability of differences in readaptation
and correction. AIL - Langerhans islet area; PA - pancreatic acinus area; PAC - pancreatocyte area; PCAC - pancreatocyte cytoplasm
area; PCN - pancreatocyte nuclei area; NCR - nuclear-cytoplasmic ratio.

Table 3. Morphometric changes of islets, acini and pancreatocytes under conditions of sublethal degree of extracellular dehydration,

period of readaptation and correction.

Indicator Control Severe dehydration Readaptation Correction
AL e 13934.14636.92 10925.414655.25 11695.4+385.01 12787.4+246.1
, pm
p,=0.131; p,=0.013; p,=0.059
983.4467.1 | 784.3429.2 | 809.1+31.1 | 861.5+27.00
PA, pm?
p,=0.406; p,=0.082; p,=0.226
149.5+3.16 | 86.14+3.59 | 95.49+2.51 | 102.442.9
PAC, um?
p,=0.070; p,=0.007; p,=0.096
138.744.72 | 65.4143.76 | 78.2142.82 | 88.12+3.31
PCAC, um?
p,=0.023; p,<0.001; p,=0.038
10.7440.41 | 20.74+0.85 | 17.3040.62 | 14.40+0.65
PCN, pm?
p,=0.005; p,<0.001; p,=0.010
8.27+0.98 | 32.87+2.61 | 22 51+1.34 | 16.69+1.22
NCR, %
p,=0.003; p,<0.001; p,=0.005

Notes: p, - the probability of differences in the indicators of severe extracellular dehydration and the period of readaptation; p, - the
probability of differences in the indicators of severe extracellular dehydration and the correction period; p, - the probability of differences
in readaptation and correction. AIL - Langerhans islet area; PA - pancreatic acinus area; PAC - pancreatocyte area; PCAC - pancreatocyte
cytoplasm area; PCN - pancreatocyte nuclei area; NCR - nuclear-cytoplasmic ratio.

(p=0.005). Detailed morphometric changes in the
parenchyma of the pancreas conditions of sublethal degree
of extracellular dehydration, the period of subsequent
readaptation and correction are shown in Table 3.

Discussion

Water is one of the main components of the human
body, which is vital for the performance of physiological
processes, thermoregulation, and transport of nutrients
[1, 6, 7, 8]. Water consumption is influenced by numerous
factors, including temperature, humidity, as well as the level

of physical activity and lifestyle [15, 18, 21, 27]. The most
vulnerable groups to dehydration are children and
adolescents, who are prone to excessive water loss,
especially during physical activity and may not be aware of
the need to restore lost fluid [26, 28].

Numerous literature data confirm that disability and
mortality from cardiovascular diseases and diseases of
the gastrointestinal tract are inversely proportional to water
intake [10, 14, 19, 25].

Analyzing the results, it was found that the histostructure
of the pancreas, endocrine system and gastrointestinal
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tract, undergoes pronounced structural changes under the
influence of sublethal degree of various types of
dehydration, which coincides with the data of L.M.Davydova
with co-authors (2017), who noted similar morphological
changes in the structural components of the tongue in
violation of water-electrolyte balance [4]. The absence of
significant differences in indicators in the experimental
groups under the influence of sublethal dehydration and
the period of readaptation was established.

However, under conditions of sublethal degree of
general dehydration and the subsequent period of
correction with the thiazotic acid morpholinium salt,
statistically significant changes were detected in the form
of a decrease in the areas of the islets of Langerhans,
acini and exocrinocyte nuclei. Comparative analysis of the
size of the results of the periods of readaptation and
correction showed significant changes in the area of the
islets of Langerhans and the area of the acini.

Analysis of the sublethal degree of cellular dehydration
and the subsequent period of correction with the thiazotic
acid morpholinium salt revealed a significant increase in
the areas of exocrinocytes and cytoplasm of exocrinocytes,
with a simultaneous decrease in the areas of islets of
Langerhans, nuclei of exocrinocytes and nuclear
cytoplasms. The obtained results of the periods of
readaptation and correction show statistically significant
changes in the indicators of the areas of the islets of
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KINbKICHI 3MIHU MIKPOCTPYKTYPU MIALWNYHKOBOI 3ANO3M 3A YMOB BINJIMBY CYBINETAJNIbHOIO 3HEBOOHEHHS,

NoAAnbLUOI PEAOANTALIT TA KOPEKLYI
KosuyH B.IHO.

3HEeB800HeHHS - ye nmamoroaidHull cmaH, Wo 8UKIuKaHuli HedocmamHim HadXxo0KeHHsIM 800U ma Cynpo8odxyembcsi MemabonidyHUMU
ropyweHHsIMU, SIKi Marompe 3Ha4YHi Hacnioku Onsi 30opos’s ma npauye3ddamHocmi noduHu. EHOOKpuHHa cucmema npuliMae yyacms y
HU3Ui GhyHKuiti cucmemu obmiHy 8odu, onmumisyrodu ob'em piduHU opeaHi3my. Y nimepamypi Hemae cucmemamu3oeaHux 0aHux w000
3MiH MiOWIIyHKOBOI 3a/103U 3@ yMO8 Pi3HUX 8udi8 3HEBOOHEHHS. AKmyanbHUM € 8UBYEHHSI CIMPYKMYPHUX MOPYWeHb MiOw1yHKO8o!
3as03u 3a ymo8 cybnemarnbHUX cmyneHie pisHux eudie 3He80OHEeHHs1 3 nodasnbuwo peadanmauiero ma Kopekuiero npenapamom,
Kompul mae npomuitiemidHy, membpaHocmabinidyody, aHmuokcuGaHmHy, 2enamonpomeKmopHy ma iMyHOMOOY o4y eracmugocmi,
wo 0o3seonsge Hopmarnidysamu binkosull, 8yanegodHuli ma ninidHult obmiH. Memoto docnidxeHHs1 6yno eusdeHHs1 ocobrniugocmel 3MiH
eHOOKPUHHOI ma eK30KPUHHOI napeHximu nidwnyHKoeoi 3ano3u memodom Mopghomempii 2icmonozidHUX rnpenapamie 3a ymos
cybrniemarnbHO20 3HEBOOHEHHST 3 100anbWo peadanmauicto ma KopeKyjeto MopghoriHiegoro Cinmo miazomHoi kucrnomu. HocnidxysaHy
2pyny cmaHosusu 60 3pinux wypie-camuie, kompum modesntoganu cybrnemarnbHUl cmyriHb 3a2aribHO20, KITiMUHHO20 ma ro3akKimuHHO20
3Heso0HeHHs1 3a A.[.Cobonesoro, B.3.Cikoporo, 51.5.600Hapom. [licrisi O0CSA2HEHHS MSIXKKO20 CmyrneHs1 3HE8OOHEHHST YacmuHy Wy pig
nepesodunu Ha 3gu4aliHul numHul pauioH, Opyea YacmuHa ompumysana rnpenapam-kopekmop ernpodosx 14 0i6. TeapuH 6yno
susedeHOo 3 ekcnepumMeHmy wisaxom Oekanimauii ni0 Hapko3om Ha 24, 44 ma 104 0oby 8i0nogidHO 00 8uUdy 3HEBOOHEHHS.
lMpoaHanisysaswu ompumaHi pesynbmamu, 8CmMaH0o8/IeHO 8i0CymMHiCmb cmamucmu4yHO 3Hadyywux eidMiHHocmedl 6inbwocmi
MopghoMempPuUYHUX MOKa3HUKI8 3a yMo8 ernnugy cybrnemarnbHO20 3HEB0OHEHHS OPIBHSAHO 3 rnodasnbwor peadanmauicto 8cix
eKkcriepuMeHmarnbHUX 2pyn meapuH. BusieneHo docmosipHi 3miHu nnowi ocmpiguie JlaHeepeaHca ma nnowji s10ep eK30KpuHoyumig 3a
ymMo8 ernnusy pizHux eudige cybremanbHo20 3HEBOOHEHHS y MOPIBHAHHI 3 epyrot peadanmauii ma epynot KOpekuii 8 ycix
eKkcrepumMeHmarnbHux gpynax. IHwi MmopgomempuyHi MOKasHUKU MapeHxiMu nidwnyHKo8OI 3a103u Manu 3MiHU pi3HOi cmamucmuy4HOi
3Hayywocmi, kompi 3anexanu 8id0 eudy 3He80OHeHHsI. 3'scosaHo, WO 3acmocysaHHsI MOpPgOriHiegoi coni miazomHoi kucnomu
npu3godumps 00 4YacmkKo8020 8IOHOB/TEHHSI CMPYKMYPHUX KOMMIOHEHMI8 napeHximu nidwyHKO8OI 3a/103u, MOPIiBHIHO 3 nepiodom
peadanmauyii.

KniouoBi cnoBa: nidwnyHkosa 3ano3a, ocmpisyi JlaHzepeaHca, ayuHycu, cybrnemarnbHe 3He80OHEHHS, MOPhOIIiHIiE8a Cirb mia3omHoi
Kucromu.
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